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AIDS

% RYEGIE R 2JEERE (acquired immunodeficiency syndrome)

AUC e R FE R AR T EifE  (area under the plasma concentration versus time curve)

AUCy 0 IRgfH] 2> & MERR IR S CHMF L 7= i i BE- e bR T HEAE  (AUC s +
(Cras/A,) CHH)  [area under the plasma concentration versus time curve extrapolated to
infinite time, calculated as AUC_jat + (Ciast/As)]

AUC 0 RE[H 7 & e 44 B FTREIRFE) £ C oo A p R IR Bl 4R T i (area under the
plasma concentration versus time curve from time zero to the last quantifiable
concentration)

Cinax HeE AR IR L (maximum observed plasma concentration of drug)

COBI (C) A AZ v b (cobicistat)

CTD aFy TV =N KX =2 A2 b (common technical document)

EFV T 77 E LY (efavirenz)

EVG (E) T)LET V7 e (elvitegravir)

FTC (F) T k)X B (emtricitabine)

HIV b MR Y A LA (human immunodeficiency virus)

HIV-1 b hEEARET A VA X A7 1 (human immunodeficiency virus type 1)

M £ Y 2—/L (module)

NNRTI FEX 7 LAY RRWHEREEEFEFLEA] (non- nucleoside reverse transcriptase inhibitor)

N(ORTI X7 VAT RFR - X7 VAT RRIFEGEEFEAEHN (nucleoside/nucleotide reverse
transcriptase inhibitor)

RPV eV (rlpivirine)

TAF 7 /R E)N T T 7= I R (tenofovir alafenamide)

TDF T REN VYT a7 < Vg (tenofovir disoproxil fumarate)

TFV 7 /R EJL (tenofovir)




RPV/FTC/TAF 1.5 L V38 L O K ONBR %8 D ik

1.5 EERXEIEROZERRUMREORR

b MuERRET A VA (HIV) BEYYEIR, ARMA B CTHEELR, AmzgnT=EERAT
HY, 2016 FE B THI 3670 FABREL TV A EHESLTWD Y, —F, BATIE, #
O HIV &Y K O KIS R 2IERE (AIDS) M & L THERK 1500 AB3#E STk o,
2015 £EITIZBREHEAYI 2 15 6000 A & SnTng 2,

HIV & GYE OREMERFIL, HEOPHIVIGREZ N T2 2 & T, A L 20ERMS], CD4
Bt U NERER DN K OV BT O 2 B THIL e U A LV ARIETH D, BAR, KEK
OBEINDOFL HIVIBEDO T A BT A4 > )92 T, T HIV IBENRRBR O BE (264 5 4EA
FEIL, X7 VAT RER - X7 VAT RREGEFEIEEA (NORTL 2 #12Mz T, 3 >O3EH|
TR AT 77 —EHEFEAl, EXT LAY RRUERGEEREES (NNRTD) Xx7a 77—
BIEA] 726 1 2OH0 HIVIEEEZ RN L CHFRT 2800 b v A LV REER RS T 5,
FHOER OB L 2N O OFRIBRICE Y, AN ZAOEREZMHIT 52 LN aREL 720,
HIV &R EBE OEM THRITE L{EZES N, LLRNL, BETHEYIFED A TIT HIV
JEBE NS U A N AZERICHRRT 2 Z SIXTE T, AEREEMG T OV ERD D,

UAEE D RIS/ T A N X /T RN T T 7 2 2 R~ VgRERLASE (LT,
AAD X, VrEEY > (RPV) 25mg, ©A MY ZEY [FTC (F) ] 200mg X OX7 / AR eV
77 7xF IR (TAF) 25mgD 3 zEEMETRA L7 4 Vv ha—T 4 Y TETHY,
Gilead Sciences Inc.\Z L 0 BIFE Sz, AFNE, BRAKROVNE (125%LL E) @ HIV-1 JEYE 2t
THIRHHE LT, KETIZ 201643 A, BN TIXFELE 6 HIZ Odefsey DR FE4 CRLUE IR 78 KRS
ZHfS L CW5, RPVIZNNRTI TH Y, HIV-1EYYEDREKE L TR EA S TEBY, H
ATIETY 2T ME2Smg & LTHIRGESNTWS, £72, FTC, TAFZE HI2 NORTI TH Y,
2 A5y OPFRIE HIV-1 EEME DRI L L TR EHA SN TEY, AARTIIT VablilasEs L
THIESNTND, DX, AFIIBEABEOAGHESEEAL, 1HIEETINLOHR
N EHNIRTE D X ORGSR G TH D,

PLHIVIEFRIEOERITERMICOZ 5720, IRET ReT7 7 A0M ENEETHD, A
DERAHRT 1L, FEIOBROPCEEE 25, AROH HIVIERO A K74 Y Tk Tk
HEEZHEFFT D722, 1 H 1 EEREORGNEFTH Y, SHIFIIRRZ G 2 ERIC
TSR T RETH D, | ELTWDH, £, FLHIVIGEDO A Z TV U RZBNT, 1
HICHIRT 28BN D72 MEERIET R T T VAL U A VAR EN D ARSI TVD
9, X-oT, NNRTI1H% & N(ORTI 2 i4y OEEASET, 2o 1 H 1A 1 885 TH D AANL,
BEDOIRERZH LSET, MEVANVAREIRO Y 27 2 D S5 L LI, BEDRKED
BHEZBHETHLEWVWIRIRT 4w habebdT EWMfFEND, Fo, HtHIVIRFEE CREMMEE
WL TWELHRET, UALAOEREMHI T TWAIZHL20b LT, DIERE, IFRAE, B
B, BHERIER RO T AEE NN L TR Y, HLHIVIEFREORIERSCEN T#% % 1%
AN RBNOBIRDIEEICEE L 72> TE T D, AL, HIV-1EYYEDOEE - 5% TE:E
ENTWL a7 L IEEEE [RPV/T /ARENL VYT a7 < Uil (TDF) /FTC] @
TDF % TAF 7~ VR @R L2 ASECTH D, TAFIXZT /R e (TFV) O7r K7 v /T
&Y, TDF & T, MAEFH COREMEN R  MIRN~EITHZIZ TV SRS RS D729,
TEHERHY TH D TFV U VBOMBANREZ &< TE5—F5 T, TFV ORHIREREZK) 1045
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WA 2 Z EMAMREE 72D, T D728, AFNE, TDF CHRUE S 125 RIVEM OB R g LR
JEABMTE, SORLIEMHEONRETTRERE T2 Z & HIFFEN 5,

AENT, HBREFET ) v D0 SIS SO TR S, BERAZ ISR E LW
AR R (GS-US-366-1159 #R) (2 XV, &AL RPV 25mg§E (=7 > MEE 25 mg) |
BWT, RPV DIEFERE (Chaxy AUCq XN AUCyy) DOEWFHRIZESED, KElL o rveT 7 Z
v/l [EVG (E) ] 150mg/=mm B> A% >~ k [COBI (C) ] 150 mg/FTC 200 mg/TAF 10 mg El &6

[E/C/F/TAF (7 v RA YlELAEE) ] 1BV T, FTC KU TAF OIEZE R (Chpax, AUC)g LY
AUCiyy) OEMEHFRSEMEINRENTZ, T O OFRICESE, AFNIL, BKRO RPV 25 mg §E
23517 5 RPV & E/C/FITAF BLA$EIZ331F 5 FTC BN TAF & O E R OV a7 — 2 3R AT
RE & HIr L7z, 512, ARAEIT, TAVAEITHH ST DA HIV-1 B BRF 23R L L
7255 3 MR A 2 3B (GS-US-366-1216 35k K O GS-US-366-1160 385R) &k U7, 3= EEHM
Bix, miakhe & B 5-Bh 48 B @ HIV-RNA f 50 copies/mL K O#ERE OEIG & Lz, £
FHIIE B 23T, GS-US-366-1216 Bk CTiX, RPV/TDF/FTC Bl&dE (2 27 L 7ELAEE) (2%
T DARBNOIELVENKAES 41, GS-US-366-1160 56& CiX, =7 7 'L (EFV) /FTC/TDF fid
G (ERNRAR) 13T 2 ARENOESLENREES Lz, £z, MR CARKIO L MR OEEE
IR CoH oo, UL EORBRFER D THIV-1 EYE] 25088 - 2R & U ORI Z KRR
Do

ARHFEEEHNT, AR 1045 11 H 12 AFEIEEF 1015 SR AEE EIRL 2R A PR R 8 A

THIV EEYLE TR D B5E T A KGR H 3 OB MC DWW T IS &, £V 2—v (LU,
M) 23 KUIMBIZOWTIEKREDaEY « 77 =V ¥ 2 A b (CTD) %, M23 %< M
2, M4 KM 522\ CTIERIN CTD ZFH L7=,

FLJF S5 B oA K OBFE ORFEIZ DWW CIE, PR 134E 6 A 21 BAFESEGE5EE 899 HE 3K
R A FE AR A T 3R o B ST A O KR H R ICBE LGRS B IS~ & &kl
ERCEREIZ DWW T ORIk 2D 5 (1) HOFLRE S L1, UEAEZ EICEH 28 (5) (TR L
7o (£ 1.5-1) . KHFEOBRRBERIEIIHONT, WEICBET 23 BRE & 1.52, FEERRRERZ £ 1.5-3,
ERR AR 2 £ 1.5-4, 2 1.5-5 RO 1.5-6 ITRT,

% 1.5-1 CTD 1.5 HORNED L HISFT

CTD 1.5 HOWE CTD % 2 f OFE# AT
RTS8 R O #é 2.5.1.1.2 FTC/RPV/TAF BH & DL
HIV-1JEYE OIFRRE, 5 K OVAHE 2.5.1.1.1 HIV-1 JEYE & OB T ORISR
BRJE DR 2512 BEIRBAR 7 v 7' T KO
FEWE RS BR OBE IR AT 2.4 FENE PR AR O BEHE REAM
HEEZNAE « W RT3 2 ARHI oA Tk 256 XF T 4w ~EDAZIZET D

& 1.5-2 mEICHT 2HBN—F

B IH H Bk 5 it 5 4
WA ]
FRAS M OB 7 1k L - @I H ~- I
ZTETE A B TR
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= 1.5-3 FERRABRND—&
AR H eSS RS T IR
75 =8 =y TAF - H
N ANERIT DR E/C/F/TAF Bl b | B E
o Rl RSB TAF = B
72 SR B AR TAF B E
W AR TAF A
A AR TAF (s M
EBERS | HER RPV, TAF | E B
PR TAF A
S B RE RS AR EAE R RBR FTC, RPV, TAF, TDF, E/C/F/TDF K& 6E | B E
HA R e SR TAF i M
BB B¢ 5wtk el TAF A
AEMERIR T n R TAF | B E
AT A TR AR TAF (s B
Z DD FEERER TAF, F/TDF /]
RI15-ANAFTTRASE) T4 ICET HEBERARO—E
RERE 5 eSS BRI S i
GS-US-366-1159 RPV/FTC/TAF Bi 5
GG EN E/C/F/TAF Fi2A & AW FSEERER (PR RSET) 2014 4= 10 A ~2014 4 12 A
) RPV
GS-US-366-1651 e | BFEORERER (ER, VXIS N
(BEEE RPV/FTC/TAF P i R 2 T) 201445 11 H~20154 1 H
& 1556 BRABERAZRRE LI-EYMEEHARO—E
HERE 5 eSS AN ES 3]
Géf{%‘ggflog E/C/FITAF Bl 6 HMBIRERR (BERLMT) 201247 10 H~2012 4 12 A
T?gggig“)“ RPV SEMBIRERS (AR T) 2013422 A ~2013 4 3 A
R 156 EHNERUVREHICEAT A ELERABRO—E
AR R HRIA R e A
-Ti | D ILY =3 > _1 R Yu
T?ﬁ;g%gf% C209 | RPV EHIV OWHARBEROPN HIV-UVERIE |0 0 m o011 421 A
_TiDP6- S D VLA RRE : 1 kR
T?’Iifg%grl))% C215 | RPV EHIV IEOWPAFERO RN HIV-1 RS | 5 ~2011 4 1 J
- - - AN ,r'» o - ik N ~ -
G(S;ggy;;)m RPV/TDF/FTC fil & 52 }zﬁ;’%gg%w Pl & TV B R HIV-1 2011 4 1 fl ~2012 4F 4 5]
-US-264- ob I S N7 R _
G(s;%sgygg)l% RPV/TDF/FTC & fiE )Z;j%;;%ﬂﬁo Pl STV D A HIV-1 201045 11 ] ~2012 4 8 J]
- - - 2 S VA =3 > _1 R Yu
G(s%ﬂsﬁééi;)m E/C/F/TAF Bl & 62 g HIV S OJEFERBRER O %A HIV-1 &Y 2012 45 12 A ~2016 4 7
-US-292- AbE OB ¢ -1 Y
Géuplj{asﬁé);ﬂr;n“ E/C/F/TAF Bi& $i EHIVR@/Dﬁiﬁ\}:@ﬁ@Ej@)\ HIV-1 &2 2013 43 12016 - 7 1
GS-US-292-0109 Ok 2211 DR 3
i E/C/F/TAF Bl 62 ;%g;%éﬁc M S TO DR HIV-1 2013 45 3 4 ~2015 4 3 J]
GS-US-292-0112 E/C/F/TAF Bl 82 FRHE 7> & AR O B REIE 5 & G 0F L7 ik
GEEED . HVOmEE 2013 4% 3 A ~201] = | A
G(Sﬁ-;ﬁsﬁ-é;;;)l% E/C/F/TAF E2 5 B PLHIV SRR O /N HIV-1 &R 2013 4F 3 H ~2015 4 8 f
Tl(\gg{g%g))ms-czlz RPV BT HIV IR AR /N HIV-1 & 2010 45 12 1 ~2014 4% 6 /1
GS-US-366-1216 s Gl | X N2 Rl _
A RPV/FTC/TAF B4 §E g@;@gg%ﬂﬁo il STV AR HIV-1 2015 4 1 3 ~2016 6 | 1
GS-US-366-1160 ok O L AT a
RS RPV/FTC/TAF Bl & i gﬁ;;g%ma Ml STV DO HIV-1 20154 1 1~2016 4 | 5
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1.6 SNEICETHERREFCETIEN

FT 7 v 4 BLABEIE, 2016 4 3 AT KE TR SN %, FIF 6 HIZERINTHEEER 4, 2018
3 HBE, 3500 EOEKUHE THEE I TV 5D,

KE K OBRINIZ I 1T 2 AF DOAGRIRDLOM I 2 £ 1.6-1 L O 1.6-2 137, FTz, SMEDORES
LELE LT, KEROEINOF S N AEEFTET — % > — & (CCDS) #& ¥} (Rest of World
Reference Label™')  (J5i30) Z#sA4 5%,

1 AL Gilead Sciences fL7H OE A TH D Z LD, CCDS 2D 5 RIS DOALE ST O
E: L LT, Restof World Reference Label 2 /ERL L T 5,

% 1.6-1 XEIZH+5 RPVIFTC/ITAF BB & HE D A IRR

B 754 ODEFSEY
R ] 2016 4% 3 H
Vallp/ A= ODEFSEY #& 1 iz h U v # B (FTC) 200mg, V/LEE Y (RPV)

25mg 27.5mg DV A E Y SERBEICHYT D) KOT /R ELT 77 )
IR (TAF) 25mg Q8mgDT / REAT T 7 =+ K7~ LIS
D) #EAT D,

ZhAE - 2h R ODEFSEY IE, #il hr v A )V RBIEIZ L DIRFERER D 72 < HIV-1 RNA &7 1
mL & 72 Y 100,000 copies LA~ DEE T 2 0HIlR# L LT, XiT6» HLLE
DA L AFEENCHNHE &3 (HIV-1 RNA &2 1 mL 729 50 copies Aii) TAHEA
FEHIEE & 72 < ODEFSEY D& B 2%t 7 A ik & B3~ 2 BE D2 F 4 7
FIZBWTEELEIIL ha DA NVAFEDO LU A EH DB H7EE LT A
Ve LT, 1250 B0 HIV-1 YR IZ T 5882V VA E LTHERT S,
ODEFSEY O 5-BthRTOMRZE

ODEFSEY D 5-BAtARNIZ X, BRIIFR U A N ARG OMREZ T T 5,
ODEFSEY DO#5-BtART K O 5021, £ TCoRE TIiE s L7 F= 1, 1L
WY UME, 7 vTF=07 07 7 0 AMEEME, REEXRF Z 37 OF %
BERBICEYNC FERET 5 Z E Nt S b,

HRAEKOHE

ODEFSEY |E, —=A hU T ZEY (FTC) 200mg, Y/LEEY L (RPV) 25mg
LT JARENTZ7x2F K (TAF) 25mg D 3FIM 5 72 2 [E & H &R A F
T b, ODEFSEY OHELEHVE R O &L, ALY 12 5% L TR HE 35 kg LA
FO/NRBERER O VT F =07 )T 7 AN 30mL/min BLEDOEE T, 1H
1A 1A AREE L BICHIRT 5,

ODEFSEY D# 5-Bithtk DRRE

0 A IV A FRNTHNHE STV B BE T, U A L R FERYRIECSU IR O ATREME
IZOWTCRHIT 572912, 1GRYI0 B 21412, HIV-1 RNA BF L2 A VAR
Wa I DICEET L LRI,
HEOBWEREEZFTBFICRBIT &G DIEHLE

VT F = T T AREEEDY 30 mL/min AR O B E 21X, ODEFSEY (3
TEIXNR,

i - A

il
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pika
il

ODEFSEY (%, IROFEHI LT D L, v A VAR DS ODEFSEY X
FIEX 7 VA Y RRUERGEERILESE (NNRTD 7 7 2 OFEANT 3T D il &
UMMM ORBZ B AR H B 7280, ZO L 9 REH L OPFHIFEERT
H5,
C PRI IR~ B, AT AINANREE Y, T )L E X)L,
= =N N G
- PR ¢ U 7 7 ¥ v > K ¥ rifapentine
- 7' h AR THESE ¢ dexlansoprazole, =Y AT —)v, TV T T
=)y FAT T, R RNT T =), TRT T — )L
JnaanFad R FxY A2y QR EOLEEE)
A3 UA XY YT (Hypericum perforatum)

et N Ol
DIFE

HIV-1 & HBV OEERYLBEITBIT 5 BEFROERE OEMHEE
HIV-1 &G BE IR L, L b a oAV ARERRRENIC BRITFR 7 A LA
(mw)@ﬁﬂ%ﬁaﬁéﬁﬁéﬁéméf@é ODEFSEY |, {2/t HBV J&
PeDIRWRIT RENTEHT, HIV-1 & HBV O BEEKRLEEICBIT S
ommﬁY@féiﬁﬁﬁ%ﬁi%jbfw@w

HIV-1 & HBV O HEAERYEBE TlE, FTC KO/ XX TDF % &4 % | o
kI EE O BRFROSMERE (FFREREEOIFARER E) BNl s
N TEY, ODEFSEY OG- HIEZIZ BRI HERNEITHEBENRH D,
ODEFSEY |Z L 5B A P 1l L7= HIV-1 & HBV O EMEREGBE 1L, Ve &b
B k%o ARCH= 0, BRRAT R QG RAR AN 2 i Bl 3R & T
b5, WU EEZONDEAITIX, FRC, EITLEREEITHEEZH TS
BETIL, BEDIEBOIFEOHEIC ;DHRWT RO AREZRKTBEN
NbDHT120, PiBRIFRDOIRFEEZBIMLTH LW,

B & T ONBESURE St

RPV Z & e L ¥ A NI RIEAKGRIE O R P A RR BRI N & = By fiEiR %
9 Yt (DRESS) % & Ee B E O R g M ONBBUERIG A S Tnb,
JERSITFEAD X o B FER 2 E ) Z & b HUE, RO Mg bk
i E5R 2 & elfgs e R 242> 2 & b o 7=, RPV OF 3 FHEK AR Tl

7 L— R 2 UL LR & BT 2 5IB DHERE D 1%IC ﬁiémto£WT
%r@i&mei7v~%1Xiﬁv—%2m%@f%@,%%%ﬁ@4~mﬁ
IZHBL LT,

ORI ITFREN, K, REIREE, FEES, BEmTEME, mAEVEIE, AFRX
VAR BRI IE 2 1E 5 BB A E T (2771, ZHROICBESND DT TIdA
V) EEE OO B SO S BORE SO O 5 XA TIEIR 23R BL L 7= 5 ST E BT
ODEFSEY D# 521425 Z &, BRBE T A — &%a@%f% Ex@igsd
RETHY, WYRIRREFEMT D,
EWHAEMERIZL 5 T A NV AZRZR OB
omme&mmiﬁ%ﬁﬁﬁék BERSUTIE R E 720 5 53 BAEH 23 E
U5 aREMENH D, ZX o TiE, RPV OBBEZERENME T L, ODEFSEY DR
%%%@ﬁ%&vm@%ﬁ%%<7 EVEND D,

ODEFSEY | ié%ﬁm&@%%$ii%ﬁﬁ¢%@ﬁ i%%ﬁ
ODEFSEY |Z L A1 HIEOFHEE R L, JFH3EIC AIER L’DV\T%E%?STJ‘
A &,

HEARLIVEVARIZEL S QTc HRLEE

fREEHER A <l HEREHEL Y SOHE (75mgl B 1EXRO300mg 1 H 1[H] -
TNENHEEAED 3ELO124%) O RPV I ILDERO QTc M4 TR S5
TERFRENTHS, MY —F K ET U bOU RIS TH S EHA
&ﬁ%f%%@Xibw#~F K RT7bDURITZNEL o> TWHHEE
¥4 58513 ODEFSEY LIAN DK 2 Z B+ 5 2 L,
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AR OMEH | 5 ofEtEREE
DIEE RPV (21T 9 DS (95 oK, 92, MRS, K9 o8, 0%

b, WHBES, AZEX, AZRSEL &) NHREIN TS, EEOMD
DIERDFRD LG AIXE HIZ, JEK2Y ODEFSEY & BhE 35708 9 &7
g D708, BEHMGED ) AT BT 4w bae ERIZNE I NERET D
7ol BELZITSZ L,

B ANBERE (N=1368) Z x4 & L7= RPV OF 3 FHERBR TIX, 96 T RPV #%
HRE (n=686) T Sz 9 DtEREE OFRBIER (KRR & OFEE 2 A%
72) 1X9%ThHol=, 1FEAEDFELIRE I EETH 72, RPV EGHE
TIE, L —FR3KRNT L— R 405 OFRMEEEOIKER (KEERICEGR
<) 1E1%T, 2 OWMEREEICLDZFIERIT 1% THY, AZRSEROAZKEK
WXZ I 4 B KON 2 Bl ST,

2 FERBRICIHB VT RPV OG- 2521572 12 5 DL I 18 i Al oo /N ok
(N=36) (28T % 48 WM TP 9 DIFtEEEOR B (K RBIFR & OVEEE 2R
fZ72<) 13219% @eflT 74]) Thot-, 1F& A EDEFSRITEE TP ET
bolz, ZL—RK3KOT L— K405 OFMEREOHRBE (KEERICEE
72<) 13X 6% B6fIF 24 Thotz, 5 DMHEREEDOTZOIHIE LI ERE 1T
WiRdho Tz, BREEEROAZRERIE 1 THE s,

i

RPV &t L VA L O H %51 T D BEICFIROAEEFR N RE ST
%, BRIST CHIAT S 21 2 BB UTIRERNC TR RERM A D& 72 B2
PO LD B, ODEFSEY 27T 5 &, FFHEREM A B L I AFRERERR AT
EEFOV A7 NEL 2R8NS 5, BEAFOIFEE MO [EE fHE7R fElR
KFH 72 RPV 2T LU A V&2 T B BN B s S hvTn
%o BAIT CRIFFR D X 5 7o iR B A2 A7 5 B3 SUXTREBRLARTIC AT e
TEDOEH R EHNED SN BE L, 1BEBMGET ) 22 B R A A2 F2hE
L, ODEFSEY |Z X AR IINTFaIE28537 25 Z RSN D, BEFEDOITHE
RERE =P O EIRIN T DO WEBHE T, FEEREICL2BELEZE T RET
H5D,

T A e (AT

ODEFSEY D%y T % FTC L UNRPV &8, L b v A )L AHREE %
J7BF IR WT, MERMEYEEESRE SN TS, Jib b oA L2
FFREOMINCIY, B OINE NS D BH TEEM I FEM O B Fo gk
Y [~Aans TV LT EYLEYE, YA MATB YA NVA, Za—FT R
F A« A u_XFA ik (PCP) , XITHEE72 £ 12T D2 RIERUS D FEHL L,
X572 50HME EIERERERLS SNDGERD D,

EFREEL Y R E L CHORERER (FL—U R0, Z2REHE, $7 -
NWU—EERER L) DR LI EOMEINTWDED, HELE T DL
R KEL, BERBEOOMy ABRIZELDZEAELH D,
BREEREZEOFH BB UIENL

TREADOT T KT v ZOMEAICE L TE, BEBRARELNT 7o a=—ijE
et (EEORY VRRINGE 2 F 5 BIRMEHRE) 25 B el E OB E)
W% O e TR BR K MR PRRRBR O[] TS ST b, FTC + TAF & =)L
v7 7 Ze/N (EVG) +abE v A% vk (COBD %A LR TIX, 7
7 v a = —JEERE R OSENL R B (PRT) OWTRLRD Lo T,
TR DN 72 W BE OV A L A S 41, FTC + TAF & EVG + COBI
DOPFHIZEI Y 2 72 eGFR A% 50 mL/min Z#8 2 5 BE 2% & L7- FTC + TAF
& EVG + COBI O BRI\ T, BIROEE A EFGNRIE LB X
ILBENROBEIERIC L 0 & 5% ik L7 g5E OFl5 1L, FTC+ TAF & EVG +
COBI OFHEE D 1% K CTh o7z, VA VAFRNTHH E 4T 5 eGFR O
R— 25 A AMEH 30~69 mL/min D 2 FTC + TAF 2 ) EVG + COBI % 43
M EGWR R RE) &5 L7ZRBR T, eGFR O X— 27 A EHA 30~50
mL/min OFEER#E 80 B D 5 B 2451 (3%) TEHEREDEAKIZ L VW FTC + TAF &
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ODEFSEY safely and effectively. See full prescribing information
for ODEFSEY.

ODEFSEY® (emtricitabine, rilpivirine, and tenofovir alafenamide)
tablets, for oral use
Initial U.S. Approval: 2016

WARNING: POST TREATMENT ACUTE EXACERBATION OF
HEPATITIS B
See full prescribing information for complete boxed warning.
o ODEFSEY is not approved for the treatment of chronic

hepatitis B virus (HBV) infection. Severe acute
exacerbations of hepatitis B have been reported in patients
who are coinfected with HIV-1 and HBV and have
discontinued products containing emtricitabine (FTC) and/or
tenofovir disoproxil fumarate (TDF), and may occur with
discontinuation of ODEFSEY. Hepatic function should be
monitored closely in these patients. If appropriate, initiation
of anti-hepatitis B therapy may be warranted. (5.1)

RECENT MAJOR CHANGES

Boxed Warning, Lactic Acidosis/Severe Hepatomegaly with Steatosis

[removed] 04/2017
Warnings and Precautions, Lactic Acidosis/Severe Hepatomegaly with
Steatosis (5.9) 04/2017

Warnings and Precautions, Fat Redistribution [removed] 04/2017
Warnings and Precautions, Bone Loss and Mineralization Defects
[removed] 08/2017

------------------------ INDICATIONS AND USAGE
ODEFSEY is a three-drug combination of emtricitabine (FTC) and
tenofovir alafenamide (TAF), both HIV nucleoside analog reverse

transcriptase inhibitors (NRTIs), and rilpivirine (RPV), a non-nucleoside

reverse transcriptase inhibitor (NNRTI), and is indicated as a complete
regimen for the treatment of HIV-1 infection in patients 12 years of age
and older as initial therapy in those with no antiretroviral treatment

history with HIV-1 RNA less than or equal to 100,000 copies per mL; or
to replace a stable antiretroviral regimen in those who are virologically-

suppressed (HIV-1 RNA less than 50 copies per mL) for at least six
months with no history of treatment failure and no known substitutions
associated with resistance to the individual components of ODEFSEY.
()

--------------------- DOSAGE AND ADMINISTRATION

e Testing: Prior to initiation of ODEFSEY, patients should be tested for

hepatitis B virus infection. Assess serum creatinine, serum
phosphorus, estimated creatinine clearance, urine glucose, and
urine protein before initiating ODEFSEY and during therapy in all
patients as clinically appropriate. (2.1)

o Recommended dosage: one tablet taken orally once daily with a
meal. (2.2)

o After initiation of ODEFSEY, additional monitoring of HIV-1 RNA and

regimen tolerability is recommended after replacing therapy to
assess for potential virologic failure or rebound. (2.3)

e Renal impairment: ODEFSEY is not recommended in patients with
estimated creatinine clearance below 30 mL per minute. (2.4)

--------------------- DOSAGE FORMS AND STRENGTHS -er-emenemememmene-

Tablets: 200 mg of FTC, 25 mg of RPV and 25 mg of TAF. (3)

- CONTRAINDICATIONS

ODEFSEY is contraindicated when coadministered with drugs where
significant decreases in RPV plasma concentrations may occur, which

Reference ID: 4142051

may result in loss of virologic response and possible resistance and
cross-resistance. (4)

----------------------- WARNINGS AND PRECAUTIONS ---------------mnn=mem-

e Skin and Hypersensitivity Reactions: Severe skin and
hypersensitivity reactions have been reported during postmarketing
experience with RPV-containing regimens, including cases of Drug
Reaction with Eosinophilia and Systemic Symptoms (DRESS).
Immediately discontinue treatment if hypersensitivity or rash with
systemic symptoms or elevations in hepatic serum biochemistries
develops and closely monitor clinical status, including hepatic serum
biochemistries. (5.2)

e Concomitant use of ODEFSEY with other drugs that may reduce the
exposure of RPV may lead to loss of therapeutic effect of ODEFSEY
and possible development of resistance. (5.3)

e Concomitant use of ODEFSEY with drugs with a known risk to
prolong the QTc interval of the electrocardiogram may increase the
risk of Torsade de Pointes. (5.4)

¢ Depressive disorders: Severe depressive disorders have been
reported. Immediate medical evaluation is recommended for severe
depressive disorders. (5.5)

¢ Hepatotoxicity: Hepatic adverse events have been reported in
patients receiving an RPV-containing regimen. Monitor liver-
associated tests before and during treatment with ODEFSEY in
patients with underlying hepatic disease or marked elevations in
liver-associated tests. Also consider monitoring liver-associated
tests in patients without risk factors. (5.6)

¢ Immune reconstitution syndrome: May necessitate further evaluation
and treatment. (5.7)

¢ New onset or worsening renal impairment: Assessment of serum
creatinine, serum phosphorus, estimated creatinine clearance, urine
glucose, and urine protein is recommended before initiating
ODEFSEY therapy and during therapy as clinically appropriate. (5.8)

¢ Lactic acidosis/severe hepatomegaly with steatosis: Discontinue
treatment in patients who develop symptoms or laboratory findings
suggestive of lactic acidosis or pronounced hepatotoxicity. (5.9)

ADVERSE REACTIONS
Most common adverse reactions (incidence greater than or equal to
2%, all grades) are headache and sleep disturbances. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Gilead
Sciences, Inc. at 1-800-GILEAD-5 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e CYP3A4 inducers or inhibitors: Drugs that induce or inhibit CYP3A4
may affect the plasma concentrations of RPV. (7.1)

e P-glycoprotein (P-gp) inducers or inhibitors: Drugs that strongly
affect P-gp activity may lead to changes in TAF absorption. (7.1)

e Drugs that increase gastric pH: Drugs that increase gastric pH may
decrease plasma concentrations of RPV. (7.1)

----------------------- USE IN SPECIFIC POPULATIONS --------------mn-meem--

e Lactation: Women infected with HIV should be instructed not to
breastfeed, due to the potential for HIV transmission. (8.2)

e Pediatrics: Not recommended for patients less than 12 years of age
or weighing less than 35 kg. (8.4)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised: 08/2017
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FULL PRESCRIBING INFORMATION

WARNING: POST TREATMENT ACUTE EXACERBATION OF HEPATITIS B

ODEFSEY is not approved for the treatment of chronic hepatitis B virus (HBV)
infection, and the safety and efficacy of ODEFSEY have not been established in
patients coinfected with human immunodeficiency virus-1 (HIV-1) and HBV.
Severe acute exacerbations of hepatitis B have been reported in patients who are
coinfected with HIV-1 and HBV and have discontinued products containing
emtricitabine (FTC) and/or tenofovir disoproxil fumarate (TDF), and may occur
with discontinuation of ODEFSEY.

Hepatic function should be monitored closely with both clinical and laboratory
follow-up for at least several months in patients who are coinfected with HIV-1
and HBV and discontinue ODEFSEY. If appropriate, initiation of anti-hepatitis B
therapy may be warranted [see Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE

ODEFSEY is indicated as a complete regimen for the treatment of HIV-1 infection in
patients 12 years of age and older as initial therapy in those with no antiretroviral
treatment history with HIV-1 RNA less than or equal to 100,000 copies per mL; or to
replace a stable antiretroviral regimen in those who are virologically-suppressed (HIV-1
RNA less than 50 copies per mL) for at least six months with no history of treatment
failure and no known substitutions associated with resistance to the individual
components of ODEFSEY [see Microbiology (12.4) and Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION

21 Testing Prior to Initiation of ODEFSEY

Prior to initiation of ODEFSEY, patients should be tested for hepatitis B virus infection
[see Warnings and Precautions (5.1)].

It is recommended that serum creatinine, serum phosphorus, estimated creatinine
clearance, urine glucose, and urine protein should be assessed before initiating
ODEFSEY and during therapy in all patients as clinically appropriate [see Warnings and
Precautions (5.8)].

2.2 Recommended Dosage

ODEFSEY is a 3-drug fixed dose combination product containing 200 mg of
emtricitabine (FTC), 25 mg of rilpivirine (RPV), and 25 mg of tenofovir alafenamide
(TAF). The recommended dosage of ODEFSEY is one tablet taken orally once daily
with a meal in the following patient population: adults and in pediatric patients 12 years
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of age and older with body weight greater than or equal to 35 kg and a creatinine
clearance greater than or equal to 30 mL per minute [see Clinical Pharmacology (12.3)].

2.3 Testing After Initiation of ODEFSEY

In virologically-suppressed patients, additional monitoring of HIV-1 RNA and regimen
tolerability is recommended after replacing therapy to assess for potential virologic
failure or rebound [see Clinical Studies (14)].

2.4 Not Recommended in Patients with Severe Renal Impairment

ODEFSEY is not recommended in patients with estimated creatinine clearance below
30 mL per minute [see Warnings and Precautions (5.8) and Use in Specific Populations
(8.6)].

3 DOSAGE FORMS AND STRENGTHS

Each ODEFSEY tablet contains 200 mg of emtricitabine (FTC), 25 mg of rilpivirine
(RPV) (equivalent to 27.5 mg of rilpivirine hydrochloride), and 25 mg of tenofovir
alafenamide (TAF) (equivalent to 28 mg of tenofovir alafenamide fumarate).

The tablets are gray, capsule-shaped, film-coated and debossed with “GSI” on one side
and “255” on the other side.

4 CONTRAINDICATIONS

ODEFSEY is contraindicated when coadministered with the following drugs;
coadministration may result in loss of virologic response and possible resistance to
ODEFSEY or to the class of NNRTIs [see Warnings and Precautions (5.3), Drug
Interactions (7) and Clinical Pharmacology (12.3)]:

¢ the anticonvulsants carbamazepine, oxcarbazepine, phenobarbital, phenytoin
e the antimycobacterials rifampin and rifapentine

e proton pump inhibitors, such as dexlansoprazole, esomeprazole, lansoprazole,
omeprazole, pantoprazole, rabeprazole

e the glucocorticoid systemic dexamethasone (more than a single dose)

e St. John’s wort (Hypericum perforatum)
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5 WARNINGS AND PRECAUTIONS

5.1 Severe Acute Exacerbation of Hepatitis B in Patients Coinfected with HIV-1
and HBV

Patients with HIV-1 should be tested for the presence of hepatitis B virus (HBV) before
initiating antiretroviral therapy [see Dosage and Administration (2.1)]. ODEFSEY is not
approved for the treatment of chronic HBV infection, and the safety and efficacy of
ODEFSEY have not been established in patients coinfected with HIV-1 and HBV.

Severe acute exacerbations of hepatitis B (e.g., liver decompensation and liver failure)
have been reported in patients who are coinfected with HIV-1 and HBV and have
discontinued products containing FTC and/or TDF, and may occur with discontinuation
of ODEFSEY. Patients coinfected with HIV-1 and HBV who discontinue ODEFSEY
should be closely monitored with both clinical and laboratory follow-up for at least
several months after stopping treatment. If appropriate, initiation of antihepatitis B
therapy may be warranted, especially in patients with advanced liver disease or
cirrhosis, since post treatment exacerbation of hepatitis may lead to hepatic
decompensation and liver failure.

5.2 Skin and Hypersensitivity Reactions

Severe skin and hypersensitivity reactions, including cases of Drug Reaction with
Eosinophilia and Systemic Symptoms (DRESS), have been reported during
postmarketing experience with RPV-containing regimens. While some skin reactions
were accompanied by constitutional symptoms such as fever, other skin reactions were
associated with organ dysfunction, including elevations in hepatic serum biochemistries.
During Phase 3 clinical trials of RPV, treatment-related rashes with at least Grade 2
severity were reported in 1% of subjects. Overall, most rashes were Grade 1 or 2 and
occurred in the first four to six weeks of therapy [see Adverse Reactions (6.2)].

Discontinue ODEFSEY immediately if signs or symptoms of severe skin or
hypersensitivity reactions develop, including but not limited to, severe rash or rash
accompanied by fever, blisters, mucosal involvement, conjunctivitis, facial edema,
angioedema, hepatitis, or eosinophilia. Clinical status including laboratory parameters
should be monitored and appropriate therapy should be initiated.

5.3 Loss of Virologic Response Due to Drug Interactions

The concomitant use of ODEFSEY and other drugs may result in known or potentially
significant drug interactions, some of which may lead to loss of therapeutic effect of
ODEFSEY and possible development of resistance due to reduced exposure of RPV.

See Table 3 for steps to prevent or manage these possible and known significant drug
interactions, including dosing recommendations [see Contraindications (4) and Drug
Interactions (7)]. Consider the potential for drug interactions prior to and during
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ODEFSEY therapy; review concomitant medications during ODEFSEY therapy; and
monitor for the adverse reactions associated with the concomitant drugs.

5.4 Prolongation of QTc Interval with Higher Than Recommended Dosages

In healthy subjects, higher than recommended doses of RPV (75 mg once daily and 300
mg once daily — 3 and 12 times the recommended dosages, respectively) have been
shown to prolong the QTc interval of the electrocardiogram [see Drug Interactions (7.2)
and Clinical Pharmacology (12.2)]. Consider alternatives to ODEFSEY when
coadministered with a drug with a known risk of Torsade de Pointes or when
administered to patients at higher risk of Torsades de Pointes.

5.5 Depressive Disorders

Depressive disorders (including depressed mood, depression, dysphoria, major
depression, mood altered, negative thoughts, suicide attempt, suicidal ideation) have
been reported with RPV. Promptly evaluate patients with severe depressive symptoms
to assess whether the symptoms are related to ODEFSEY, and to determine whether
the risks of continued therapy outweigh the benefits.

In Phase 3 trials of RPV in adult subjects (N=1368) through 96 weeks, the incidence of
depressive disorders (regardless of causality, severity) reported among RPV-treated
subjects (n=686) was 9%. Most events were mild or moderate in severity. In RPV-
treated subjects, the incidence of Grades 3 and 4 depressive disorders (regardless of
causality) was 1%, the incidence of discontinuation due to depressive disorders was
1%, and suicidal ideation and suicide attempt was reported in 4 and 2 subjects,
respectively.

During the Phase 2 trial in RPV-treated pediatric subjects 12 to less than 18 years of
age (N=36), the incidence of depressive disorders (regardless of causality, severity)
was 19% (7/36) through 48 weeks. Most events were mild or moderate in severity. The
incidence of Grade 3 and 4 depressive disorders (regardless of causality) was 6%
(2/36). None of the subjects discontinued due to depressive disorders. Suicidal ideation
and suicide attempt were reported in 1 subject.

5.6 Hepatotoxicity

Hepatic adverse events have been reported in patients receiving an RPV-containing
regimen. Patients with underlying hepatitis B or C, or marked elevations in liver-
associated tests prior to treatment, may be at increased risk for worsening or
development of liver-associated test elevations with use of ODEFSEY. A few cases of
hepatic toxicity have been reported in adult patients receiving a RPV-containing
regimen who had no preexisting hepatic disease or other identifiable risk factors.
Appropriate laboratory testing prior to initiating therapy and monitoring for hepatotoxicity
during therapy with ODEFSEY is recommended in patients with underlying hepatic
disease such as hepatitis B or C, or in patients with marked elevations in liver-
associated tests prior to treatment initiation. Liver-associated test monitoring should

6
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also be considered for patients without preexisting hepatic dysfunction or other risk
factors.

5.7 Immune Reconstitution Syndrome

Immune reconstitution syndrome has been reported in patients treated with combination
antiretroviral therapy, including FTC and RPV, both components of ODEFSEY. During
the initial phase of combination antiretroviral treatment, patients whose immune system
responds may develop an inflammatory response to indolent or residual opportunistic
infections [such as Mycobacterium avium infection, cytomegalovirus, Pneumocystis
jirovecii pneumonia (PCP), or tuberculosis], which may necessitate further evaluation
and treatment.

Autoimmune disorders (such as Graves’ disease, polymyositis, and Guillain-Barré
syndrome) have also been reported to occur in the setting of immune reconstitution,
however, the time to onset is more variable, and can occur many months after initiation
of treatment.

5.8 New Onset or Worsening Renal Impairment

Renal impairment, including cases of acute renal failure and Fanconi syndrome (renal
tubular injury with severe hypophosphatemia), has been reported with the use of
tenofovir prodrugs in both animal toxicology studies and human trials. In clinical trials of
FTC+TAF with EVG+COBI, there have been no cases of Fanconi syndrome or proximal
renal tubulopathy (PRT). In clinical trials of FTC+TAF with EVG+COBI in treatment-
naive subjects and in virologically-suppressed subjects switched to FTC+TAF with
EVG+COBI with eGFRs greater than 50 mL per minute, renal serious adverse events or
discontinuations due to renal adverse reactions were encountered in less than 1% of
participants treated with FTC+TAF with EVG+COBI. In a study of virologically-
suppressed subjects with baseline eGFRs between 30 and 69 mL per minute treated
with FTC+TAF with EVG+COBI for a median duration of 43 weeks, FTC+TAF with
EVG+COBI was permanently discontinued due to worsening renal function in two of 80
(3%) subjects with a baseline eGFR between 30 and 50 mL per minute [see Adverse
Reactions (6.1)]. ODEFSEY is not recommended in patients with estimated creatinine
clearance below 30 mL per minute because data in this population are insufficient.

Patients taking tenofovir prodrugs who have impaired renal function and those taking
nephrotoxic agents, including nonsteroidal anti-inflammatory drugs are at increased risk
of developing renal-related adverse reactions.

It is recommended that serum creatinine, serum phosphorus, estimated creatinine
clearance, urine glucose and urine protein be assessed before initiating ODEFSEY
therapy and during therapy in all patients as clinically appropriate. Discontinue
ODEFSEY in patients who develop clinically significant decreases in renal function or
evidence of Fanconi syndrome.
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5.9 Lactic Acidosis/Severe Hepatomegaly with Steatosis

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have
been reported with the use of nucleoside analogs, including emtricitabine, a component
of ODEFSEY, and tenofovir DF, another prodrug of tenofovir, alone or in combination
with other antiretrovirals. Treatment with ODEFSEY should be suspended in any patient
who develops clinical or laboratory findings suggestive of lactic acidosis or pronounced
hepatotoxicity (which may include hepatomegaly and steatosis even in the absence of
marked transaminase elevations).

6 ADVERSE REACTIONS

The following adverse reactions are discussed in other sections of the labeling:

e Severe Acute Exacerbations of Hepatitis B [see Warnings and Precautions (5.1)]

e Skin and Hypersensitivity Reactions [see Warnings and Precautions (5.2)]

e Depressive Disorders [see Warnings and Precautions (5.5)]

e Hepatotoxicity [see Warnings and Precautions (5.6)]

¢ Immune Reconstitution Syndrome [see Warnings and Precautions (5.7)]

e New Onset or Worsening Renal Impairment [see Warnings and Precautions (5.8)]

e Lactic Acidosis/Severe Hepatomegaly with Steatosis [see Warnings and Precautions

(5.9)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug (or a drug given in various combinations
with other concomitant therapy) cannot be directly compared to rates in the clinical trials
of another drug (or drug given in the same or different combination therapy) and may
not reflect the rates observed in practice.

Adverse Reactions in Clinical Trials of ODEFSEY in Virologically-Suppressed Adult
Subijects with HIV-1 Infection

The safety of ODEFSEY in virologically-suppressed adults is based on Week 48 data
from two randomized, double-blinded, active-controlled clinical trials, 1160 and 1216,
that enrolled 1505 adult subjects who were virologically-suppressed for at least 6
months. Both trials were designed to compare switching to ODEFSEY to maintaining
efavirenz/emtricitabine/tenofovir disoproxil fumarate (EFV/FTC/TDF) or
emtricitabine/rilpivirine/tenofovir disoproxil fumarate (FTC/RPV/TDF) in Trials 1160 and
1216, respectively. A total of 754 subjects received one tablet of ODEFSEY daily [see
Clinical Studies (14.1)].
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The most common adverse reactions (all Grades) reported in at least 2% of subjects in
the ODEFSEY group across Trials 1216 and 1160 were headache and sleep
disturbances (Table 1). Over 98% of the adverse reactions in the ODEFSEY group
were of mild to moderate intensity. The proportion of subjects who discontinued
treatment with ODEFSEY due to adverse events, regardless of severity, was 2%
compared to 1% for FTC/RPV/TDF and 2% for EFV/FTC/TDF.

Table 1 Adverse Reactions® (All Grades) Reported in 21% of HIV-1 Infected
Virologically-Suppressed Adults in Trial 1160 or Trial 1216 (Week 48
analysis)

Adverse Trial 1160 Trial 1216

Reaction

ODEFSEY EFV/IFTC/TDF ODEFSEY FTC/RPV/TDF
(N=438) (N=437)° (N=316) (N=313)°

Headache 2% 1% 0 1%
Flatulence 1% <1% <1% 1%
Sleep 2% 1% 0 <1%
Disturbances
Abnormal 1% 1% 0 2%
Dreams
Diarrhea 1% 3% 1% 2%
Nausea 1% 1% 1% 1%

a. Frequencies of adverse reactions are based on all adverse events attributed to study drugs by the

investigator.

b. Data from Trials 1160 and 1216 do not provide an adequate basis for comparison of adverse reaction
incidences between ODEFSEY and the FTC/RPV/TDF and EFV/FTC/TDF groups.

Renal Laboratory Tests

In Trial 1216, the median baseline eGFR was104 mL per minute for subjects who
switched to ODEFSEY from FTC/RPV/TDF (N=316) and the mean serum
creatinine decreased by 0.02 mg per dL from baseline to Week 48.

In Trial 1160, the median baseline eGFR was 110 mL per minute for subjects who
switched to ODEFSEY from EFV/FTC/TDF (N=438), and the mean serum
creatinine increased by 0.1 mg per dL from baseline to Week 48.

Bone Mineral Density Effects

Changes in BMD from baseline to Week 48 were assessed by dual-energy X-ray
absorptiometry (DXA) in Trials 1216 and 1160.

In Trial 1216, mean bone mineral density (BMD) increased in subjects who
switched to ODEFSEY (1.61% lumbar spine, 1.04% total hip) and remained stable
or decreased in subjects who remained on FTC/RPV/TDF (0.08% lumbar spine,
-0.25% total hip). BMD declines of 5% or greater at the lumbar spine were
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experienced by 1.7% of ODEFSEY subjects and 3.0% of FTC/RPV/TDF subjects.
BMD declines of 7% or greater at the femoral neck were experienced by 0% of
ODEFSEY subjects and 1.2% of FTC/RPV/TDF subjects.

In Trial 1160, mean BMD increased in subjects who switched to ODEFSEY (1.65%
lumbar spine, 1.28% total hip) and decreased slightly in subjects who remained on
EFV/FTC/TDF (-0.05% lumbar spine, —0.13% total hip). BMD declines of 5% or
greater at the lumbar spine were experienced by 2.3% of ODEFSEY subjects and
4.9% of EFV/FTC/TDF subjects. BMD declines of 7% or greater at the femoral
neck were experienced by 1.4% of ODEFSEY subjects and 3.3% of EFV/FTC/TDF
subjects. The long-term clinical significance of these BMD changes is not known.

Serum Lipids

Changes from baseline in total cholesterol, HDL-cholesterol, LDL-cholesterol,
triglycerides, and total cholesterol to HDL ratio for Trials 1216 and 1160 are
presented in Table 2.

Table 2 Lipid Values, Mean Change from Baseline Reported in Subjects
Receiving ODEFSEY, FTC/RPV/TDF and EFV/FTC/TDF in Trials 1216
and 1160 at 48 Weeks

Trial 1216 Trial 1160
ODEFSEY FTC/RPVI/TDF ODEFSEY EFV/FTC/TDF
N=316 N=314 N=438 N=437
[n=235] [n=245] [n=295] [n=308]
Baseline | Week 48 | Baseline | Week 48 | Baseline | Week 48 Baseline | Week 48
mg/dL | Change®® | mg/dL | Change*® | mg/dL Change®” mg/dL | Change®®

Total
Cholesterol 176 +17 171 0 193 -7 192 -3
(fasted)
HDL-
Cholesterol 50 +3 48 0 56 -4 55 -2
(fasted)
LDL-
Cholesterol 111 +13 108 +1 118° -1° 119 -1
(fasted)
Triglycerides
(fasted) 116 +12 119 -9 139 -12 133 +3
Total
Cholesterol 3.7 +0.2 3.8 +0.1 3.7 +0.2 3.8 0
to HDL Ratio

a. The change from baseline is the mean of within-subject changes from baseline for subjects with both baseline
and Week 48 values.

b. Subjects who received lipid-lowering agents during the treatment period were excluded.

c. [n=296] for ODEFSEY group in Study 1160 for LDL-Cholesterol (fasted)
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Adverse Reactions in Clinical Trials of RPV-Containing Regimens in Treatment-Naive
Adult Subjects with HIV-1 Infection

In pooled 96-week trials of antiretroviral treatment-naive HIV-1 infected adult subjects,
the most common adverse reactions in subjects treated with RPV+FTC/TDF (N=550)
(incidence greater than or equal to 2%, Grades 2—4) were headache, depressive
disorders, and insomnia. The proportion of subjects who discontinued treatment with
RPV+FTC/TDF due to adverse reactions, regardless of severity, was 2%. The most
common adverse reactions that led to discontinuation in this treatment group were
psychiatric disorders (1.6%) and rash (0.2%). Although the safety profile was similar in
virologically-suppressed adults with HIV-1 infection who were switched to RPV and
other antiretroviral drugs, the frequency of adverse events increased by 20% (N=317).

Adverse Reactions in Clinical Trials of FTC+TAF with EVG+COBI in Treatment-Naive
Adult Subjects with HIV-1 Infection

In pooled 48-week trials of antiretroviral treatment-naive HIV-1 infected adult subjects,
the most common adverse reaction in subjects treated with FTC+TAF with EVG+COBI
(N=866) (incidence greater than or equal to 10%, all grades) was nausea (10%). In this
treatment group, 0.9% of subjects discontinued FTC+TAF with EVG+COBI due to
adverse event [see Clinical Studies (14)]. Antiretroviral treatment-naive adult subjects
treated with FTC+TAF with EVG+COBI experienced mean increases of 30 mg/dL of
total cholesterol, 15 mg/dL of LDL cholesterol, 7 mg/dL of HDL cholesterol and 29
mg/dL of triglycerides after 48 weeks of use.

Renal Laboratory Tests

In two 48-week trials in antiretroviral treatment-naive HIV-1 infected adults treated with
FTC+TAF with EVG+COBI (N=866) with a median baseline eGFR of 115 mL per
minute, mean serum creatinine increased by 0.1 mg per dL from baseline to Week 48.
In a 24-week trial in adults with renal impairment (baseline eGFR 30 to 69 mL per
minute) who received FTC+TAF with EVG+COBI (N=248), mean serum creatinine was
1.5 mg per dL at both baseline and Week 24.

Bone Mineral Density Effects

In the pooled analysis of two 48-week trials of antiretroviral treatment-naive HIV-1
infected adult subjects, bone mineral density (BMD) from baseline to Week 48 was
assessed by dual-energy X-ray absorptiometry (DXA). Mean BMD decreased from
baseline to Week 48 by —1.30% with FTC+TAF with EVG+COBI at the lumbar spine
and -0.66% at the total hip. BMD declines of 5% or greater at the lumbar spine were
experienced by 10% of FTC+TAF with EVG+COBI subjects. BMD declines of 7% or
greater at the femoral neck were experienced by 7% of FTC+TAF with EVG+COBI
subjects. The long-term clinical significance of these BMD changes is not known.
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Adverse Reactions in Clinical Trials in Pediatric Subjects with HIV-1 Infection

In an open-label 48-week trial of 36 antiretroviral treatment-naive HIV-1 infected
pediatric subjects 12 to less than 18 years old (weighing at least 32 kg) treated with 25
mg per day of RPV and other antiretrovirals, the most common adverse reactions were
headache (19%), depression (19%), somnolence (14%), nausea (11%), dizziness (8%),
abdominal pain (8%), vomiting (6%) and rash (6%).

In a 24-week, open-label trial of 23 antiretroviral treatment-naive HIV-1 infected
pediatric subjects aged 12 to less than 18 years old (weighing at least 35 kg) who
received FTC+TAF with EVG+COBI, the safety of this combination was similar to that of
adults. Among these pediatric subjects, mean BMD increased from baseline to Week
24, +1.7% at the lumbar spine and +0.8% for the total body less head. Mean changes
from baseline BMD Z-scores were -0.10 for lumbar spine and -0.11 for total body less
head at Week 24. Two subjects had significant (greater than 4%) lumbar spine BMD
loss at Week 24.

6.2 Postmarketing Experience

The following adverse reactions have been identified during postmarketing experience
in patients receiving RPV-containing regimens. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

Metabolism and Nutrition Disorders
Weight increased

Skin and Subcutaneous Tissue Disorders
Severe skin and hypersensitivity reactions including DRESS (Drug Reaction with
Eosinophilia and Systemic Symptoms)

Renal and Urinary Disorders
Nephrotic syndrome

7 DRUG INTERACTIONS

7.1 Potential for Other Drugs to Affect One or More Components of ODEFSEY
Drugs that Induce or Inhibit CYP3A Enzymes

RPV is primarily metabolized by CYP3A, and drugs that induce or inhibit CYP3A may
affect the clearance of RPV [see Clinical Pharmacology (12.3)]. Coadministration of
RPV and drugs that induce CYP3A may result in decreased plasma concentrations of
RPV and loss of virologic response and possible resistance to RPV or to the class of
NNRTIs [see Contraindications (4), Warnings and Precautions (5.3), and Table 3].
These drugs are contraindicated and include:
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e the anticonvulsants carbamazepine, oxcarbazepine, phenobarbital, phenytoin
e the antimycobacterials rifampin and rifapentine
e the glucocorticoid systemic dexamethasone (more than a single dose)

e St. John’s wort (Hypericum perforatum)

Coadministration of RPV and drugs that inhibit CYP3A may result in increased plasma
concentrations of RPV and possible adverse events.

Drugs that Induce or Inhibit P-glycoprotein

TAF, a component of ODEFSEY, is a substrate of P-gp, BCRP, OATP1B1, and
OATP1B3. Drugs that strongly affect P-gp and BCRP activity may lead to changes in
TAF absorption (see Table 3). Drugs that induce P-gp activity are expected to decrease
the absorption of TAF, resulting in decreased plasma concentration of TAF, which may
lead to loss of therapeutic effect of ODEFSEY and development of resistance.
Coadministration of ODEFSEY with other drugs that inhibit P-gp and BCRP may
increase the absorption and plasma concentration of TAF.

Drugs that Increase Gastric pH

Coadministration of RPV with drugs that increase gastric pH may decrease plasma
concentrations of RPV and lead to loss of virologic response and possible resistance to
RPV or to the class of NNRTIs. Use of RPV with proton pump inhibitors is
contraindicated and use of RPV with Hp-receptor antagonists requires staggered
administration (see see Contraindications (4) and Table 3).

7.2 QT Prolonging Drugs

There is limited information available on the potential for a pharmacodynamic interaction
between RPV and drugs that prolong the QTc interval. In a study of healthy subjects,
higher than recommended doses of RPV, 75 mg once daily and 300 mg once daily (3
times and 12 times recommended daily dose in ODEFSEY) prolonged the QTc interval
[see Warnings and Precautions (5.4) and Clinical Pharmacology (12.2)]. Consider
alternative medications to ODEFSEY in patients taking a drug with a known risk of
Torsade de Pointes.

7.3  Drugs that Affect Renal Function

Because FTC and tenofovir are primarily excreted by the kidneys by a combination of
glomerular filtration and active tubular secretion, coadministration of ODEFSEY with
drugs that reduce renal function or compete for active tubular secretion may increase
concentrations of FTC, tenofovir, and other renally eliminated drugs and this may
increase the risk of adverse reactions. Some examples of drugs that are eliminated by
active tubular secretion include, but are not limited to, acyclovir, cidofovir, ganciclovir,
valacyclovir, valganciclovir, aminoglycosides (e.g., gentamicin), and high-dose or
multiple NSAIDs [see Warnings and Precautions (5.8)].
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7.4 Established and Other Potentially Significant Drug Interactions

Table 3 provides a listing of established or potentially clinically significant drug
interactions with recommended steps to prevent or manage the drug interaction (the
table is not all inclusive). The drug interactions described are based on studies
conducted with either ODEFSEY, the components of ODEFSEY (FTC, RPV and TAF)
as individual agents, or are predicted drug interactions that may occur with ODEFSEY.
For pharmacokinetic data, see Tables 7-10 [see Clinical Pharmacology (12.3)].

Table 3

Established and Other Potentially Significant® Drug Interactions

Concomitant Drug
Class: Drug Name

Effect on Concentration®

Clinical Comment

Antacids:

antacids

(e.g., aluminum,
magnesium
hydroxide, or
calcium carbonate)

< RPV

(antacids taken at least 2 hours
before or at least 4 hours after
RPV)

{ RPV (concomitant intake)

Administer antacids at least 2 hours
before or at least 4 hours after
ODEFSEY.

itraconazole
ketoconazole
posaconazole
voriconazole

Antimycobacterials: | | RpV° Coadministration of ODEFSEY with
rifabutin LTAF rifabutin is not recommended.

Azole Antifungal T RPV®? No dosage adjustment is required when
Agents: T TAF ODEFSEY is coadministered with azole
fluconazole 1 ketoconazole®™® antifungal agents. Clinically monitor for

breakthrough fungal infections when
azole antifungals are coadministered
with ODEFSEY.

H,-Receptor
Antagonists:
cimetidine
famotidine
nizatidine
ranitidine

- RPV®*
(famotidine taken 12 hours before
RPV or 4 hours after RPV)

I RPV®¢
(famotidine taken 2 hours before
RPV)

Administer Hp-receptor antagonists at
least 12 hours before or at least 4 hours
after ODEFSEY.

Macrolide or
Ketolide
Antibiotics:

clarithromycin
erythromycin
telithromycin

T RPV

<> clarithromycin
«> erythromycin
<> telithromycin

Where possible, alternatives such as
azithromycin should be considered.

Narcotic
Analgesics:

methadone

d R(-) methadone®
d S(+) methadone®
< RPV°

<> methadone® (when used with
tenofovir)

No dosage adjustments are required
when initiating coadministration of
methadone with ODEFSEY. However,
clinical monitoring is recommended, as
methadone maintenance therapy may
need to be adjusted in some patients.

a. This table is not all inclusive.
b. Increase=T; Decrease={; No Effect=«<>
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c. The interaction was evaluated in a clinical study. All other drug interactions shown are predicted.
d. This interaction study has been performed with a dose higher than the recommended dose for RPV. The dosing
recommendation is applicable to the recommended dose of RPV 25 mg once daily.

7.5 Drugs Without Clinically Significant Interactions with ODEFSEY

Based on drug interaction studies conducted with the fixed dose combination or
components of ODEFSEY, no clinically significant drug interactions have been either
observed or expected when ODEFSEY is combined with the following drugs:
acetaminophen, atorvastatin, buprenorphine, chlorzoxazone, digoxin, ethinyl estradiol,
ledipasvir, lorazepam, metformin, midazolam, naloxone, norbuprenorphine,
norethindrone, norgestimate/ethinyl estradiol, sildenafil, simeprevir, sofosbuvir, and
velpatasvir.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women
exposed to ODEFSEY during pregnancy. Healthcare providers are encouraged to
register patients by calling the Antiretroviral Pregnancy Registry (APR) at 1-800-258-
4263.

Risk Summary

There are insufficient human data on the use of ODEFSEY during pregnancy to inform
a drug-associated risk of birth defects and miscarriage. Tenofovir alafenamide (TAF)
use in women during pregnancy have not been evaluated; however, emtricitabine (FTC)
and rilpivirine (RPV) use during pregnancy has been evaluated in a limited number of
women reported to the APR. Available data from the APR show no difference in the risk
of overall major birth defects for FTC and RPV compared with the background rate for
major birth defects of 2.7% in a US reference population of the Metropolitan Atlanta
Congenital Defects Program (MACDP). The rate of miscarriage is not reported in the
APR. The estimated background rate of miscarriage in the clinically recognized
pregnancies in the U.S. general population is 15-20%. Methodological limitations of the
APR include the use of MACDP as the external comparator group. The MACDP
population is not disease-specific, evaluates women and infants from a limited
geographic area, and does not include outcomes for births that occurred at <20 weeks
gestation.

In animal studies, no adverse developmental effects were observed when the
components of ODEFSEY were administered separately during the period of
organogenesis at exposures up to 60 and 108 times (mice and rabbits, respectively;
FTC), 15 and 70 times (rats and rabbits, respectively; RPV) and equal to and 53 times
(rats and rabbits, respectively; TAF) the exposure at the recommended daily dose of
these components in ODEFSEY [see Data (8.1)]. Likewise, no adverse developmental
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effects were seen when FTC was administered to mice and RPV was administered to
rats through lactation at exposures up to approximately 60 and 63 times, respectively,
the exposure at the recommended daily dose of these components in ODEFSEY. No
adverse effects were observed in the offspring when TDF was administered through
lactation at tenofovir exposures of approximately 14 times the exposure at the
recommended daily dosage of ODEFSEY.

Data
Human Data

Emtricitabine: Based on prospective reports to the APR of 3406 exposures to
FTC-containing regimens during pregnancy (including 2326 exposed in the first
trimester and 1080 exposed in the second/third trimester), there was no
difference between FTC and overall birth defects compared with the background
birth defect rate of 2.7% in the U.S. reference population of the MACDP. The
prevalence of birth defects in live births was 2.3% (95% CI: 1.7% to 3.0%) with
first trimester exposure to FTC-containing regimens and 2.0% (95% CI: 1.3% to
3.1%) with second/third trimester exposure to FTC-containing regimens.

Rilpivirine: Based on prospective reports to the APR of 326 live births following
exposures to RPV-containing regimens during pregnancy (including 202 exposed
in the first trimester and 124 exposed in the second/third trimester), there was no
difference in the rate of overall birth defects for RPV compared with the
background rate of 2.7% for major birth defects in the U.S. reference population
of the MACDP. The prevalence of birth defects in live births was 0.5% (95% CI:
0.0% to 2.7%) with first trimester exposure to RPV-containing regimens and
0.8% (95% CI: 0.0% to 4.4%) with second/third trimester exposure to RPV-
containing regimens.

Animal Data

Emtricitabine: FTC was administered orally to pregnant mice (250, 500, or 1000
mg/kg/day) and rabbits (100, 300, or 1000 mg/kg/day) through organogenesis
(on gestation days 6 through 15, and 7 through 19, respectively). No significant
toxicological effects were observed in embryo-fetal toxicity studies performed
with FTC in mice at exposures (AUC) approximately 60 times higher and in
rabbits at approximately 108 times higher than human exposures at the
recommended daily dose. In a pre/postnatal development study with FTC, mice
were administered doses up to 1000 mg/kg/day; no significant adverse effects
directly related to drug were observed in the offspring exposed daily from before
birth (in utero) through sexual maturity at daily exposures (AUC) of approximately
60-fold higher than human exposures at the recommended daily dose.

Rilpivirine: RPV was administered orally to pregnant rats (40, 120, or 400
mg/kg/day) and rabbits (5, 10, or 20 mg/kg/day) through organogenesis (on
gestation days 6 through 17, and 6 through 19, respectively). No significant
toxicological effects were observed in embryo-fetal toxicity studies performed
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with RPV in rats and rabbits at exposures 15 (rats) and 70 (rabbits) times higher
than the exposure in humans at the recommended dose of 25 mg once daily. In a
pre/postnatal development study with RPV, where rats were administered up to
400 mg/kg/day through lactation, no significant adverse effects directly related to
drug were noted in the offspring.

Tenofovir Alafenamide: TAF was administered orally to pregnant rats (25, 100, or
250 mg/kg/day) and rabbits (10, 30, or 100 mg/kg/day) through organogenesis
(on gestation days 6 through 17, and 7 through 20, respectively). No adverse
embryo-fetal effects were observed in rats and rabbits at TAF exposures similar
to (rats) and approximately 53 (rabbits) times higher than the exposure in
humans at the recommended daily dose of ODEFSEY. TAF is rapidly converted
to tenofovir; the observed tenofovir exposure in rats and rabbits were 59 (rats)
and 93 (rabbits) times higher than human tenofovir exposures at the
recommended daily doses. Since TAF is rapidly converted to tenofovir and a
lower tenofovir exposure in rats and mice was observed after TAF administration
compared to tenofovir disoproxil fumarate (TDF, another prodrug for tenofovir)
administration, a pre/postnatal development study in rats was conducted only
with TDF. Doses up to 600 mg/kg/day were administered through lactation, no
adverse effects were observed in the offspring on gestation day 7 [and lactation
day 20] at tenofovir exposures of approximately 14 [21] times higher than the
exposures in humans at the recommended daily dose of ODEFSEY.

8.2 Lactation
Risk Summary

The Centers for Disease Control and Prevention recommend that HIV-infected mothers
not breastfeed their infants, to avoid risking postnatal transmission of HIV.

Based on published data, FTC has been shown to be present in human breast milk; it is
unknown if RPV and TAF are present in human breast milk. RPV is present in rat milk
and tenofovir has been shown to be present in the milk of lactating rats and rhesus
monkeys after administration of TDF [see Data]. It is unknown if TAF is present in
animal milk.

It is not known if ODEFSEY affects milk production or has effects on the breastfed
infant. Because of the potential for (1) HIV transmission (in HIV-negative infants), (2)
developing viral resistance (in HIV-positive infants), and (3) adverse reactions in a
breastfed infant similar to those seen in adults, instruct mothers not to breastfeed if they
are receiving ODEFSEY.
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Data
Animal Data

Rilpivirine: In animals, no studies have been conducted to assess the excretion of
rilpivirine directly; however RPV was measured in rat pups which were exposed
through the milk of treated dams (dosed up to 400 mg/kg/day).

Tenofovir Alafenamide: Studies in rats and monkeys have demonstrated that tenofovir
is secreted in milk. Tenofovir was excreted into the milk of lactating rats following oral
administration of TDF (up to 600 mg/kg/day) at up to approximately 24% of the
median plasma concentration in the highest dosed animals at lactation day 11 [see
Data (8.1)]. Tenofovir was excreted into the milk of lactating monkeys, following a
single subcutaneous (30 mg/kg) dose of tenofovir, at concentrations up to
approximately 4% of plasma concentration resulting in exposure (AUC) of
approximately 20% of plasma exposure.

8.4 Pediatric Use

The efficacy and safety of ODEFSEY as a complete regimen for the treatment of HIV-1
infection was established in pediatric patients 12 years of age and older with body
weight greater than or equal to 35 kg [see Dosage and Administration (2.2)]. Use of
ODEFSEY in this age group is supported by adequate and well-controlled studies of
RPV+FTC+TDF in adults with HIV-1 infection, adequate and well-controlled studies of
FTC+TAF with EVG+COBI in adults with HIV-1 infection, and by the following pediatric
studies [see Clinical Studies (14)]:

¢ 48-week open-label trial of 36 antiretroviral treatment-naive HIV-1 infected
pediatric subjects 12 to less than 18 years old weighing at least 32 kg treated with
25 mg per day of RPV and other antiretrovirals. The safety and efficacy of RPV
and other antiretrovirals was similar to that of antiretroviral treatment-naive HIV-1
infected adults on this regimen.

e 24-week open-label trial of 23 antiretroviral treatment-naive HIV-1 infected
pediatric subjects 12 to less than 18 years old (weighing at least 35 kg) treated
with FTC+TAF with EVG+COBI. The safety and efficacy of FTC+TAF with
EVG+COBI was similar to that of antiretroviral treatment-naive HIV-1 infected
adults on this regimen.

Because it is a fixed-dose combination tablet, the dose of ODEFSEY cannot be
adjusted for patients of lower age and weight. The safety and efficacy of ODEFSEY
have not been established in pediatric patients less than 12 years of age or weighing
less than 35 kg [see Clinical Pharmacology (12.3)].

8.5 Geriatric Use

In clinical trials, 80 of the 97 subjects enrolled aged 65 years and over received
FTC+TAF with EVG+COBI. No differences in safety or efficacy have been observed
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between elderly subjects and those between 12 and less than 65 years of age. Clinical
trials of RPV did not include sufficient numbers of subjects aged 65 years and over to
determine whether they respond differently from younger subjects [see Clinical
Pharmacology (12.3)].

8.6 Renal Impairment

ODEFSEY is not recommended in patients with severe renal impairment (estimated
creatinine clearance below 30 mL per minute). No dosage adjustment of ODEFSEY is
recommended in patients with estimated creatinine clearance greater than or equal to
30 mL per minute [see Dosage and Administration (2.2), Clinical Pharmacology (12.3)
and Clinical Studies (14)].

8.7 Hepatic Impairment

No dosage adjustment of ODEFSEY is recommended in patients with mild (Child-Pugh
Class A) or moderate (Child-Pugh Class B) hepatic impairment. ODEFSEY has not
been studied in patients with severe hepatic impairment (Child-Pugh Class C) [see
Clinical Pharmacology (12.3)].

10 OVERDOSAGE

No data are available on overdose of ODEFSEY in patients. If overdose occurs, monitor
the patient for evidence of toxicity. Treatment of overdose with ODEFSEY consists of
general supportive measures including monitoring of vital signs and ECG (QT interval)
as well as observation of the clinical status of the patient.

Emtricitabine (FTC): Limited clinical experience is available at doses higher than the
recommended dosage of FTC in ODEFSEY. In one clinical pharmacology study, single
doses of FTC 1200 mg (6 times the dose in ODEFSEY) were administered to 11
subjects. No severe adverse reactions were reported. The effects of higher doses are
not known.

Hemodialysis treatment removes approximately 30% of the FTC dose over a 3-hour
dialysis period starting within 1.5 hours of FTC dosing (blood flow rate of 400 mL per
minute and a dialysate flow rate of 600 mL per minute). It is not known whether FTC
can be removed by peritoneal dialysis.

Rilpivirine (RPV): Human experience of overdose with RPV is limited. There is no
specific antidote for overdose with RPV. Since RPV is highly bound to plasma protein,
dialysis is unlikely to result in significant removal of RPV.

Administration of activated charcoal may be used to aid in removal of unabsorbed active
substance.

Tenofovir Alafenamide (TAF): Limited clinical experience is available at doses higher
than the recommended dosage of TAF in ODEFSEY. A single dose of 125 mg TAF (5
times the dose of TAF in ODEFSEY) was administered to 48 healthy subjects; no
serious adverse reactions were reported. The effects of higher doses are unknown.
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Tenofovir is efficiently removed by hemodialysis with an extraction coefficient of
approximately 54%.

11 DESCRIPTION

ODEFSEY (emtricitabine, rilpivirine, and tenofovir alafenamide) is a fixed-dose
combination tablet containing emtricitabine (FTC), rilpivirine (RPV), and tenofovir
alafenamide (TAF) for oral administration.

e FTC, a synthetic nucleoside analog of cytidine, is an HIV-1 nucleoside analog
reverse transcriptase inhibitor (HIV-1 NRTI).

e RPV s an HIV-1 non-nucleoside reverse transcriptase inhibitor (NNRTI).

e TAF, an HIV-1 NRTI, is converted in vivo to tenofovir, an acyclic nucleoside
phosphonate (nucleotide) analog of adenosine 5-monophosphate.

Each tablet contains 200 mg of FTC, 25 mg of RPV (equivalent to 27.5 of rilpivirine
hydrochloride) and 25 mg of TAF (equivalent to 28 mg of tenofovir alafenamide
fumarate) and the following inactive ingredients: croscarmellose sodium, lactose
monohydrate, magnesium stearate, microcrystalline cellulose, polysorbate 20, and
povidone. The tablets are film-coated with a coating material containing iron oxide
black, polyethylene glycol, polyvinyl alcohol, talc, and titanium dioxide.

Emtricitabine: The chemical name of FTC is 4-amino-5-fluoro-1-(2R-hydroxymethyl-1,3-
oxathiolan-5S-yl)-(1H)-pyrimidin-2-one. FTC is the (-)enantiomer of a thio analog of
cytidine, which differs from other cytidine analogs in that it has a fluorine in the 5
position.

FTC has a molecular formula of CgH1oFN3O3S and a molecular weight of 247.24 and
has the foIIowing structural formula:

°
L ;/\OH

FTC is a white to off-white powder with a solubility of approximately 112 mg per mL in
water at 25 °C.

Rilpivirine: The chemical name of rilpivirine hydrochloride drug substance is 4-[[4-[[4-
[(E)-2-cyanoethenyl]-2,6-dimethylphenyllamino]-2-pyrimidinyllamino]benzonitrile
monohydrochloride. Its molecular formula is C2H1gNg ® HCI and its molecular weight is
402.88. Rilpivirine hydrochloride has the following structural formula:

H H
N N N
N
TV L e
NC X = CN
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Rilpivirine hydrochloride is a white to almost white powder. Rilpivirine hydrochloride is
practically insoluble in water over a wide pH range.

Tenofovir Alafenamide: The chemical name of tenofovir alafenamide fumarate drug
substance is L-alanine, N-[(S)-[[(1R)-2-(6-amino-9H-purin-9-yl)-1-
methylethoxy]methyl]phenoxyphosphinyl]-, 1-methylethyl ester, (2E)-2-butenedioate
(2:1).

Tenofovir alafenamide fumarate has an empirical formula of C,1H2905NgP+Y2(C4H404)
and a formula weight of 534.50 and has the following structural formula:
NH,
HO
k)I °
E .OPh ' )
SNH

OH |45
HC™ Y

Tenofovir alafenamide fumarate is a white to off-white or tan powder with a solubility of
4.7 mg per mL in water at 20 °C.

\/

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
ODEFSEY is a fixed dose combination of antiretroviral drugs emtricitabine, rilpivirine,
and tenofovir alafenamide [see Microbiology (12.4)].

12.2 Pharmacodynamics
Cardiac Electrophysiology

When higher than recommended RPV doses of 75 mg (3 times the recommended
dosage in ODEFSEY) once daily and 300 mg (12 times the recommended dosage in
ODEFSEY) once daily were studied in healthy adults, the maximum mean time-
matched (95% upper confidence bound) differences in QTcF interval from placebo after
baseline correction were 10.7 (15.3) and 23.3 (28.4) milliseconds, respectively. Steady-
state administration of RPV 75 mg once daily and 300 mg once daily resulted in a mean
steady-state Cnax approximately 2.6 times and 6.7 times, respectively, higher than the
mean Cnax Observed with the recommended 25 mg once daily dose of RPV [see
Warnings and Precautions (5.4)].

The effect of RPV at the recommended dose of 25 mg once daily on the QTcF interval
was evaluated in a randomized, placebo-, and active- (moxifloxacin 400 mg once daily)
controlled crossover study in 60 healthy adults, with 13 measurements over 24 hours at
steady state. The maximum mean time-matched (95% upper confidence bound)
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differences in QTcF interval from placebo after baseline correction was 2 (5)
milliseconds (i.e., below the threshold of clinical concern).

In a thorough QT/QTc study in 48 healthy subjects, TAF at the recommended dose and
at a dose approximately 5 times the recommended dose, did not affect the QT/QTc
interval and did not prolong the PR interval.

The effect of FTC on the QT interval is not known.

12.3 Pharmacokinetics

Absorption, Distribution, Metabolism, and Excretion

The pharmacokinetic properties of the components of ODEFSEY are provided in Table
4. The multiple dose pharmacokinetic parameters of FTC, RPV and TAF and its
metabolite tenofovir are provided in Table 5.

Table 4 Pharmacokinetic Properties of the Components of ODEFSEY
Rilpivirine Emtricitabine Tenofov.ir
Alafenamide
Absorption
Tmax (h) 4 3 1
Effect of moderate fat meal (relative | AUC Ratio = 1.13 AUC Ratio = AUC Ratio = 1.45
to fasting)® (1.03, 1.23) 0.91 (0.89, 0.93) (1.33, 1.58)
Effect of high fat meal (relative to AUC Ratio =1.72 AUC Ratio = AUC Ratio = 1.53
fasting)® (1.49, 1.99) 0.88 (0.85, 0.90) (1.39, 1.69)
Distribution
% Bound to human plasma proteins ~99 <4 ~80
Source of protein binding data In vitro In vitro Ex vivo
Blood-to-plasma ratio 0.7 0.6 1.0
Metabolism
Not significantly Cathepsin A’ (PBMCs)
Metabolism CYP3A metabolized CES1 (hepatocytes)
CYP3A (minimal)
Elimination
Glomerular
Maijor route of elimination Metabolism f"tfat"’” and Metabolism (>80% of
active tubular oral dose)
secretion
ty;2 (h)° 50 10 0.51
% Of dose excreted in urine® 6 70 <1
% Of dose excreted in feces® 85 13.7 31.7

PBMCs = peripheral blood mononuclear cells; CES1 = carboxylesterase 1.

a. Values refer to geometric mean ratio [fed/ fasted] in PK parameters and (90% confidence interval). High-
calorie/high-fat meal = ~800 kcal, 50% fat. Moderate-fat meal = ~600 kcal, 27% fat.

b. In vivo, TAF is hydrolyzed within cells to form tenofovir (major metabolite), which is phosphorylated to the active
metabolite, tenofovir diphosphate. In vitro studies have shown that TAF is metabolized to tenofovir by cathepsin A
in PBMCs and macrophages; and by CES1 in hepatocytes. Upon coadministration with the moderate CYP3A
inducer probe efavirenz, TAF exposure was unaffected.

c. ti2 values refer to median terminal plasma half-life. Note that the pharmacologically active metabolite, tenofovir
diphosphate, has a half-life of 150-180 hours within PBMCs.

d. Dosing in mass balance studies: FTC (single dose administration of [14C] emtricitabine after multiple dosing of
emtricitabine for ten days); TAF (single dose administration of [14C] tenofovir alafenamide).

Reference ID: 4142051
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Table 5 Multiple Dose Pharmacokinetic Parameters of Emtricitabine,
Rilpivirine, Tenofovir Alafenamide and its Metabolite Tenofovir
Following Oral Administration with a Meal in HIV-Infected Adults

Parameter )
Mean (CV%) Emtricitabine® Rilpivirine® Tenoonlr c Tenofovir*
Alafenamide
Crex 2.1(20.2 NA 0.16 (51.1 0.02 (26.1
(microgram per mL) 1(20.2) 16 (51.1) 02(26.1)
AUCtau
(microgram«hour per 11.7 (16.6) 2.2 (38.1) 0.21(71.8) 0.29 (27.4)
mL)
Croun 0.10 (46.7) 0.08 (44.3) NA 0.01 (28.5)
(microgram per mL)

CV = Coefficient of Variation; NA = Not Applicable

a. From Intensive PK analysis in a phase 2 trial in HIV infected adults treated with FTC+TAF with EVG+COBI (n=19).

b. From Population PK analysis in a trial of treatment-naive adults with HIV-1 infection treated with RPV (n=679).

c. From Population PK analysis in two trials of treatment-naive adults with HIV-1 infection treated within
EVG+COBI+FTC+TAF (n=539).

d. From Population PK analysis in two trials of treatment-naive adults with HIV-1 infection treated with
EVG+COBI+FTC+TAF (n=841).

Specific Populations

Patients with Renal Impairment

Rilpivirine: Population pharmacokinetic analysis indicated that RPV exposure
was similar in HIV-1 infected subjects with eGFR 60 to 89 mL per minute by
Cockcroft-Gault method relative to HIV-1 infected subjects with normal renal
function. There is limited or no information regarding the pharmacokinetics of
RPV in patients with moderate or severe renal impairment or in patients with end-
stage renal disease [see Use in Specific Populations (8.6)].

Tenofovir Alafenamide: The pharmacokinetics of FTC+TAF with EVG+COBI in
HIV-1 infected subjects with renal impairment (eGFR 30 to 69 mL per minute by
Cockcroft-Gault method) were evaluated within a subset of virologically-
suppressed subjects in an open-label trial (Table 6).
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Table 6 Pharmacokinetics of the FTC, TAF, and a Metabolite of TAF
(Tenofovir) in HIV-Infected Adults with Renal Impairment as
Compared to Subjects with Normal Renal Function

AUC,, (microgram-hour per mL)
Mean (CV%)
>
. 290 .mL Per | 60-89 mL per | 30-59 mL per
Creatinine Clearance minute . b . !
PP minute (N=11)" | minute (N=18)
(N=18)
Emtricitabine 11.4 (11.9) 17.6 (18.2) 23.0 (23.6)
Tenofovir Alafenamide* | 0.23 (47.2) 0.24 (45.6) 0.26 (58.8)
Tenofovir 0.32 (14.9) 0.46 (31.5) 0.61 (28.4)
*AUCaSt
a. Frolm a phase 2 trial in HIV-infected adults with normal renal function treated with FTC+TAF with
EVG+COBI.

b. These subjects had an eGFR ranging from 60 to 69 mL per minute.
Patients with Hepatic Impairment

Emtricitabine: The pharmacokinetics of FTC have not been studied in subjects
with hepatic impairment; however, FTC is not significantly metabolized by liver
enzymes, so the impact of hepatic impairment should be limited.

Rilpivirine: In a study comparing 8 subjects with mild hepatic impairment (Child-
Pugh score A) to 8 matched controls and 8 subjects with moderate hepatic
impairment (Child-Pugh score B) to 8 matched controls, the multiple-dose
exposure of RPV was 47% higher in subjects with mild hepatic impairment and
5% higher in subjects with moderate hepatic impairment [see Use in Specific
Populations (8.7)].

Tenofovir Alafenamide: Clinically relevant changes in the pharmacokinetics of
tenofovir alafenamide or its metabolite tenofovir were not observed in subjects
with mild, moderate, (Child-Pugh A and B) or severe hepatic impairment (Child-
Pugh C) [see Use in Specific Populations (8.7)].

Hepatitis B and/or Hepatitis C Virus Coinfection

The pharmacokinetics of FTC and TAF have not been fully evaluated in subjects
coinfected with hepatitis B and/or C virus. Population pharmacokinetic analysis
indicated that hepatitis B and/or C virus coinfection had no clinically relevant
effect on the exposure of RPV.

Pediatric Patients

Exposures of TAF in 24 pediatric subjects with HIV-1 infection aged 12 to less
than 18 years who received FTC+TAF with EVG+COBI were decreased (23% for
TAF AUC) compared to exposures achieved in treatment-naive adults following
administration of FTC+TAF with EVG+COBI. These exposure differences are not
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thought to be clinically significant based on exposure-response relationships.
FTC exposures were similar in adolescents compared to treatment-naive adults.
The PK of RPV in antiretroviral HIV-1-infected pediatric subjects 12 to less than
18 years of age who received RPV 25 mg once daily were comparable to those
in HIV-1 infected adults. As in adults, there was no impact of body weight on
RPV PK in pediatric subjects [see Use In Specific Populations (8.4)].

Geriatric Patients

The pharmacokinetics of FTC and TAF have not been fully evaluated in the
elderly (65 years of age and older). Population pharmacokinetics analysis of HIV-
infected subjects in Phase 2 and Phase 3 trials of FTC+TAF with EVG+COBI
showed that age did not have a clinically relevant effect on exposures of TAF up
to 75 years of age.

The pharmacokinetics of RPV have not been fully evaluated in the elderly (65
years of age and older) [see Use in Specific Populations (8.5)].

Race

Based on population pharmacokinetic analyses, no dosage adjustment is
recommended based on race.

Gender

Based on population pharmacokinetic analyses, no dosage adjustment is
recommended based on gender.

Drug Interaction Studies

Rilpivirine: RPV is primarily metabolized by CYP3A, and drugs that induce or inhibit
CYP3A may thus affect the clearance of RPV.

RPV at a dose of 25 mg once daily is not likely to have a clinically relevant effect on the
exposure of medicinal products metabolized by CYP enzymes.

TAF is not an inhibitor of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
or UGT1A1. TAF is a weak inhibitor of CYP3A in vitro. TAF is not an inhibitor or inducer
of CYP3A in vivo.

The drug interaction studies described in Tables 7-10 were conducted with ODEFSEY
(FTC/RPVITAF) or the components of ODEFSEY (FTC, RPV, or TAF) administered
individually.

The effects of coadministered drugs on the exposures of RPV and TAF are shown in
Tables 7 and 8, respectively. The effects of RPV and TAF on the exposure of
coadministered drugs are shown in Tables 9 and 10, respectively. For information
regarding clinical recommendations, see Drug Interactions (7).
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Table 7 Changes in Pharmacokinetic Parameters for RPV in the Presence of
Coadministered Drugs in Healthy Subjects
Mean Ratio of RPV
Pharmacokinetic Parameters
Dose/Schedule With/Without Coadministered
Coadministered Drug (90% Cl);
Drug N No Effect = 1.00
Coadministered
Drug (mg) RPV (mg) Cmax AUC Cmin
; : 150 once 1.09 1.16 1.26
Acetaminophen 500 single dose daily® 16(1-01, 1.18)/(1.10, 1.22)|(1.16. 1.38)
; - 150 once 0.91 0.90 0.90
Atorvastatin 40 once daily daily” | 18](0.79. 1.06) (0.81, 0.99)(0.84. 0.96)
500 single dose
150 once 1.17 1.25 1.18
taken 2 h .
Chlorzoxazone e RPY | daily’ 16)1.08, 1.27)|(1.16. 1.35)|(1.09, 1.28)
i i 0.035 once
Elthlnty;:_es;radlol/ daily /1 mg 25d§ir|1ce 15 b b b
orethindrone once daily y
40 single dose .
Famotidine taken 12 hours 153 S'”?'e 24 0 8(4)1.919 16 (0 7%911 07 NA
before RPV ose (0.84,1.16) (0.78, 1.07)
40 single dose .
. 150 single 0.15 0.24
taken 2 h
Famotidine T)e?cr;re RT:K;S dosa? © |23 0.12,019)(0.20.0.28)] NA
40 single dose .
. 150 single 1.21 1.13
Famotidine tal;?trérAthlgvrs doseg 24 (1.06, 1.39)[(1.01, 1.27) NA
Ketoconazole 400 once daily 150 once |45 1.30 1.49 (123
daily (1.13, 1.48)/(1.31, 1.70) 1 '97)’
60—‘ICI OQI once o5
aily, once b b b
Methadone individualized daily  |1%  © © ©
dose
Ledipasvir/ 90/400 once 25 once 42 0.97 0.95 0.93
Sofosbuvir® daily daily (0.92, 1.02)[(0.91, 0.98)((0.89, 0.97)
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- 25 single 0.30 0.35
Omeprazole 20 once daily dose 15 (0.24, 0.38) (0.28, 0.44) NA
: ; ; 25 once 0.69 0.58 0.52
Rifabutin 300 once daily | “gaily™ 18| 62, 0.76)|(0.52, 0.65)|(0.46, 0.59)
: : : 150 once 0.31 0.20 0.11
Rifampin 600 once daily | “gaily*™ 16|05 27 0.36) (0.18. 0.23)(0.10, 0.13)
, . . 150 once 1.04 1.12 1.25
Simeprevir 25 once daily daily 230,95, 1.30)|(1.05, 1.19)|(1.16, 1.35)
: - : 75 once 0.92 0.98 1.04
Sildenafil S0 single dose | " |16] 85 0.99)((0.92. 1.05)|(0.98, 1.09)
Sofosbuvir/ 400/100 once 10once |54 0.93 0.95 0.96
velpatasvir daily daily (0.88,0.98)| (0.90, 1.00)((0.90,1.03)
Cl=Confidence Interval; N=maximum number of subjects with data; NA=Not Available; <»=no change
a. 25mg, 75 mg, and 150 mg of RPV is 1, 3, and 6 times the recommended dose of RPV in ODEFSEY, respectively.
b. Comparison based on historic controls.
c. Study conducted with ODEFSEY (FTC/RPV/TAF).
d. Study conducted with FTC/RPV/TDF.
Table 8 Changes in Pharmacokinetic Parameters for TAF in the Presence of
the Coadministered Drug®in Healthy Subjects
Mean Ratio of Tenofovir
Alafenamide Pharmacokinetic
I Dose of Parameters (90% ClI);
Coadministered . . ’
Drug Coadministered| TAF (mg)| N No Effect = 1.00
Drug (mg)
Cmax AUC Cmin
8 on 2.83 2.65
Cobicistat® 150 once daily OfC® 1121 (220 (2.29 NC
daily ’ &9,
3.65) 3.07)
. . 1.03 1.32
Ledipasvir/ 90/400 once | 25 once
Sofosbuvir® daily daily |4%| (094, | (1.25, NC
1.14) 1.40)

Cl=Confidence Interval; N=maximum number of subjects with data; NC=Not Calculated
a. Allinteraction studies conducted in healthy volunteers.

b. Increases TAF exposure via inhibition of intestinal P-glycoprotein.

c. Study conducted with ODEFSEY (FTC/RPV/TAF).
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Table 9

the Presence of RPV in Healthy Subjects

Changes in Pharmacokinetic Parameters for Coadministered Drugs in

Coadministered

Dose/Schedule

Mean Ratio of
CoadministeredDrug

Pharmacokinetic
Parameters With/Without

Reference ID: 4142051

Drug N RPV (90% ClI);
No Effect =1.00
Coadministered | RPV
Drug (mg) | (mg) Cmax | AUC Cin
150
. , 0.97 0.92
Acetaminophen 500 single dose g:"cyea 16 (0.86, 1.10)|(0.85, 0.99) NA
Atorvastatin 1.35 1.04 0.85
(1.08, 1.68)|(0.97, 1.12) | (0.69, 1.03)
2-hydroxy- 150
, . 1.58 1.39 1.32
atorvastatin 40 once daily C;);}E/ea 16 (1.33, 1.87)(1.29, 1.50)| (1.10. 1.58)
4-hydroxy- 1.28 1.23 NA
atorvastatin (1.15,1.43)(1.13, 1.33)
500 single dose 150 0.98 1.03
Chlorzoxazone |taken 2%1;\1;& after ((j):iclzyea 16 (0.85, 1.13)|(0.95, 1.13) NA
o . 25 once 1.06 0.98
Digoxin 0.5single dose | =iy 22| (0.97, 1.17)[(0.93, 1.04)] A
Ethinylestradiol 0.035 once daily 1.17 1.14 1.09
25 once (1.06, 1.30)|(1.10, 1.19)|(1.03, 1.16)
Norethindrone 1 mg once daily daily N 0.94 0.89 0.99
(0.83, 1.06)|(0.84, 0.94)|(0.90, 1.08)
150
. 0.85 0.76 0.34
Ketoconazole 400 once daily g;‘lf; 14 1(0.80, 0.90)|(0.70, 0.82)| (0.25, 0.46)
Ledipasvir 90 once dall 25 once 1.01 1.02 1.02
P Y| daily® |41((0.97, 1.05)|(0.97, 1.06)|(0.98, 1.07)
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Sofosbuvir 0.96 1.05 NA
0.89, 1.04)((1.01, 1.09
400 once daily 22;{;38 41 ( )| )
GS-331007° 1.08 1.08 1.10
(1.05, 1.11)|(1.06, 1.10) | (1.07, 1.12)
60-100 once daily, | 25 once i (0.78, 0.95)|(0.74, 0.95) | (0.67, 0.91)
S(+) methadone individualized dose| daily 0.87 0.84 0.79
(0.78, 0.97)|(0.74, 0.96)|(0.67, 0.92)
, , 25 once 1.02 0.97
Metformin 850 single dose daily 20 (0.95, 1.10) (O.90,1.06)d NA
Rifampin 1.02 0.99 NA
150 (0.93, 1.12)|(0.92, 1.07)
600 once daily once |16
25- _ _ daily® 1.00 0.91
desacetylrifampin (0.87, 1.15)|(0.77, 1.07) NA
Simeprevir 150 once daily 25 once 21 1.10 1.06 0.96
daily (0.97, 1.26)|(0.94, 1.19)(0.83, 1.11)
: - 0.93 0.97
Sildenafil 25 once|  |(0-80,1.08)[(0.87,1.08)  NA
50 single dose dailv? 16
N-desmethyl- y 0.90 092
sildenafil (0.80, 1.02)|(0.85, 0.99) NA
Sofosbuvir 1.09 1.16
25 once | 24 (0.95, 1.25)((1.10, 1.24) NA
400 once daily dailv'
GS-331007° y 0.96 1.04 1.12
(0.90, 1.01){(1.00, 1.07){(1.07, 1.17)
Velpatasvir 100 once daily 22 Onge | 24| 0.96 0.99 1.02
aly (0.85, 1.10){(0.88, 1.11){(0.91, 1.15)

Cl=Confidence Interval; N=maximum number of subjects with data; NA=Not Available

a. 25mg, 75 mg, and 150 mg of RPV is 1, 3, and 6 times the recommended dose of RPV in ODEFSEY,

respectively.
AUC(0-1ast)-

~0oo0o

Reference ID: 4142051

Study conducted with ODEFSEY (FTC/RPV/TAF).

N (maximum number of subjects with data for AUC..)=15)
The predominant circulating nucleoside metabolite of sofosbuvir.
Study conducted with FTC/RPV/TDF.
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Table 10

the Presence of TAF in Healthy Subjects

Changes in Pharmacokinetic Parameters for Coadministered Drug in

Mean Ratio of Coadministered
o Dose of Drug Pharmacokinetic
Coadrglnlstered Coadministered | TAF (mg) |N Parameters (90% Cl);
rug Drug (mg) No Effect = 1.00
Conax AUC Crmin
2.5 single dose, 1.02 1.13
| . orally 250nce |1a1(092, 1.13)|(1.04, 1.23)| NC
Midazolam daily 0.99 108
1 single dose, IV ' ' NC
(0.89, 1.11)|(1.04, 1.13)
Ledivasyir® 1.01 1.02 1.02
P (0.97, 1.05)|(0.97, 1.06)|(0.98,1.07)
90/400 once daily | 22 °N%® 0.96 1.05
. b . . .
Sofosbuvir daily 14116 89, 1.04)| (1.01, 1.09)  NC
o 1.08 1.08  [1.10 (1.07,
GS-331007 (1.05,1.11)| (1.06, 1.10)|  1.12)
. _ 1.17 1.12 1.16
Norelgestromin | norgestimate (1.07.1.26) | (1.07, 1.17)|(1.08,1.24)
0.180/0.215/0.250 ’ ’ ’
Norgestrel once daily/ethinyl 25 °”‘§e 29 1.10 1.09 1.11
e o one | daily (1.012,212.18) (1.011,111.18) (1.013,32.20)
Ethinyl estradiol | once dally (1.15, 1.29)| (1.07, 1.16)|(0.93,1.12)

Cl=Confidence Interval; N=maximum number of subjects with data; NC=Not Calculated
A sensitive CYP3A4 substrate.

Study conducted with ODEFSEY (FTC/RPV/TAF).

The predominant circulating nucleoside metabolite of sofosbuvir.

Study conducted with FTC/TAF.

aoow

12.4 Microbiology

Mechanism of Action

Emtricitabine: FTC, a synthetic nucleoside analog of cytidine, is phosphorylated by
cellular enzymes to form emtricitabine 5'-triphosphate. Emtricitabine 5'-triphosphate
inhibits the activity of the HIV-1 reverse transcriptase (RT) by competing with the natural
substrate deoxycytidine 5'-triphosphate and by being incorporated into nascent viral
DNA which results in chain termination. Emtricitabine 5'-triphosphate is a weak inhibitor
of mammalian DNA polymerases q, 3, €, and mitochondrial DNA polymerase y.

Rilpivirine: RPV is a diarylpyrimidine non-nucleoside reverse transcriptase inhibitor of
HIV-1 and inhibits HIV-1 replication by non-competitive inhibition of HIV-1 RT. RPV
does not inhibit the human cellular DNA polymerases a, 3, and mitochondrial DNA
polymerase y.
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Tenofovir Alafenamide: TAF is a phosphonamidate prodrug of tenofovir (2’-
deoxyadenosine monophosphate analog). Plasma exposure to TAF allows for
permeation into cells and then TAF is intracellularly converted to tenofovir through
hydrolysis by cathepsin A. Tenofovir is subsequently phosphorylated by cellular kinases
to the active metabolite tenofovir diphosphate. Tenofovir diphosphate inhibits HIV-1
replication through incorporation into viral DNA by the HIV reverse transcriptase, which
results in DNA chain termination.

Tenofovir has activity against human immunodeficiency virus (HIV-1). Cell culture
studies have shown that both tenofovir and FTC can be fully phosphorylated when
combined in cells. Tenofovir diphosphate is a weak inhibitor of mammalian DNA
polymerases that include mitochondrial DNA polymerase y and there is no evidence of
toxicity to mitochondria cell culture.

Antiviral Activity in Cell Culture

Emtricitabine, Rilpivirine, and Tenofovir Alafenamide: The combinations of FTC, RPV,
and TAF were not antagonistic with each other in cell culture combination antiviral
activity assays. In addition, FTC, RPV, and TAF were not antagonistic with a panel of
representatives from the major classes of approved anti-HIV agents (NNRTIs, NRTls,
INSTIs, and Pls).

Emtricitabine: The antiviral activity of FTC against laboratory and clinical isolates of HIV-
1 was assessed in T lymphoblastoid cell lines, the MAGI-CCRS5 cell line, and primary
peripheral blood mononuclear cells (PBMCs). The ECsp values for FTC were in the
range of 0.0013-0.64 microM. FTC displayed antiviral activity in cell culture against
HIV-1 clades A, B, C, D, E, F, and G (ECsp values ranged from 0.007—0.075 microM)
and showed strain-specific activity against HIV-2 (ECsg values ranged from 0.007-1.5
microM).

Rilpivirine: RPV exhibited activity against laboratory strains of wild-type HIV-1 in an
acutely infected T-cell line with a median ECsg value for HIV-1,5 of 0.73 nM. RPV
demonstrated limited activity in cell culture against HIV-2 with a median ECsg value of
5220 nM (range 2510-10,830 nM). RPV demonstrated antiviral activity against a broad
panel of HIV-1 group M (subtype A, B, C, D, F, G, H) primary isolates with ECsy values
ranging from 0.07—1.01 nM and was less active against group O primary isolates with
ECso values ranging from 2.88—-8.45 nM.

Tenofovir Alafenamide: The antiviral activity of TAF against laboratory and clinical
isolates of HIV-1 subtype B was assessed in lymphoblastoid cell lines, PBMCs, primary
monocyte/macrophage cells and CD4-T lymphocytes. The ECsg values for TAF ranged
from 2.0-14.7 nM.

TAF displayed antiviral activity in cell culture against all HIV-1 groups (M, N, O),
including sub-types A, B, C, D, E, F, and G (ECs values ranged from 0.10-12.0 nM)
and strain specific activity against HIV-2 (ECs values ranged from 0.91-2.63 nM).
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Resistance

In Cell Culture

Emtricitabine: HIV-1 isolates with reduced susceptibility to FTC were selected in
cell culture. Reduced susceptibility to FTC was associated with M184V or |
substitutions in HIV-1 RT.

Rilpivirine: RPV-resistant strains were selected in cell culture starting from
wild-type HIV-1 of different origins and subtypes as well as NNRTI-resistant
HIV-1. The frequently observed amino acid substitutions that emerged and
conferred decreased phenotypic susceptibility to RPV included: L100I, K101E,
V106l and A, V108I, E138K and G, Q, R, V179F and |, Y181C and |, V189,
G190E, H221Y, F227C, and M230l and L.

Tenofovir Alafenamide: HIV-1 isolates with reduced susceptibility to TAF were
selected in cell culture. HIV-1 isolates selected by TAF expressed a K65R
substitution in HIV-1 RT, sometimes in the presence of S68N or L4209
substitutions; in addition, a K70E substitution in HIV-1 RT was observed.

In Clinical Trials

In HIV-1-Infected Subjects With No Antiretroviral Treatment History

Emtricitabine and Tenofovir Alafenamide: The resistance profile of ODEFSEY for
the treatment of HIV-1 infection is based on studies of FTC+TAF with EVG+COBI
in the treatment of HIV-1 infection. In a pooled analysis of antiretroviral-naive
subjects, genotyping was performed on plasma HIV-1 isolates from all subjects
with HIV-1 RNA greater than 400 copies per mL at confirmed virologic failure, at
Week 48, or at time of early study drug discontinuation. Genotypic resistance
developed in 7 of 14 evaluable subjects. The resistance—associated substitutions
that emerged were M184V/l (N=7) and K65R (N=1). Three subjects had virus
with emergent R, H, or E at the polymorphic Q207 residue in reverse
transcriptase.

Rilpivirine: In the Week 96 pooled resistance analysis for adult subjects receiving
RPV or efavirenz in combination with FTC/TDF, the emergence of resistance
was greater among subjects’ viruses in the RPV+FTC/TDF arm compared to the
efavirenz + FTC/TDF arm and was dependent on baseline viral load. In the Week
96 resistance analysis, 14% (77/550) of the subjects in the RPV+FTC/TDF arm
and 8% (43/546) of the subjects in the efavirenz + FTC/TDF arm qualified for
resistance analysis; 61% (47/77) of the subjects who qualified for resistance
analysis (resistance-analysis subjects) in the RPV+FTC/TDF arm had virus with
genotypic and/or phenotypic resistance to RPV compared to 42% (18/43) of the
resistance-analysis subjects in the efavirenz + FTC/TDF arm who had genotypic
and/or phenotypic resistance to efavirenz. Moreover, genotypic and/or
phenotypic resistance to emtricitabine or tenofovir emerged in viruses from 57%
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(44/77) of the resistance-analysis subjects in the RPV arm compared to 26%
(11/43) in the efavirenz arm.

Emerging NNRTI substitutions in the RPV resistance analysis of subjects’ viruses
included V90I, K101E/P/T, E138K/A/Q/G, V179I/L, Y181C/l, V189I, H221Y,
F227C/L, and M230L, which were associated with an RPV phenotypic fold
change range of 2.6—621. The E138K substitution emerged most frequently
during RPV treatment, commonly in combination with the M184I substitution. The
emtricitabine and lamivudine resistance-associated substitutions M1841 or V and
NRTI resistance-associated substitutions (K65R/N, A62V, D67N/G, K70E,
Y115F, K219E/R) emerged more frequently in the RPV resistance-analysis
subjects than in efavirenz resistance-analysis subjects.

NNRTI- and NRTI-resistance substitutions emerged less frequently in the
resistance analysis of viruses from subjects with baseline viral loads of less than
or equal to 100,000 copies/mL compared to viruses from subjects with baseline
viral loads of greater than 100,000 copies/mL: 23% (10/44) compared to 77%
(34/44) of NNRTI-resistance substitutions and 20% (9/44) compared to 80%
(35/44) of NRTlI-resistance substitutions. This difference was also observed for
the individual emtricitabine/lamivudine and tenofovir resistance substitutions:
22% (9/41) compared to 78% (32/41) for M1841/V and 0% (0/8) compared to
100% (8/8) for K6SR/N. Additionally, NNRTI and/or NRTI-resistance substitutions
emerged less frequently in the resistance analysis of the viruses from subjects
with baseline CD4+ cell counts greater than or equal to 200 cells/mm? compared
to the viruses from subjects with baseline CD4+ cell counts less than 200
cells/mm?®: 32% (14/44) compared to 68% (30/44) of NNRTI-resistance
substitutions and 27% (12/44) compared to 73% (32/44) of NRTI-resistance
substitutions.

In Virologically-Suppressed Subjects

Emtricitabine and Tenofovir Alafenamide: One subject was identified with
emergent resistance to FTC or TAF (M184M/l) out of 4 virologic failure subjects
in a clinical study of virologically-suppressed subjects who switched from a
regimen containing FTC+TDF to FTC+TAF with EVG+COBI (N=799).

Rilpivirine: Through Week 48, 4 subjects who switched their protease inhibitor-
based regimen to FTC/RPV/TDF (4 of 469 subjects, 0.9%) and 1 subject who
maintained their regimen (1 of 159 subjects, 0.6%) developed genotypic and/or
phenotypic resistance to a study drug. All 4 of the subjects who had resistance
emergence on FTC/RPV/TDF had evidence of FTC resistance and 3 of the
subjects had evidence of RPV resistance.
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ODEFSEY: Through Week 48, in subjects who switched to ODEFSEY from
FTC/RPV/TDF or EFV/FTC/TDF (Trials 1216 (N=316) and 1160 (N=438),
respectively), of seven subjects who developed virologic failure, three subjects
had detectable NNRTI and/or NRTI resistance substititions at virologic failure that
were pre-existing in the baseline sample by proviral DNA sequencing; one of
these subjects resuppressed while maintaining ODEFSEY.

Cross-Resistance

Emtricitabine: FTC-resistant viruses with the M184V/I substitution were cross-resistant
to lamivudine, but retained sensitivity to didanosine, stavudine, tenofovir, and
zidovudine.

Viruses harboring substitutions conferring reduced susceptibility to stavudine and
zidovudine—thymidine analog substitutions (M41L, D67N, K70R, L210W, T215Y/F,
K219Q/E), or didanosine (L74V) remained sensitive to FTC. HIV-1 containing the
K103N substitution or other substitutions associated with resistance to NNRTIs was
susceptible to FTC.

Rilpivirine: Considering all of the available cell culture and clinical data, any of the
following amino acid substitutions, when present at baseline, are likely to decrease the
antiviral activity of RPV: K101E, K101P, E138A, E138G, E138K, E138R, E138Q,
V179L, Y181C, Y181l, Y181V, Y188L, H221Y, F227C, M230l, M230L, and the
combination of L100I+K103N.

Cross-resistance in site-directed mutant virus has been observed among NNRTIs. The
single NNRTI substitutions K101P, Y181l, and Y181V conferred 52 times, 15 times, and
12 times decreased susceptibility to RPV, respectively. The combination of E138K and
M1841 showed 6.7 times reduced susceptibility to RPV compared to 2.8 times for
E138K alone. The K103N substitution did not show reduced susceptibility to RPV by
itself. However, the combination of K103N and L100I resulted in a 7 times reduced
susceptibility to RPV. In another study, the Y188L substitution resulted in a reduced
susceptibility to RPV of 9 times for clinical isolates and 6 times for site-directed mutants.
Combinations of 2 or 3 NNRTI resistance-associated substitutions gave decreased
susceptibility to RPV (fold change range of 3.7-554) in 38% and 66% of mutants,
respectively.

Cross-resistance to efavirenz, etravirine, and/or nevirapine is likely after virologic failure
and development of RPV resistance.

Tenofovir Alafenamide: Tenofovir resistance substitutions K65R and K70E result in
reduced susceptibility to abacavir, didanosine, emtricitabine, lamivudine, and tenofovir.

HIV-1 with multiple thymidine analog substitutions (M41L, D67N, K70R, L210W,

T215F/Y, K219Q/E/N/R), or multinucleoside resistant HIV-1 with a T69S double

insertion mutation or with a Q151M substitution complex including K65R showed
reduced susceptibility to TAF in cell culture.
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Emtricitabine: In long-term carcinogenicity studies of FTC, no drug-related increases in

tumor incidence were found in mice at doses up to 750 mg per kg per day (23 times the
human systemic exposure at the recommended dose of 200 mg per day in ODEFSEY)

or in rats at doses up to 600 mg per kg per day (28 times the human systemic exposure
at the recommended dose in ODEFSEY).

FTC was not genotoxic in the reverse mutation bacterial test (Ames test), mouse
lymphoma or mouse micronucleus assays.

FTC did not affect fertility in male rats at approximately 140 times or in male and female
mice at approximately 60 times higher exposures (AUC) than in humans given the
recommended 200 mg daily dose in ODEFSEY. Fertility was normal in the offspring of
mice exposed daily from before birth (in utero) through sexual maturity at daily
exposures (AUC) of approximately 60 times higher than human exposures at the
recommended 200 mg daily dose in ODEFSEY.

Rilpivirine: RPV was evaluated for carcinogenic potential by oral gavage administration
to mice and rats up to 104 weeks. Daily doses of 20, 60, and 160 mg per kg per day
were administered to mice and doses of 40, 200, 500, and 1500 mg per kg per day
were administered to rats. In rats, there were no drug-related neoplasms. In mice, RPV
was positive for hepatocellular neoplasms in both males and females. The observed
hepatocellular findings in mice may be rodent-specific. At the lowest tested doses in the
carcinogenicity studies, the systemic exposures (based on AUC) to RPV were 21 times
(mice) and 3 times (rats) relative to those observed in humans at the recommended
dose (25 mg once daily) in ODEFSEY.

RPV has tested negative in the absence and presence of a metabolic activation system,
in the in vitro Ames reverse mutation assay and in vitro clastogenicity mouse lymphoma
assay. RPV did not induce chromosomal damage in the in vivo micronucleus test in
mice.

In a study conducted in rats, there were no effects on mating or fertility with RPV up to
400 mg per kg per day, a dose of RPV that showed maternal toxicity. This dose is
associated with an exposure that is approximately 40 times higher than the exposure in
humans at the recommended dose of 25 mg once daily in ODEFSEY.

Tenofovir Alafenamide: Since TAF is rapidly converted to tenofovir and a lower tenofovir
exposure in rats and mice was observed after TAF administration compared to TDF
administration, carcinogenicity studies were conducted only with TDF. Long-term oral
carcinogenicity studies of TDF in mice and rats were carried out at exposures up to
approximately 10 times (mice) and 4 times (rats) those observed in humans at the
recommended dose of TDF (300 mg) for HIV-1 infection. The tenofovir exposure in
these studies was approximately 167 times (mice) and 55 times (rat) those observed in
humans after administration of the daily recommended dose of ODEFSEY. At the high
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dose in female mice, liver adenomas were increased at tenofovir exposures
approximately 10 times (300 mg TDF) and 167 times (ODEFSEY) the exposure
observed in humans. In rats, the study was negative for carcinogenic findings.

TAF was not genotoxic in the reverse mutation bacterial test (Ames test), mouse
lymphoma or rat micronucleus assays.

There were no effects on fertility, mating performance or early embryonic development
when TAF was administered to male rats at a dose equivalent to 62 times the human
dose based on body surface area comparisons for 28 days prior to mating and to
female rats for 14 days prior to mating through Day 7 of gestation.

13.2 Animal Toxicology and/or Pharmacology

Minimal to slight infiltration of mononuclear cells in the posterior uvea was observed in
dogs with similar severity after three- and nine-month administration of TAF; reversibility
was seen after a three-month recovery period. No eye toxicity was observed in the dog
at systemic exposures of 5 (TAF) and 15 (tenofovir) times the exposure seen in humans
at the recommended daily TAF dose in ODEFSEY.

14  CLINICAL STUDIES

14.1 Clinical Trial Results in HIV-1 Virologically-Suppressed Subjects Who
Switched to ODEFSEY

In Trial 1216, the efficacy and safety of switching from emtricitabine/rilpivirine/tenofovir
disoproxil fumarate (FTC/RPV/TDF) to ODEFSEY were evaluated in a randomized,
double-blind study of virologically-suppressed HIV-1 infected adults. Subjects were
suppressed (HIV-1 RNA <50 copies/mL) on their baseline regimen of FTC/RPV/TDF for
at least 6 months and have no documented resistance mutations to FTC, TAF, or RPV
prior to study entry. Subjects were randomized in a 1:1 ratio to either switch to
ODEFSEY (N=316) once daily or stay on FTC/RPV/TDF (N=314) once daily. Subjects
had a mean age of 45 years (range: 23-72), 90% were male, 75% were White, and
19% were Black. The mean baseline CD4+ cell count was 709 cells/mm?® (range:
104-2527).

In Trial 1160, the efficacy and safety of switching from efavirenz/emtricitabine/tenofovir
disoproxil fumarate (EFV/FTC/TDF) to ODEFSEY were evaluated in a randomized,
double-blind study of virologically-suppressed HIV-1 infected adults. Subjects must
have been stably suppressed (HIV-1 RNA <50 copies/mL) on their baseline regimen of
EFV/FTC/TDF for at least 6 months and have no documented resistance mutations to
FTC, TAF, or RPV prior to study entry. Subjects were randomized in a 1:1 ratio to
either switch to ODEFSEY (N=438) once daily or stay on EFV/FTC/TDF (N=437) once
daily. Subjects had a mean age of 48 years (range: 19-76), 87% were male, 67% were
White, and 27% were Black. The mean baseline CD4+ cell count was 700 cells/mm?®
(range: 140-1862).
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Treatment outcomes of Trials 1216 and 1160 are presented in Table 11.

Table 11 Virologic Outcomes of Trials 1216 and 1160 at Week 48° in
Virologically-Suppressed Subjects who Switched to ODEFSEY

Study 1216 Study 1160
ODEFSEY FTC/RPV/TDF ODEFSEY EFV/FTC/TDF
(N=316) (N=31 3)b (N=438) (N=437)

HIV-1 RNA

<50 copies/mL 94% 94% 90% 92%
HIV-1 RNA

250 copies/mL°® 1% 0% 1% 1%
No Virologic Data at 6% 6% 9% 7%

Week 48 Window

Discontinued Study
Drug Due to AE or
Death and Last 2% 1% 3% 1%
Available HIV-1 RNA
<50 copies/mL

Discontinued Study
Drug Due to Other
Reasons and Last 4% 4% 5% 5%
Available HIV-1 RNA
<50 copies/mL*®

Missing Data During
Window but on Study <1% 1% 1% 1%
Drug

a. Week 48 window was between Day 295 and 378 (inclusive).

b. One subject who was not on FTC/RPV/TDF prior to screening was excluded from the efficacy
analysis.

c. Included subjects who had HIV-1 RNA =50 copies/mL in the Week 48 window; subjects who
discontinued early due to lack or loss of efficacy; subjects who discontinued for reasons other than
lack or loss of efficacy and at the time of discontinuation had a viral value of 250 copies/mL.

d. Includes subjects who discontinued for reasons other than an AE, death, or lack or loss of efficacy;
e.g., withdrew consent, loss to follow-up, etc.
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14.2 Clinical Trial Results for Subjects with no Antiretroviral Treatment History
for Components of ODEFSEY

The efficacy of RPV, FTC, and TAF in the treatment of HIV-1 infection in adults as initial
therapy in those with no antiretroviral treatment history [see Indications and Usage (1)]
was established in trials of:

e RPV+FTC/TDF in HIV-1 infected adults as initial therapy in those with no
antiretroviral treatment history (n=550). The virologic response rate (i.e., HIV-1
RNA less than 50 copies per mL) was 77% at Week 96. The virologic response
rate at 96 weeks was 83% in subjects with baseline HIV-1 RNA less than or
equal to 100,000 copies per mL and 71% in subjects with baseline HIV-1 RNA
greater than 100,000 copies per mL. Further, the virologic response rate at 96
weeks among subjects with baseline CD4+ cell counts less than 200 and greater
than or equal to 200 cells/mm? were 68% and 82%, respectively.

e FTC+TAF with EVG+COBI in HIV-1 infected adults as initial therapy in those
with no antiretroviral treatment history (n=866). The virologic response rate (i.e.,
HIV-1 RNA less than 50 copies per mL) was 92% at Week 48.

The efficacy of RPV, FTC, and TAF in the treatment of HIV-1 infection in pediatric
patients aged 12 to less than 18 years old and greater than 32-35 kg as initial therapy in
those with no antiretroviral treatment history and to replace a stable antiretroviral
regimen in those who are virologically-suppressed [see Indications and Usage (1)] was
established in trials of antiretroviral treatment-naive HIV-1 infected pediatric subjects 12
to less than 18 years old with:

e RPV in combination with other antiretroviral agents in 36 treatment-naive HIV-1
infected adolescents weighing at least 32 kg. The majority of subjects (24/36)
received RPV in combination with FTC and TDF. Of these 24 subjects, 20 had a
baseline HIV-1 RNA less than or equal to 100,000 copies per mL. The virologic
response rate in these 20 subjects (i.e., HIV-1 RNA less than 50 copies per mL)
was 80% (16/20) at 48 weeks.

e FTC+TAF with EVG+COBI in 23 adolescents weighing at least 35 kg. The
virologic response rate (i.e., HIV-1 RNA less than 50 copies per mL) was 91% at
24 weeks.

In the clinical trial of 248 HIV-1 infected adult patients with estimated creatinine
clearance greater than 30 mL per minute but less than 70 mL per minute, 95%
(235/248) of the combined populations of treatment-naive (N=6) begun on FTC+TAF
with EVG+COBI and those previously virologically-suppressed on other regimens
(N=242) and switched to FTC+TAF with EVG +COBI had HIV-RNA levels less than 50
copies per mL at Week 24.
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16 HOW SUPPLIED/STORAGE AND HANDLING

ODEFSEY tablets are gray, capsule-shaped, and film coated with “GSI” debossed on
one side and “255” on the other side. Each bottle contains 30 tablets (NDC 61958-2101-
1), a silica gel desiccant, and a polyester coil, and is closed with a child-resistant
closure.

Store below 30 °C (86 °F).
e Keep container tightly closed.

e Dispense only in original container.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Post-treatment Acute Exacerbation of Hepatitis B in Patients with HBV Coinfection

Severe acute exacerbations of hepatitis B have been reported in patients who are
coinfected with HBV and HIV-1 and have discontinued products containing FTC
and/or TDF, and may likewise occur with discontinuation of ODEFSEY [see
Warnings and Precautions (5.1)]. Advise the patient to not discontinue ODEFSEY
without first informing their healthcare provider.

Severe Skin Reactions and Hypersensitivity

Inform patients that skin reactions ranging from mild to severe, including Drug
Reaction with Eosinophilia and Systemic Symptoms (DRESS), have been reported
with RPV-containing products. Instruct patients to immediately stop taking
ODEFSEY and seek medical attention if they develop a rash associated with any of
the following symptoms: fever, blisters, mucosal involvement, eye inflammation
(conjunctivitis), severe allergic reaction causing swelling of the face, eyes, lips,
mouth, tongue or throat which may lead to difficulty swallowing or breathing, and any
signs and symptoms of liver problems, as they may be a sign of a more serious
reaction. Patients should understand that if severe rash occurs, they will be closely
monitored, laboratory tests will be performed and appropriate therapy will be initiated
[see Warnings and Precautions (5.2)].

Drug Interactions

ODEFSEY may interact with many drugs and is not recommended to be
coadministered with numerous drugs. Advise patients to report to their healthcare
provider the use of any other prescription or nonprescription medication or herbal
products, including St. John's wort [see Contraindications (4), Warnings and
Precautions (5.3) and Drug Interactions (7)].
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Depressive Disorders

Inform patients that depressive disorders (depressed mood, depression, dysphoria,
major depression, mood altered, negative thoughts, suicide attempt, suicidal

ideation) have been reported with RPV. Inform patients to seek immediate medical
evaluation if they experience depressive symptoms [see Warnings and Precautions

(5.5)].

Hepatotoxicity

Inform patients that hepatotoxicity has been reported with RPV, therefore, it is
important to inform the healthcare professional if patients have underlying hepatitis B
or C or elevations in liver-associated tests prior to treatment [see Dosage and
Administration (2.1) and Warnings and Precautions (5.6)].

Immune Reconstitution Syndrome

Advise patients to inform their healthcare provider immediately of any symptoms of
infection, as in some patients with advanced HIV infection (AIDS), signs and
symptoms of inflammation from previous infections may occur soon after anti-HIV
treatment is started [see Warnings and Precautions (5.7)].

New Onset or Worsening Renal Impairment

Advise patients to avoid taking ODEFSEY with concurrent or recent use of
nephrotoxic agents. Renal impairment, including cases of acute renal failure, has
been reported in association with the use of tenofovir prodrugs [see Warnings and
Precautions (5.8)].

Lactic Acidosis and Severe Hepatomegaly

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have
been reported with use of drugs similar to ODEFSEY. Advise patients to stop taking
ODEFSEY if they develop clinical symptoms suggestive of lactic acidosis or
pronounced hepatotoxicity [see Warnings and Precautions (5.9)].

Missed Dosage

Inform patients that it is important to take ODEFSEY on a regular dosing schedule
with a meal and to avoid missing doses, as it can result in development of resistance
[see Dosage and Administration (2.2)].

Pregnancy Registry

Inform patients that there is an antiretroviral pregnancy registry to monitor fetal
outcomes of pregnant women exposed to ODEFSEY [see Use in Specific
Populations (8.1)].
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Lactation

Instruct women with HIV-1 infection not to breastfeed because HIV-1 can be passed
to the baby in breast milk [see Use in Specific Populations (8.2)].

ODEFSEY is a trademark of Gilead Sciences, Inc., or its related companies. All other
trademarks referenced herein are the property of their respective owners.
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Patient Information
ODEFSEY® (oh-DEF-see)
(emtricitabine, rilpivirine and tenofovir alafenamide)
tablets

Important: Ask your healthcare provider or pharmacist about medicines that should not be taken
with ODEFSEY. For more information, see “What should | tell my healthcare provider before taking
ODEFSEY?”

What is the most important information | should know about ODEFSEY?
ODEFSEY can cause serious side effects, including:

Worsening of Hepatitis B virus infection. ODEFSEY is not for use to treat chronic hepatitis B virus (HBV)
infection. If you have hepatitis B virus (HBV) infection and take ODEFSEY, your HBV may get worse (flare-
up) if you stop taking ODEFSEY. A “flare-up” is when your HBV infection suddenly returns in a worse way
than before.

¢ Do not run out of ODEFSEY. Refill your prescription or talk to your healthcare provider before your
ODEFSEY is all gone.

e Do not stop taking ODEFSEY without first talking to your healthcare provider.

¢ If you stop taking ODEFSEY, your healthcare provider will need to check your health often and do blood
tests regularly for several months to check your HBV infection. Tell your healthcare provider about any
new or unusual symptoms you may have after you stop taking ODEFSEY.

For more information about side effects, see “What are the possible side effects of ODEFSEY?”

What is ODEFSEY?

ODEFSEY is a prescription medicine that is used to treat Human Immunodeficiency Virus-1 (HIV-1) in
people 12 years of age and older:

e who have not received anti-HIV-1 medicines in the past and who have an amount of HIV-1 in their blood
(this is called “viral load”) that is no more than 100,000 copies/mL, or

o to replace their current anti-HIV-1 medicines for people whose healthcare provider determines that they
meet certain requirements.

HIV-1 is the virus that causes AIDS (Acquired Immune Deficiency Syndrome).
ODEFSEY contains the prescription medicines emtricitabine, rilpivirine and tenofovir alafenamide.

It is not known if ODEFSEY is safe and effective in children under 12 years of age or who weigh less than 77
Ib (35 kg).

Who should not take ODEFSEY?

Do not take ODEFSEY if you also take a medicine that contains:

e carbamazepine (CARBATROL®, EPITOL®, EQUETRO®, TEGRETOL®, TEGRETOL-XR®, TERIL®)
e dexamethasone (OZURDEX®, MAXIDEX®, DECADRON®, BAYCADRON™)
o dexlansoprazole (DEXILANT®)

e esomeprazole (NEXIUM®, VIMOVO®)

e lansoprazole (PREVACID®)

e omeprazole (PRILOSEC®, ZEGERID®)

 oxcarbazepine (TRILEPTAL®)

e pantoprazole sodium (PROTONIX®)

e phenobarbital (LUMINAL®)

e phenytoin (DILANTIN®, DILANTIN-125°, PHENYTEK®)

 rabeprazole (ACIPHEX®)
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 rifampin (RIFADIN®, RIFAMATE®, RIFATER®, RIMACTANE®)
e rifapentine (PRIFTIN®)
e St. John's wort (Hypericum perforatum) or a product that contains St. John’s wort

What should | tell my healthcare provider before taking ODEFSEY?

Before taking ODEFSEY, tell your healthcare provider about all your medical conditions, including if
you:

e have liver problems, including hepatitis B or C virus infection
e have kidney problems
e have a history of depression or suicidal thoughts

e are pregnant or plan to become pregnant. It is not known if ODEFSEY can harm your unborn baby. Tell
your healthcare provider if you become pregnant during treatment with ODEFSEY.

Pregnancy Registry: There is a pregnancy registry for women who take ODEFSEY during pregnancy.
The purpose of this registry is to collect information about the health of you and your baby. Talk with
your healthcare provider about how you can take part in this registry.

e are breastfeeding or plan to breastfeed. Do not breastfeed if you take ODEFSEY.
e You should not breastfeed if you have HIV-1 because of the risk of passing HIV-1 to your baby.

e At least one of the medicines in ODEFSEY can pass to your baby in your breast milk. It is not known
if the other medicines in ODEFSEY can pass into your breast milk.

Talk with your healthcare provider about the best way to feed your baby during treatment with
ODEFSEY.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-
counter medicines, vitamins, and herbal supplements.

Some medicines may interact with ODEFSEY. Keep a list of your medicines and show it to your healthcare
provider and pharmacist when you get a new medicine.

e You can ask your healthcare provider or pharmacist for a list of medicines that interact with ODEFSEY.

o Do not start a new medicine without telling your healthcare provider. Your healthcare provider can
tell you if it is safe to take ODEFSEY with other medicines.

How should | take ODEFSEY?

e Take ODEFSEY exactly as your healthcare provider tells you to take it. ODEFSEY is taken by itself (not
with other HIV-1 medicines) to treat HIV-1 infection.

e Take ODEFSEY 1 time each day with a meal.

¢ Do not change your dose or stop taking ODEFSEY without first talking with your healthcare provider.
Stay under a healthcare provider’s care during treatment with ODEFSEY.

e Do not miss a dose of ODEFSEY.

o |f you take too much ODEFSEY, call your healthcare provider or go to the nearest hospital emergency
room right away.

e When your ODEFSEY supply starts to run low, get more from your healthcare provider or pharmacy.
This is very important because the amount of virus in your blood may increase if the medicine is stopped
for even a short time. The virus may develop resistance to ODEFSEY and become harder to treat.

What are the possible side effects of ODEFSEY?
ODEFSEY may cause serious side effects, including:
o See “What is the most important information | should know about ODEFSEY?”

e Severe skin rash and allergic reactions. Skin rash is a common side effect of ODEFSEY. Rash can
be serious. Call your healthcare provider right away if you get a rash. In some cases, rash and allergic
reaction may need to be treated in a hospital.
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If you get a rash with any of the following symptoms, stop taking ODEFSEY and call your
healthcare provider or get medical help right away:

o fever e swelling of the face, lips, mouth, or throat
e skin blisters e trouble breathing or swallowing
e mouth sores e pain on the right side of the stomach (abdominal) area
¢ redness or swelling of the eyes e dark “tea colored” urine
(conjunctivitis)

e Depression or mood changes. Tell your healthcare provider right away if you have any of the
following symptoms:

o feel sad or hopeless
o feel anxious or restless
e have thoughts of hurting yourself (suicide) or have tried to hurt yourself

e Change in liver enzymes. People with a history of hepatitis B or C virus infection or who have certain
liver enzyme changes may have an increased risk of developing new or worsening liver problems during
treatment with ODEFSEY. Liver problems can also happen during treatment with ODEFSEY in people
without a history of liver disease. Your healthcare provider may need to do tests to check your liver
enzymes before and during treatment with ODEFSEY.

e Changes in your immune system (Immune Reconstitution Syndrome) can happen when you start
taking HIV-1 medicines. Your immune system may get stronger and begin to fight infections that have
been hidden in your body for a long time. Tell your healthcare provider right away if you start having any
new symptoms after starting your HIV-1 medicine.

e New or worse kidney problems, including kidney failure. Your healthcare provider should do blood
and urine tests to check your kidneys before you start and during treatment with ODEFSEY. Your
healthcare provider may tell you to stop taking ODEFSEY if you develop new or worse kidney problems.

e Too much lactic acid in your blood (lactic acidosis). Too much lactic acid is a serious but rare
medical emergency that can lead to death. Tell your healthcare provider right away if you get these
symptoms: weakness or being more tired than usual, unusual muscle pain, being short of breath or fast
breathing, stomach pain with nausea and vomiting, cold or blue hands and feet, feel dizzy or
lightheaded, or a fast or abnormal heartbeat.

o Severe liver problems. In rare cases, severe liver problems can happen that can lead to death. Tell
your healthcare provider right away if you get these symptoms: skin or the white part of your eyes
turns yellow, dark “tea-colored” urine, light-colored stools, loss of appetite for several days or longer,
nausea, or stomach-area pain.

The most common side effects of ODEFSEY are headache and problems sleeping.

These are not all the possible side effects of ODEFSEY.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.

How should | store ODEFSEY?

o Store ODEFSEY below 86°F (30°C).

e Keep ODEFSEY in its original container.

o Keep the container tightly closed.

Keep ODEFSEY and all medicines out of reach of children.

General information about the safe and effective use of ODEFSEY.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do
not use ODEFSEY for a condition for which it was not prescribed. Do not give ODEFSEY to other people,
even if they have the same symptoms you have. It may harm them. You can ask your healthcare provider or
pharmacist for information about ODEFSEY that is written for health professionals.
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For more information, call 1-800-445-3235 or go to www.ODEFSEY.com.

What are the ingredients in ODEFSEY?
Active ingredients: emtricitabine, rilpivirine, and tenofovir alafenamide

Inactive ingredients: croscarmellose sodium, lactose monohydrate, magnesium stearate, microcrystalline
cellulose, polysorbate 20, and povidone. The tablet film coating contains iron oxide black, polyethylene
glycol, polyvinyl alcohol, talc, and titanium dioxide

Manufactured and distributed by: Gilead Sciences, Inc. Foster City, CA 94404

ODEFSEY is a trademark of Gilead Sciences, Inc., or its related companies. All other trademarks referenced herein are the property of their respective
owners.

© 2017 Gilead Sciences, Inc. All rights reserved.

208351-GS-002

This Patient Information has been approved by the U.S. Food and Drug Administration Revised: 08/2017
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Odefsey 200 mg/25 mg/25 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 200 mg of emtricitabine, rilpivirine hydrochloride equivalent to
25 mg of rilpivirine and tenofovir alafenamide fumarate equivalent to 25 mg of tenofovir alafenamide.

Excipients with known effect

Each tablet contains 189.8 mg lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Grey, capsule-shaped, film-coated tablets, of dimensions 15 mm x 7 mm, debossed with “GSI” on one
side of the tablet and “255” on the other side of the tablet.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

Odefsey is indicated for the treatment of adults and adolescents (aged 12 years and older with body
weight at least 35 kg) infected with human immunodeficiency virus-1 (HIV-1) without known
mutations associated with resistance to the non-nucleoside reverse transcriptase inhibitor (NNRTI)
class, tenofovir or emtricitabine and with a viral load < 100,000 HIV-1 RNA copies/mL (see
sections 4.2, 4.4 and 5.1).

4.2  Posology and method of administration

Therapy should be initiated by a physician experienced in the management of HIV infection.

Posology

Adults and adolescents aged 12 years and older, weighing at least 35 kg
One tablet to be taken once daily with food (see section 5.2).

If the patient misses a dose of Odefsey within 12 hours of the time it is usually taken, the patient
should take Odefsey with food as soon as possible and resume the normal dosing schedule. If a
patient misses a dose of Odefsey by more than 12 hours, the patient should not take the missed dose
and simply resume the usual dosing schedule.

If the patient vomits within 4 hours of taking Odefsey another tablet should be taken with food. Ifa
patient vomits more than 4 hours after taking Odefsey they do not need to take another dose of
Odefsey until the next regularly scheduled dose.



Elderly
No dose adjustment of Odefsey is required in elderly patients (see section 5.2).

Renal impairment
No dose adjustment of Odefsey is required in adults or in adolescents (aged at least 12 years and of at
least 35 kg body weight) with estimated creatinine clearance (CrCl) > 30 mL/min.

Odefsey should not be initiated in patients with estimated CrCI < 30 mL/min, as there are no data
available regarding the use of Odefsey in this population (see sections 5.1 and 5.2).

Odefsey should be discontinued in patients with estimated creatinine clearance that declines below
30 mL/min during treatment (see sections 5.1 and 5.2).

Hepatic impairment

No dose adjustment of Odefsey is required in patients with mild (Child Pugh Class A) or moderate
(Child Pugh Class B) hepatic impairment. Odefsey should be used with caution in patients with
moderate hepatic impairment. Odefsey has not been studied in patients with severe hepatic
impairment (Child Pugh Class C); therefore, Odefsey is not recommended for use in patients with
severe hepatic impairment (see sections 4.4 and 5.2).

Paediatric population
The safety and efficacy of Odefsey in children younger than 12 years of age, or weighing < 35 kg,
have not yet been established. No data are available.

Pregnancy

Lower exposures of rilpivirine (one of the components of Odefsey) were observed during pregnancy;
therefore viral load should be monitored closely. Alternatively, switching to another antiretroviral
regimen could be considered (see sections 4.4, 4.6, 5.1 and 5.2).

Method of administration

Odefsey should be taken orally, once daily with food (see section 5.2). The film-coated tablet should
not be chewed, crushed or split.

4.3  Contraindications
Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

Odefsey should not be co-administered with medicinal products that can result in significant decreases
in rilpivirine plasma concentrations (due to cytochrome P450 [CYP]3A enzyme induction or gastric
pH increase), which may result in loss of therapeutic effect of Odefsey (see section 4.5), including:

Carbamazepine, oxcarbazepine, phenobarbital, phenytoin

Rifabutin, rifampicin, rifapentine

Omeprazole, esomeprazole, dexlansoprazole, lansoprazole, pantoprazole, rabeprazole
Dexamethasone (oral and parenteral doses), except as a single dose treatment

St. John’s wort (Hypericum perforatum).

4.4  Special warnings and precautions for use

While effective viral suppression with antiretroviral therapy has been proven to substantially reduce
the risk of sexual transmission, a residual risk cannot be excluded. Precautions to prevent
transmission should be taken in accordance with national guidelines.



Virologic failure and development of resistance

There are insufficient data to justify the use in patients with prior NNRTI failure. Resistance testing
and/or historical resistance data should guide the use of Odefsey (see section 5.1).

In the pooled efficacy analysis from the two Phase 3 clinical studies in adults (C209 [ECHO] and
C215 [THRIVE]) through 96 weeks, patients treated with emtricitabine/tenofovir disoproxil

fumarate + rilpivirine with a baseline viral load > 100,000 HIV-1 RNA copies/mL had a greater risk of
virologic failure (17.6% with rilpivirine versus 7.6% with efavirenz) compared to patients with a
baseline viral load < 100,000 HIV-1 RNA copies/mL (5.9% with rilpivirine versus 2.4% with
efavirenz). The virologic failure rate in patients treated with emtricitabine/tenofovir disoproxil
fumarate + rilpivirine at Week 48 and Week 96 was 9.5% and 11.5% respectively, and 4.2% and 5.1%
in the emtricitabine/tenofovir disoproxil fumarate + efavirenz arm. The difference in the rate of new
virologic failures from the Week 48 to Week 96 analysis between rilpivirine and efavirenz arms was
not statistically significant. Patients with a baseline viral load > 100,000 HIV-1 RNA copies/mL who
experienced virologic failure exhibited a higher rate of treatment emergent resistance to the NNRTI
class. More patients who failed virologically on rilpivirine than who failed virologically on efavirenz
developed lamivudine/emtricitabine associated resistance (see section 5.1).

Findings in adolescents (12 to less than 18 years of age) in Study C213 were generally in line with
these data (for details see section 5.1).

Only adolescents deemed likely to have good adherence to antiretroviral therapy should be treated
with rilpivirine, as suboptimal adherence can lead to development of resistance and the loss of future
treatment options.

Cardiovascular

At supratherapeutic doses (75 mg once daily and 300 mg once daily), rilpivirine has been associated
with prolongation of the QTc interval of the electrocardiogram (ECG) (see sections 4.5, and 4.9).
Rilpivirine at the recommended dose of 25 mg once daily is not associated with a clinically relevant
effect on QTc. Odefsey should be used with caution when co-administered with medicinal products
with a known risk of Torsade de Pointes.

Patients co-infected with HIV and hepatitis B or C virus

Patients with chronic hepatitis B or C treated with antiretroviral therapy are at an increased risk for
severe and potentially fatal hepatic adverse reactions.

The safety and efficacy of Odefsey in patients co-infected with HIV-1 and hepatitis C virus (HCV)
have not been established.

Tenofovir alafenamide is active against hepatitis B virus (HBV). Discontinuation of Odefsey therapy
in patients co-infected with HIV and HBV may be associated with severe acute exacerbations of
hepatitis. Patients co-infected with HIV and HBV who discontinue Odefsey should be closely
monitored with both clinical and laboratory follow-up for at least several months after stopping
treatment.

Liver disease

The safety and efficacy of Odefsey in patients with significant underlying liver disorders have not
been established.

Patients with pre-existing liver dysfunction, including chronic active hepatitis, have an increased
frequency of liver function abnormalities during combination antiretroviral therapy (CART) and
should be monitored according to standard practice. If there is evidence of worsening liver disease in
such patients, interruption or discontinuation of treatment must be considered.



Weight and metabolic parameters

An increase in weight and in levels of blood lipids and glucose may occur during antiretroviral
therapy. Such changes may in part be linked to disease control and life style. For lipids, there is in
some cases evidence for a treatment effect, while for weight gain there is no strong evidence relating
this to any particular treatment. For monitoring of blood lipids and glucose reference is made to
established HIV treatment guidelines. Lipid disorders should be managed as clinically appropriate.

Mitochondrial dysfunction following exposure in utero

Nucleos(t)ide analogues may impact mitochondrial function to a variable degree, which is most
pronounced with stavudine, didanosine and zidovudine. There have been reports of mitochondrial
dysfunction in HIV negative infants exposed in utero and/or postnatally to nucleoside analogues; these
have predominantly concerned treatment with regimens containing zidovudine. The main adverse
reactions reported are haematological disorders (anaemia, neutropenia) and metabolic disorders
(hyperlactatemia, hyperlipasemia). These events have often been transitory. Late onset neurological
disorders have been reported rarely (hypertonia, convulsion, abnormal behaviour). Whether such
neurological disorders are transient or permanent is currently unknown. These findings should be
considered for any child exposed in utero to nucleos(t)ide analogues, who present with severe clinical
findings of unknown etiology, particularly neurologic findings. These findings do not affect current
national recommendations to use antiretroviral therapy in pregnant women to prevent vertical
transmission of HIV.

Immune Reactivation Syndrome

In HIV infected patients with severe immune deficiency at the time of institution of CART, an
inflammatory reaction to asymptomatic or residual opportunistic pathogens may arise and cause
serious clinical conditions, or aggravation of symptoms. Typically, such reactions have been observed
within the first few weeks or months of initiation of CART. Relevant examples include
cytomegalovirus retinitis, generalised and/or focal mycobacterial infections, and Pneumocystis
jirovecii pneumonia. Any inflammatory symptoms should be evaluated and treatment instituted when
necessary.

Autoimmune disorders (such as Graves’ disease) have also been reported to occur in the setting of
immune reactivation; however, the reported time to onset is more variable and these events can occur

many months after initiation of treatment.

Opportunistic infections

Patients receiving Odefsey may continue to develop opportunistic infections and other complications
of HIV infection, and therefore should remain under close clinical observation by physicians
experienced in the treatment of patients with HIV associated diseases.

Osteonecrosis

Although the aetiology is considered to be multifactorial (including corticosteroid use, alcohol
consumption, severe immunosuppression, higher body mass index), cases of osteonecrosis have been
reported particularly in patients with advanced HIV disease and/or long-term exposure to CART.
Patients should be advised to seek medical advice if they experience joint aches and pain, joint
stiffness or difficulty in movement.

Nephrotoxicity

A potential risk of nephrotoxicity resulting from chronic exposure to low levels of tenofovir due to
dosing with tenofovir alafenamide cannot be excluded (see section 5.3).



Pregnancy

Lower exposures of rilpivirine were observed when rilpivirine 25 mg once daily was taken during
pregnancy. In the Phase 3 studies (C209 and C215), lower rilpivirine exposure, similar to that seen
during pregnancy, has been associated with an increased risk of virological failure, therefore viral load
should be monitored closely (see sections 4.6, 5.1 and 5.2). Alternatively, switching to another
antiretroviral regimen could be considered.

Co-administration of other medicinal products

Some medicinal products should not be co-administered with Odefsey (see sections 4.3 and 4.5).
Odefsey should not be co-administered with other antiretroviral medicinal products (see section 4.5).

Odefsey should not be co-administered with other medicinal products containing tenofovir
alafenamide, lamivudine, tenofovir disoproxil or adefovir dipivoxil (see section 4.5).

Excipients

Odefsey contains lactose monohydrate. Consequently, patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency, or glucose-galactose malabsorption should not take
this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Odefsey is indicated for use as a complete regimen for the treatment of HIV-1 infection and should not
be co-administered with other antiretroviral medicinal products. Therefore, information regarding
drug-drug interactions with other antiretroviral medicinal products is not provided. Interaction studies
have only been performed in adults.

Emtricitabine

In vitro and clinical pharmacokinetic drug-drug interaction studies have shown that the potential for
CYP-mediated interactions involving emtricitabine with other medicinal products is low.
Co-administration of emtricitabine with medicinal products that are eliminated by active tubular
secretion may increase concentrations of emtricitabine, and/or the co-administered medicinal product.
Medicinal products that decrease renal function may increase concentrations of emtricitabine.

Rilpivirine

Rilpivirine is primarily metabolised by CYP3A. Medicinal products that induce or inhibit CYP3A
may thus affect the clearance of rilpivirine (see section 5.2). Rilpivirine inhibits P-glycoprotein (P-gp)
in vitro (50% inhibitory concentration [ICso] is 9.2 uM). In a clinical study, rilpivirine did not
significantly affect the pharmacokinetics of digoxin. Additionally, in a clinical drug-drug interaction
study with tenofovir alafenamide, which is more sensitive to intestinal P-gp inhibition, rilpivirine did
not affect tenofovir alafenamide exposures when administered concurrently, indicating that rilpivirine
is not a P-gp inhibitor in vivo.

Rilpivirine is an in vitro inhibitor of the transporter MATE-2K with an ICso of < 2.7 nM. The clinical
implications of this finding are currently unknown.

Tenofovir alafenamide

Tenofovir alafenamide is transported by P-gp and breast cancer resistance protein (BCRP). Medicinal
products that affect P-gp and BCRP activity may lead to changes in tenofovir alafenamide absorption

(see Table 1). Medicinal products that induce P-gp activity (e.g., rifampicin, rifabutin, carbamazepine,
phenobarbital) are expected to decrease the absorption of tenofovir alafenamide, resulting in decreased



plasma concentration of tenofovir alafenamide, which may lead to loss of therapeutic effect of
Odefsey and development of resistance. Co-administration of Odefsey with other medicinal products
that inhibit P-gp and BCRP activity (e.g., ketoconazole, fluconazole, itraconazole, posaconazole,
voriconazole, ciclosporin) is expected to increase the absorption and plasma concentration of tenofovir
alafenamide. Based on data from an in vitro study, co-administration of tenofovir alafenamide and
xanthine oxidase inhibitors (e.g., febuxostat) is not expected to increase systemic exposure to tenofovir
in vivo.

Tenofovir alafenamide is not an inhibitor of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 or
CYP2D6 in vitro. Tenofovir alafenamide is not an inhibitor or inducer of CYP3A4 in vivo. Tenofovir
alafenamide is a substrate of organic anion transporting polypeptide (OATP) 1B1 and OATP1B3

in vitro. The distribution of tenofovir alafenamide in the body may be affected by the activity of
OATPI1BI1 and OATP1B3.

Concomitant use contraindicated

Co-administration of Odefsey and medicinal products that induce CYP3A has been observed to
decrease the plasma concentrations of rilpivirine which could potentially lead to loss of virologic
response to Odefsey (see section 4.3) and possible resistance to rilpivirine and to the NNRTI class.

Co-administration of Odefsey with proton pump inhibitors has been observed to decrease the plasma
concentrations of rilpivirine (due to an increase in gastric pH) which could potentially lead to loss of
virologic response to Odefsey (see section 4.3) and possible resistance to rilpivirine and to the
NNRTI class.

Concomitant use where caution is recommended

CYP enzyme inhibitors
Co-administration of Odefsey with medicinal products that inhibit CYP3A enzyme activity has been
observed to increase rilpivirine plasma concentrations.

QT prolonging medicinal products
Odefsey should be used with caution when co-administered with a medicinal product with a known

risk of Torsade de Pointes (see section 4.4).

Other interactions

Tenofovir alafenamide is not an inhibitor of human uridine diphosphate glucuronosyltransferase
(UGT) 1A1 invitro. It is not known whether emtricitabine, or tenofovir alafenamide are inhibitors of
other UGT enzymes. Emtricitabine did not inhibit the glucuronidation reaction of a non-specific UGT
substrate in vitro.

Interactions between Odefsey or its individual component(s) and co-administered medicinal products
are listed in Table 1 below (increase is indicated as “1”, decrease as “|” and no change as “«<>”



Table 1: Interactions between Odefsey or its individual component(s) and other medicinal

products

Medicinal product by
therapeutic areas

Effects on medicinal product levels.
Mean percent change in AUC,
Cmax, Chmin

Recommendation concerning
co-administration with Odefsey

ANTI-INFECTIVES

Antifungals

Ketoconazole (400 mg once
daily)/ Rilpivirine'

Ketoconazole:
AUC: | 24%
Chin: | 66%

Crax: <

Rilpivirine:

AUC: 149%

Chin: T 76%

Cmax: T 30%
Inhibition of CYP3A

Tenofovir Alafenamide:
AUC: 1

Cmax: T

Inhibition of P-gp

Interaction not studied with tenofovir
alafenamide. Co-administration of
ketoconazole is expected to increase
plasma concentrations of tenofovir
alafenamide (inhibition of P-gp).

Co-administration is not
recommended.

Fluconazole
Itraconazole
Posaconazole
Voriconazole

Interaction not studied with any of the
components of Odefsey.
Co-administration of these antifungal
agents is expected to increase plasma
concentrations of rilpivirine
(inhibition of CYP3A) and tenofovir
alafenamide (inhibition of P-gp).

Co-administration is not
recommended.

Antimycobacterials

Rifampicin/ Rilpivirine

Rifampicin:
AUC: &
Cminl N/A

Cmax: >

25-desacetyl-rifampicin:
AUC: | 9%
Chin: N/A

Cmax: g

Rilpivirine:

AUC: | 80%

Chnin: | 89%

Chnax: | 69%
Induction of CYP3A

Tenofovir Alafenamide:
AUC: |

Cmax: l,

Induction of P-gp

Interaction not studied with tenofovir
alafenamide. Co-administration is
likely to cause significant decreases
in the plasma concentrations of

Co-administration is
contraindicated.




Medicinal product by
therapeutic areas

Effects on medicinal product levels.
Mean percent change in AUC,
Cmax, Chmin

Recommendation concerning
co-administration with Odefsey

tenofovir alafenamide (induction of
P-gp).

Rifapentine

Interaction not studied with any of the
components of Odefsey.
Co-administration is likely to cause
significant decreases in the plasma
concentrations of rilpivirine
(induction of CYP3A) and tenofovir
alafenamide (induction of P-gp).

Co-administration is
contraindicated.

Rifabutin (300 mg once daily)/
Rilpivirine'

Rifabutin (300 mg once daily)/
Rilpivirine

Rifabutin:
AUC: &
Cmin: >

Cmax: g

25-0O-desacetyl-rifabutin:
AUC: &
Cmin: Ad

Crax: <

Rilpivirine:

AUC: | 42%

Chin: | 48%

Cmax: { 31%
Induction of CYP3A

Tenofovir Alafenamide:
AUC: |

Cmax: l

Induction of P-gp

Interaction not studied with tenofovir
alafenamide. Co-administration is
likely to cause significant decreases
in the plasma concentrations of
tenofovir alafenamide (induction of

P-gp).

Co-administration is
contraindicated.

Macrolide antibiotics

Clarithromycin
Erythromycin

Interaction not studied with any of the
components of Odefsey. The
combination of Odefsey with these
macrolide antibiotics may cause an
increase in the plasma concentrations
of rilpivirine (inhibition of CYP3A)
and tenofovir alafenamide (inhibition
of P-gp).

Co-administration is not
recommended.

Antiviral agents

Boceprevir

Interaction not studied with any of the
components of Odefsey.

Co-administration is not
recommended.

Boceprevir has the potential to
adversely affect the intracellular
activation and clinical antiviral
efficacy of tenofovir alafenamide
based on in vitro data.




Medicinal product by
therapeutic areas

Effects on medicinal product levels.

Mean percent change in AUC,
Cmax, Cmin

Recommendation concerning
co-administration with Odefsey

Ledipasvir/Sofosbuvir
(90 mg/400 mg once daily)/
Rilpivirine

Ledipasvir:
AUC: 1 2%
Chin: T 2%
Ciax: T 1%

Sofosbuvir:
AUC: 1 5%
Crax: | 4%

Sofosbuvir metabolite GS-331007:
AUC: 1 8%
Chin: T 10%
Cnax: T 8%

Rilpivirine:
AUC: | 5%
Chin: l 7%
Cuax: | 3%

Ledipasvir/Sofosbuvir
(90 mg/400 mg once daily)/
Tenofovir alafenamide

Tenofovir alafenamide:
AUC: 1 32%
Crax: T 3%

No dose adjustment is required.

Sofosbuvir/Velpatasvir
(400 mg/100 mg once daily)/
Rilpivirine?

Sofosbuvir:
AUC: &

Cmax: >

Sofosbuvir metabolite GS-331007:
AUC: &
Cmin: Ad

Crax: <

Velpatasvir:
AUC: &
Cmin: Ad

Cmax: g

Rilpivirine:
AUC: &
Chin: <

Crax! <

Sofosbuvir/Velpatasvir
(400 mg/100 mg once daily)/
Tenofovir alafenamide

Interaction not studied.
Expected:

Tenofovir alafenamide:
AUC: 1

Cmax: T

No dose adjustment is required.

Sofosbuvir (400 mg once daily)/
Rilpivirine (25 mg once daily)

Sofosbuvir:
AUC: &
Crax: 121%

Sofosbuvir metabolite GS-331007:
AUC: &

Crax: <

Rilpivirine:
AUC: «
Cmin: Ad

Cmax: g

No dose adjustment is required.
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Medicinal product by
therapeutic areas

Effects on medicinal product levels.
Mean percent change in AUC,
Cmax, Chmin

Recommendation concerning
co-administration with Odefsey

Simeprevir (150 mg once daily)/
Rilpivirine

Simeprevir:
AUC: 1 6%
Chin: l 4%

Cmax: T 10%

Rilpivirine:
AUC: 1 12%
Cuin: T25%
Ciax: 1 4%

No dose adjustment is required.

ANTICONVULSANTS

Carbamazepine
Oxcarbazepine
Phenobarbital
Phenytoin

Interaction not studied with any of the
components of Odefsey.
Co-administration may cause
significant decreases in the plasma
concentrations of rilpivirine
(induction of CYP3A) and tenofovir
alafenamide (induction of P-gp).

Co-administration is
contraindicated.

GLUCOCORTICOIDS

Dexamethasone (systemic, except
for single dose use)

Interaction not studied with any of the
components of Odefsey. Significant
dose dependent decreases in
rilpivirine plasma concentrations are
expected (induction of CYP3A).

Co-administration is
contraindicated.

PROTON PUMP INHIBITORS

Omeprazole (20 mg once daily)/
Rilpivirine'

Omeprazole:
AUC: | 14%
Chin: N/A

Cmax: | 14%

Rilpivirine:

AUC: | 40%

Chin: | 33%

Crax: | 40%

Reduced absorption, increase in
gastric pH

Co-administration is
contraindicated.

Lansoprazole
Rabeprazole
Pantoprazole
Esomeprazole
Dexlansoprazole

Interaction not studied with any of the
components of Odefsey. Significant
decreases in rilpivirine plasma
concentrations are expected (reduced
absorption, increase in gastric pH).

Co-administration is
contraindicated.

HERBAL PRODUCTS

St. John’s wort (Hypericum
perforatum)

Interaction not studied with any of the
components of Odefsey.
Co-administration may cause
significant decreases in the plasma
concentrations of rilpivirine
(induction of CYP3A) and tenofovir
alafenamide (induction of P-gp).

Co-administration is
contraindicated.
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Medicinal product by
therapeutic areas

Effects on medicinal product levels.
Mean percent change in AUC,

Recommendation concerning
co-administration with Odefsey

Cmax, Chmin
H2-RECEPTOR ANTAGONISTS
Famotidine (40 mg single dose Rilpivirine: Only Hj-receptor antagonists that
taken 12 hours before rilpivirine)/ | AUC: | 9% can be dosed once daily should be
Rilpivirine! Chin: N/A used. A strict dosing schedule with
Chnax: <> intake of the H-receptor

antagonists at least 12 hours before
Famotidine (40 mg single dose Rilpivirine: or at least 4 hours after Odefsey
taken 2 hours before rilpivirine)/ | AUC: | 76% should be used.
Rilpivirine' Chmin: N/A

Famotidine (40 mg single dose
taken 4 hours after rilpivirine)/
Rilpivirine!

Cmax: | 85%
Reduced absorption, increase in
gastric pH

Rilpivirine:
AUC: 1 13%
Cminl N/A
Cmax: 121%

Cimetidine Interaction not studied with any of the

Nizatidine components of Odefsey.

Ranitidine Co-administration may cause
significant decreases in rilpivirine
plasma concentrations (reduced
absorption, increase in gastric pH).

ANTACIDS

Antacids (e.g., aluminium or
magnesium hydroxide, calcium
carbonate)

Interaction not studied with any of the
components of Odefsey.
Co-administration may cause
significant decreases in rilpivirine
plasma concentrations (reduced
absorption, increase in gastric pH).

Antacids should only be
administered either at least 2 hours
before or at least 4 hours after
Odefsey.

ORAL CONTRACEPTIVES

Ethinylestradiol (0.035 mg once
daily)/ Rilpivirine

Norethindrone (1 mg once daily)/
Rilpivirine

Ethinylestradiol:
AUC: «
Chin: <

Conax: 1 17%

Norethindrone:
AUC: &
Cmin: >

Crax: <

Rilpivirine:
AUC: &*
Chin: ©&*

Crnax: <™

*based on historic controls

No dose adjustment is required.
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Medicinal product by
therapeutic areas

Effects on medicinal product levels.
Mean percent change in AUC,

Recommendation concerning
co-administration with Odefsey

Cmax, Chmin

Norgestimate Norelgestromin: No dose adjustment is required.
(0.180/0.215/0.250 mg once AUC: &
daily)/ Ethinylestradiol (0.025 mg | Cpin: <>
once daily)/ Crax: ©
Emtricitabine/Tenofovir
alafenamide (200/25 mg once Norgestrel:
daily) AUC: &

Cmin: Ad

CHIHX: «>

Ethinylestradiol:

AUC: &

Cmin: Ad

Cmax: >

NARCOTIC ANALGESICS

Methadone (60-100 mg once
daily, individualised dose)/
Rilpivirine

R(-) methadone:
AUC: | 16%
Chin: | 22%
Crax: | 14%

S(+) methadone:
AUC: | 16%
Chin: | 21%
Crax: | 13%

Rilpivirine:
AUC: «*
Chin: ©*
Crnax: <™

*based on historic controls

No dose adjustments are required.

Clinical monitoring is
recommended as methadone
maintenance therapy may need to
be adjusted in some patients.

ANALGESICS

Paracetamol (500 mg single
dose)/ Rilpivirine!

Paracetamol:
AUC: &
Chmin: N/A

Cmax: >

Rilpivirine:
AUC: &
Chin: T 26%

Crax: <

No dose adjustment is required.

ANTIARRHYTHMICS

Digoxin/ Rilpivirine

Digoxin:
AUC: &
Cminl N/A

Crax: <

No dose adjustment is required.

ANTICOAGULANTS

Dabigatran etexilate

Interaction not studied with any of the
components of Odefsey.

A risk for increases in dabigatran
plasma concentrations cannot be
excluded (inhibition of intestinal

P-gp).

Co-administration should be used
with caution.
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Medicinal product by
therapeutic areas

Effects on medicinal product levels.
Mean percent change in AUC,
Cmax, Chmin

Recommendation concerning
co-administration with Odefsey

IMMUNOSUPPRESSANTS

Ciclosporin

Interaction not studied with any of the
components of Odefsey.
Co-administration of ciclosporin is
expected to increase plasma
concentrations of rilpivirine
(inhibition of CYP3A) and tenofovir
alafenamide (inhibition of P-gp).

Co-administration is not
recommended.

ANTIDIABETICS

Metformin (850 mg single dose)/
Rilpivirine

Metformin:
AUC: &
Cmin: N/A

Cmax: g

No dose adjustment is required.

HMG CO-A REDUCTASE INHIBI

TORS

Atorvastatin (40 mg once daily)/
Rilpivirine'

Atorvastatin:
AUC: &

Chnin: | 15%
Cnax: T 35%

Rilpivirine:
AUC: «
Cmin: >

Conax: | 9%

No dose adjustment is required.

PHOSPHODIESTERASE TYPE 5

(PDE-5) INHIBITORS

Sildenafil (50 mg single dose)/
Rilpivirine'

Sildenafil:
AUC: &
Chmin: N/A

Cmax: g

Rilpivirine:
AUC: «
Cmin: Ad

Ciax! <

No dose adjustment is required.

Vardenafil
Tadalafil

Interaction not studied with any of the
components of Odefsey. These are
medicinal products within class where
similar interactions could be

No dose adjustment is required.

predicted.
HYPNOTICS/SEDATIVES
Midazolam (2.5 mg, orally, once | Midazolam: No dose adjustment is required.
daily)/ Tenofovir alafenamide AUC: 1 12%
Chin: N/A
Ciax: 1 2%
Midazolam (1 mg, intravenously, | Midazolam:
once daily)/ Tenofovir AUC: 1 8%
alafenamide Chin: N/A
Chax: | 1%

N/A = not applicable
1

This interaction study has been performed with a dose higher than the recommended dose for rilpivirine hydrochloride

assessing the maximal effect on the co-administered medicinal product. The dosing recommendation is applicable to the
recommended dose of rilpivirine of 25 mg once daily.

2

Studies conducted with other medicinal products

Study conducted with emtricitabine/rilpivirine/tenofovir disoproxil fumarate fixed-dose combination tablet.

Based on drug-drug interaction studies conducted with the components of Odefsey, no clinically
significant interactions are expected when Odefsey is combined with the following medicinal
products: buprenorphine, naloxone, norbuprenorphine and norgestimate/ethinylestradiol.
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4.6  Fertility, pregnancy and lactation

Women of childbearing potential/contraception in males and females

The use of Odefsey should be accompanied by the use of effective contraception (see section 4.5).

Pregnancy

There are no adequate and well-controlled studies of Odefsey or its components in pregnant women.

There are a limited amount of data (less than 300 pregnancy outcomes) from the use of rilpivirine and
tenofovir alafenamide in pregnant women (see sections 4.4, 5.1 and 5.2). Lower exposures of
rilpivirine were observed during pregnancy; therefore viral load should be monitored closely. A large
amount of data on pregnant women (more than 1,000 exposed outcomes) indicate no malformative nor
foetal/neonatal toxicity associated with emtricitabine.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity
(see section 5.3) with the components of Odefsey.

As a precautionary measure, it is preferable to avoid the use of Odefsey during pregnancy.

Breast-feeding

Emtricitabine is excreted in human milk. It is not known whether rilpivirine or tenofovir alafenamide
are excreted in human milk. In animal studies it has been shown that tenofovir is excreted in milk.

There is insufficient information on the effects of all the components of Odefsey in newborns/infants,
therefore Odefsey should not be used during breast-feeding.

In order to avoid transmission of HIV to the infant it is recommended that HIV infected women do not
breast-feed their infants under any circumstances.

Fertility
No human data on the effect of Odefsey on fertility are available. Animal studies do not indicate

harmful effects of emtricitabine, rilpivirine hydrochloride or tenofovir alafenamide on fertility (see
section 5.3).

4.7  Effects on ability to drive and use machines

Patients should be informed that fatigue, dizziness and somnolence have been reported during
treatment with the components of Odefsey (see section 4.8). This should be considered when
assessing a patient's ability to drive or operate machinery.

4.8 Undesirable effects

Summary of the safety profile

The most frequently reported adverse reactions in clinical studies of treatment-naive patients taking
emtricitabine + tenofovir alafenamide in combination with elvitegravir + cobicistat were nausea
(11%), diarrhoea (7%), and headache (6%). The most frequently reported adverse reactions in clinical
studies of treatment-naive patients taking rilpivirine hydrochloride in combination with

emtricitabine + tenofovir disoproxil fumarate were nausea (9%), dizziness (8%), abnormal dreams
(8%), headache (6%), diarrhoea (5%) and insomnia (5%).
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No new adverse reactions were identified through Week 96 in 2 clinical studies of virologically
suppressed patients who switched from emtricitabine/rilpivirine/tenofovir disoproxil fumarate
(FTC/RPV/TDF) to Odefsey (Study GS-US-366-1216) or from efavirenz/emtricitabine/tenofovir
disoproxil fumarate (EFV/FTC/TDF) to Odefsey (Study GS-US-366-1160).

Tabulated summary of adverse reactions

Assessment of adverse reactions is based on safety data from across all Phase 2 and 3 studies in which
2,396 patients received emtricitabine + tenofovir alafenamide given with elvitegravir + cobicistat as a
fixed-dose combination tablet, pooled data from 686 patients who received rilpivirine 25 mg once
daily in combination with other antiretroviral medicinal products in the controlled studies
TMC278-C209 and TMC278-C215, 754 patients who received Odefsey in Studies GS-US-366-1216
and GS-US-366-1160, and on post-marketing experience with FTC/RPV/TDF.

The adverse reactions in Table 2 are listed by system organ class and highest frequency observed.
Frequencies are defined as follows: very common (> 1/10), common (> 1/100 to < 1/10), uncommon

(> 1/1,000 to < 1/100) or rare (> 1/10,000 to < 1/1,000).

Table 2: Tabulated list of adverse reactions

Frequency | Adverse reaction
Blood and lymphatic system disorders
Common: decreased white blood cell count!, decreased haemoglobin', decreased platelet count!
Uncommon: anaemia’
Immune system disorders
Uncommon: | immune reactivation syndrome'
Metabolism and nutrition disorders
Very common: increased total cholesterol (fasted)!, increased LDL-cholesterol (fasted)
Common: decreased appetite!, increased triglycerides (fasted)!
Psychiatric disorders
Very common: insomnia'
Common: depression!, abnormal dreams' 3, sleep disorders!, depressed mood!
Nervous system disorders
Very common: headache '3, dizziness' ?
Common: somnolence'
Gastrointestinal disorders
Very common: nausea' , increased pancreatic amylase'

) abdominal pain'-3, vomiting'-3, increased lipase', abdominal discomfort!, dry
Common: 1 s 1 3

mouth', flatulence’, diarrhoea

Uncommon: dyspepsia®
Hepatobiliary disorders
Very common: increased transaminases (AST and/or ALT)!
Common: increased bilirubin!
Skin and subcutaneous tissue disorders
Common: rash!>?
Uncommon: severe skin reactions with systemic symptoms® °, angioedema® 6, pruritus’
Musculoskeletal and connective tissue disorders
Uncommon: | arthralgia’
General disorders and administration site conditions
Common: | fatigue'?

I Adverse reactions identified from rilpivirine clinical studies.
2 This adverse reaction was not observed in the Phase 3 studies of emtricitabine + tenofovir alafenamide in combination

with elvitegravir + cobicistat or in the Phase 3 studies with Odefsey but identified from clinical studies or post-marketing
experience of emtricitabine when used with other antiretrovirals.

3 Adverse reactions identified from emtricitabine + tenofovir alafenamide clinical studies.
4 Adverse reaction identified through post-marketing surveillance of emtricitabine/rilpivirine/tenofovir disoproxil fumarate
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This adverse reaction was not observed in randomised controlled clinical studies for emtricitabine/rilpivirine/tenofovir
disoproxil fumarate, so the frequency category was estimated from a statistical calculation based on the total number of
patients exposed to emtricitabine/rilpivirine/tenofovir disoproxil fumarate or all of its components in randomised
controlled clinical studies (n = 1261). See description of selected adverse reactions.

This adverse reaction was identified through post-marketing surveillance for emtricitabine but was not observed in
randomised controlled clinical studies in adults or paediatric HIV clinical studies of emtricitabine. The frequency
category of uncommon was estimated from a statistical calculation based on the total number of patients exposed to
emtricitabine in these clinical studies (n = 1,563).

Laboratory abnormalities

Changes in serum creatinine for rilpivirine-containing regimens

The pooled data from the Phase 3 TMC278-C209 and TMC278-C215 studies of treatment-naive
patients also demonstrate that serum creatinine increased and estimated glomerular filtration rate
(eGFR) decreased over 96 weeks of treatment with rilpivirine. Most of this increase in creatinine and
decrease in eGFR occurred within the first four weeks of treatment. Over 96 weeks of treatment with
rilpivirine mean changes of 0.1 mg/dL (range: -0.3 mg/dL to 0.6 mg/dL) for creatinine and

-13.3 mL/min/1.73 m? (range: -63.7 mL/min/1.73 m? to 40.1 mL/min/1.73 m?) for eGFR were
observed. In patients who entered the studies with mild or moderate renal impairment, the serum
creatinine increase observed was similar to that seen in patients with normal renal function. These
increases do not reflect a change in actual glomerular filtration rate (GFR).

Changes in lipid laboratory tests

In studies in treatment-naive patients receiving emtricitabine + tenofovir alafenamide (FTC + TAF) or
emtricitabine + tenofovir disoproxil fumarate (FTC + TDF), both given with elvitegravir + cobicistat
as a fixed-dose combination tablet, increases from baseline were observed in both treatment groups for
the fasting lipid parameters total cholesterol, direct low-density lipoprotein (LDL)- and high-density
lipoprotein (HDL)-cholesterol, and triglycerides at Week 144. The median increase from baseline for
these parameters was greater in patients receiving FTC + TAF compared with patients receiving

FTC + TDF (p < 0.001 for the difference between treatment groups for fasting total cholesterol, direct
LDL- and HDL-cholesterol, and triglycerides). Median (Q1, Q3) change from baseline at Week 144
in total cholesterol to HDL-cholesterol ratio was 0.2 (-0.3, 0.7) in patients receiving FTC + TAF and
0.1 (-0.4, 0.6) in patients receiving FTC + TDF (p = 0.006 for the difference between treatment

groups).

Switching from a TDF-based regimen to Odefsey may lead to slight increases in lipid parameters. In a
study of virologically suppressed patients switching from FTC/RPV/TDF to Odefsey (Study
GS-US-366-1216), increases from baseline were observed in fasting values of total cholesterol, direct
LDL cholesterol, HDL cholesterol, and triglycerides in the Odefsey arm; and no clinically relevant
changes from baseline in median fasting values for total cholesterol to HDL ratio were observed in
either treatment arm at Week 96. In a study of virologically suppressed patients switching from
EFV/FTC/TDF to Odefsey (Study GS-US-366-1160), decreases from baseline were observed in the
fasting values of total cholesterol and HDL cholesterol in the Odefsey arm; no clinically relevant
changes from baseline in median fasting values for total cholesterol to HDL ratio, direct LDL
cholesterol or triglycerides were observed in either treatment arm at Week 96.

Cortisol

In the pooled Phase 3 TMC278-C209 and TMC278-C215 studies of treatment-naive patients, at

Week 96, there was an overall mean change from baseline in basal cortisol of -19.1 (-30.85;

-7.37) nmol/L in the rilpivirine arm and of -0.6 (-13.29; 12.17) nmol/L in the efavirenz arm. At

Week 96, the mean change from baseline in ACTH-stimulated cortisol levels was lower in the
rilpivirine arm (+18.4 £ 8.36 nmol/L) than in the efavirenz arm (+54.1 + 7.24 nmol/L). Mean values
for the rilpivirine arm for both basal and ACTH-stimulated cortisol at Week 96 were within the normal
range. These changes in adrenal safety parameters were not clinically relevant. There were no clinical
signs or symptoms suggestive of adrenal or gonadal dysfunction in adults.
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Description of selected adverse reactions

Metabolic parameters
Weight and levels of blood lipids and glucose may increase during antiretroviral therapy (see
section 4.4).

Immune Reactivation Syndrome

In HIV infected patients with severe immune deficiency at the time of initiation of CART, an
inflammatory reaction to asymptomatic or residual opportunistic infections may arise. Autoimmune
disorders (such as Graves’ disease) have also been reported; however, the reported time to onset is
more variable and these events can occur many months after initiation of treatment (see section 4.4).

Osteonecrosis

Cases of osteonecrosis have been reported, particularly in patients with generally acknowledged risk
factors, advanced HIV disease or long-term exposure to CART. The frequency of this is unknown
(see section 4.4).

Severe skin reactions

Severe skin reactions with systemic symptoms have been reported during post-marketing experience
of emtricitabine/rilpivirine/tenofovir disoproxil fumarate including rashes accompanied by fever,
blisters, conjunctivitis, angioedema, elevated liver function tests, and/or eosinophilia.

Paediatric population

The safety of emtricitabine + tenofovir alafenamide was evaluated through 48 weeks in an open-label
clinical study (GS-US-292-0106) in which 50 HIV-1 infected, treatment-naive paediatric patients aged
12 to < 18 years received emtricitabine + tenofovir alafenamide in combination with

elvitegravir + cobicistat as a fixed-dose combination tablet. In this study, the safety profile in
adolescent patients was similar to that in adults (see section 5.1).

The safety assessment of rilpivirine is based on Week 48 data from one single-arm open-label study
(TMC278-C213) in 36 paediatric patients 12 to < 18 years and weighing at least 32 kg. No patients
discontinued rilpivirine due to adverse reactions. No new adverse reactions were identified compared
to those seen in adults. Most adverse reactions were Grade 1 or 2. Adverse reactions (all grades) of
very common frequency were headache, depression, somnolence and nausea. No Grade 3-4
laboratory abnormalities for AST/ALT or Grade 3-4 adverse reactions of transaminase increased were
reported (see section 5.1).

Other special populations

Patients with renal impairment

The safety of emtricitabine + tenofovir alafenamide was evaluated through 144 weeks in an open-label
clinical study (GS-US-292-0112), in which 248 HIV-1 infected patients who were either
treatment-naive (n = 6) or virologically suppressed (n = 242) with mild to moderate renal impairment
(estimated glomerular filtration rate by Cockcroft-Gault method [eGFRcg]: 30-69 mL/min) received
emtricitabine + tenofovir alafenamide in combination with elvitegravir + cobicistat as a fixed-dose
combination tablet. The safety profile in patients with mild to moderate renal impairment was similar
to that in patients with normal renal function (see section 5.1).

Patients co-infected with HIV and HBV

The safety of emtricitabine + tenofovir alafenamide in combination with elvitegravir and cobicistat as
a fixed-dose combination tablet (elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide
[E/C/F/TAF]) was evaluated in 72 HIV/HBYV co-infected patients receiving treatment for HIV in an
open-label clinical study (GS-US-292-1249), through Week 48, in which patients were switched from
another antiretroviral regimen (which included TDF in 69 of 72 patients) to E/C/F/TAF. Based on
these limited data, the safety profile of emtricitabine + tenofovir alafenamide in combination with
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elvitegravir and cobicistat as a fixed-dose combination tablet, in patients with HIV/HBV co-infection,
was similar to that in patients with HIV-1 monoinfection.

In patients co-infected with hepatitis B or C virus receiving rilpivirine, the incidence of hepatic
enzyme elevation was higher than in patients receiving rilpivirine who were not co-infected. The
pharmacokinetic exposure of rilpivirine in co-infected patients was comparable to that in patients
without co-infection.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.

It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

If overdose occurs the patient must be monitored for evidence of toxicity (see section 4.8), and
standard supportive treatment applied as necessary including observation of the clinical status of the
patient and monitoring of vital signs and ECG (QT interval).

There is no specific antidote for overdose with Odefsey. Up to 30% of the emtricitabine dose can be
removed by haemodialysis. Tenofovir is efficiently removed by hemodialysis with an extraction
coefficient of approximately 54%. It is not known whether emtricitabine or tenofovir can be removed
by peritoneal dialysis. Since rilpivirine is highly protein bound, dialysis is unlikely to result in

significant removal of the active substance.

Administration of activated charcoal may also be used to aid in removal of unabsorbed rilpivirine
hydrochloride.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiviral for systemic use; antivirals for treatment of HIV infections,
combinations, ATC code: JOSAR19

Mechanism of action and pharmacodynamic effects

Emtricitabine is a nucleoside reverse transcriptase inhibitor (NRTI) and analogue of 2’-deoxycytidine.
Emtricitabine is phosphorylated by cellular enzymes to form emtricitabine triphosphate. Emtricitabine
triphosphate competitively inhibits HIV-1 reverse transcriptase (RT), resulting in deoxyribonucleic
acid (DNA) chain termination. Emtricitabine has activity against HIV-1, HIV-2, and HBV.

Rilpivirine is a diarylpyrimidine NNRTT of HIV-1. Rilpivirine activity is mediated by
non-competitive inhibition of HIV-1 RT. Rilpivirine does not inhibit the human cellular DNA
polymerases o,  and mitochondrial DNA polymerase 7.

Tenofovir alafenamide is a nucleotide reverse transcriptase inhibitor (NtRTI) and prodrug of tenofovir
(2°-deoxyadenosine monophosphate analogue). Due to increased plasma stability and intracellular
activation through hydrolysis by cathepsin A, tenofovir alafenamide is more efficient than tenofovir
disoproxil fumarate in loading tenofovir into peripheral blood mononuclear cells (PBMCs) (including
lymphocytes and other HIV target cells) and macrophages. Intracellular tenofovir is subsequently
phosphorylated to the active metabolite tenofovir diphosphate. Tenofovir diphosphate inhibits

HIV RT, resulting in DNA chain termination. Tenofovir has activity against HIV-1, HIV-2 and HBV.
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Antiviral activity in Vvitro

The combinations of emtricitabine, rilpivirine, and tenofovir alafenamide were not antagonistic and
showed synergistic effects with each other in cell culture combination antiviral activity assays.

The antiviral activity of emtricitabine against laboratory and clinical isolates of HIV-1 was assessed in
lymphoblastoid cell lines, the MAGI CCRS cell line, and PBMCs. The 50% effective concentration
(ECso) values for emtricitabine were in the range of 0.0013 to 0.64 uM. Emtricitabine displayed
antiviral activity in cell culture against HIV-1 subtype A, B, C, D, E, F, and G (ECs values ranged
from 0.007 to 0.075 uM) and showed activity against HIV-2 (ECso values ranged from 0.007 to

1.5 uM).

Rilpivirine exhibited activity against laboratory strains of wild-type HIV-1 in an acutely infected
T-cell line with a median ECso value for HIV-1/IIIB of 0.73 nM (0.27 ng/mL). Rilpivirine also
demonstrated antiviral activity against a broad panel of HIV-1 group M (subtype A, B, C, D, F, G, H)
primary isolates with ECso values ranging from 0.07 to 1.01 nM (0.03 to 0.37 ng/mL), group O
primary isolates with ECso values ranging from 2.88 to 8.45 nM (1.06 to 3.10 ng/mL), and showed
limited in vitro activity against HIV-2 with ECso values ranging from 2,510 to 10,830 nM (920 to
3,970 ng/mL).

The antiviral activity of tenofovir alafenamide against laboratory and clinical isolates of HIV-1
subtype B was assessed in lymphoblastoid cell lines, PBMCs, primary monocyte/macrophage cells,
and CD4+-T lymphocytes. The ECso values for tenofovir alafenamide were in the range of 2.0 to
14.7 nM. Tenofovir alafenamide displayed antiviral activity in cell culture against all HIV-1 groups
(M, N, O), including subtypes A, B, C, D, E, F, and G (ECs values ranged from 0.10 to 12.0 nM) and
showed activity against HIV-2 (ECso values ranged from 0.91 to 2.63 nM).

Resistance

Considering all of the available in vitro data and data generated in treatment-naive patients, the
following resistance-associated mutations in HIV-1 RT, when present at baseline, may affect the
activity of Odefsey: K65R, K70E, K101E, K101P, E138A, E138G, E138K, E138Q, E138R, V179L,
Y181C, Y181I, Y181V, M1841, M184V, Y188L, H221Y, F227C, M230I, M230L and the
combination of L100I and K103N.

A negative impact by NNRTI mutations other than those listed above (e.g., mutations K103N or L1001
as single mutations) cannot be excluded, since this was not studied in vivo in a sufficient number of
patients.

As with other antiretroviral medicinal products, resistance testing and/or historical resistance data
should guide the use of Odefsey (see section 4.4).

In vitro
Reduced susceptibility to emtricitabine is associated with M184V/I mutations in HIV-1 RT.

Rilpivirine-resistant strains were selected in cell culture starting from wild-type HIV-1 of different
origins and subtypes as well as NNRTI-resistant HIV-1. The most commonly observed amino acid
substitutions that emerged included: L100L, K101E, V108I, E138K, V179F, Y181C, H221Y, F227C,
and M230L.

HIV-1 isolates with reduced susceptibility to tenofovir alafenamide expressed a K65R mutation in
HIV-1 RT; in addition, a K70E mutation in HIV-1 RT has been transiently observed.

In treatment-naive adult patients

In the Week 144 pooled analysis of antiretroviral-naive patients receiving
elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide (E/C/F/TAF) in the Phase 3 studies
GS-US-292-0104 and GS-US-292-0111, the development of one or more primary
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resistance-associated mutations was observed in HIV-1 isolates from 12 of 866 (1.4%) patients treated
with E/C/F/TAF. Among these 12 HIV-1 isolates, the mutations that emerged were M184V/[ (n=11)
and K65R/N (n = 2) in RT and T66T/A/I/V (n = 2), E92Q (n=4), Q148Q/R (n=1), and N155H
(n=2) in integrase.

In the Week 96 pooled analysis for patients receiving emtricitabine/tenofovir disoproxil fumarate
(FTC/TDF) + rilpivirine hydrochloride in the Phase 3 clinical studies TMC278-C209 and
TMC278-C215, HIV-1 isolates from 43 patients had an amino acid substitution associated with
NNRTI (n =39) or NRTI (n =41) resistance. The NNRTI resistance-associated mutations that
developed most commonly were: VO0I, K101E, E138K/Q, V1791, Y181C, V1891, H221Y and F227C.
The presence of VO0I and V1891 at baseline did not affect the response. Fifty-two percent of HIV-1
isolates with emergent resistance in the rilpivirine arm developed concomitant NNRTI and NRTI
mutations, most frequently E138K and M184V. The mutations associated with NRTI resistance that
developed in 3 or more patient isolates were: K65R, K70E, M184V/I and K219E.

Through Week 96, fewer patients in the rilpivirine arm with baseline viral load < 100,000 copies/mL
had emerging resistance-associated substitutions and/or phenotypic resistance to rilpivirine (7/288)
than patients with baseline viral load > 100,000 copies/mL (30/262).

In virologically suppressed patients
One patient with emergent resistance (M 184M/I) was identified in a clinical study of virologically

suppressed patients who switched from a regimen containing emtricitabine + tenofovir disoproxil
fumarate to E/C/F/TAF in a fixed-dose combination (FDC) tablet (GS-US-292-0109, n = 959).

Through Week 96, in patients who switched to Odefsey from emtricitabine/rilpivirine/tenofovir
disoproxil fumarate (FTC/RPV/TDF) or efavirenz/emtricitabine/tenofovir disoproxil fumarate
(EFV/FTC/TDF) (Studies GS-US-366-1216 and GS-US-366-1160; n = 754), no treatment-emergent
resistance-associated mutations were detected.

In patients co-infected with HIV and HBV

In a clinical study of HIV virologically suppressed patients co-infected with chronic hepatitis B, who
received E/C/F/TAF for 48 weeks (GS-US-292-1249, n = 72), 2 patients qualified for resistance
analysis. In these 2 patients, no amino acid substitutions associated with resistance to any of the
components of E/C/F/TAF were identified in HIV-1 or HBV.

Cross-resistance

Emtricitabine-resistant viruses with the M184V/I substitution were cross-resistant to lamivudine, but
retained sensitivity to didanosine, stavudine, tenofovir, and zidovudine.

In a panel of 67 HIV-1 recombinant laboratory strains with one resistance-associated mutation at RT
positions associated with NNRTI resistance, the only single resistance-associated mutations associated
with a loss of susceptibility to rilpivirine were K101P and Y181V/I. The K103N substitution alone
did not result in reduced susceptibility to rilpivirine, but the combination of K103N and L100I resulted
in a 7-fold reduced susceptibility to rilpivirine. In another study, the Y188L substitution resulted in a
reduced susceptibility to rilpivirine of 9-fold for clinical isolates and 6-fold for site-directed mutants.

In patients receiving rilpivirine hydrochloride in combination with FTC/TDF in Phase 3 studies
(TMC278-C209 and TMC278-C215 pooled data), most HIV-1 isolates with emergent phenotypic

resistance to rilpivirine had cross-resistance to at least one other NNRTI (28/31).

The K65R and also the K70E substitution result in reduced susceptibility to abacavir, didanosine,
lamivudine, emtricitabine, and tenofovir, but retain sensitivity to zidovudine.
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Clinical data

Clinical efficacy of Odefsey was established from studies conducted with emtricitabine + tenofovir
alafenamide when given with elvitegravir + cobicistat as an E/C/F/TAF FDC tablet, from studies
conducted with rilpivirine when given with FTC/TDF as individual components or as a
FTC/RPV/TDF FDC tablet, and from studies conducted with Odefsey.

Emtricitabine + tenofovir alafenamide containing regimens

Treatment-naive and virologically suppressed HIV-1 infected adult patients

In Study GS-US-292-0104 and Study GS-US-292-0111, patients received either E/C/F/TAF (n = 866)
or elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (E/C/F/TDF) (n = 867) once
daily, both given as FDC tablets.

The mean age was 36 years (range 18-76), 85% were male, 57% were White, 25% were Black, and
10% were Asian. The mean baseline plasma HIV-1 RNA was 4.5 logio copies/mL (range 1.3-7.0) and
23% of patients had baseline viral loads > 100,000 copies/mL. The mean baseline CD4+ cell count
was 427 cells/mm? (range 0-1,360) and 13% had CD4+ cell counts < 200 cells/mm°.

In Studies GS-US-292-0104 and GS-US-292-0111, E/C/F/TAF demonstrated statistical superiority in
achieving HIV-1 RNA < 50 copies/mL when compared to E/C/F/TDF at Week 144. The difference in
percentage was 4.2% (95% CI: 0.6% to 7.8%). Pooled treatment outcomes at 48 and 144 weeks are
shown in Table 3.

In Study GS-US-292-0109, the efficacy and safety of switching from either EFV/FTC/TDF, FTC/TDF
plus atazanavir (boosted by either cobicistat or ritonavir), or E/C/F/TDF to E/C/F/TAF FDC tablet
were evaluated in a randomised, open-label study of virologically suppressed (HIV-1 RNA

<50 copies/mL) HIV-1 infected adults (n = 959 switching to E/C/F/TAF, n =477 Stayed on Baseline
Regimen [SBR]). Patients had a mean age of 41 years (range 21-77), 89% were male, 67% were
White, and 19% were Black. The mean baseline CD4+ cell count was 697 cells/mm? (range
79-1,951).

In Study GS-US-292-0109, switching from a tenofovir disoproxil fumarate-based regimen to
E/C/F/TAF was superior in maintaining HIV-1 RNA < 50 copies/mL compared to staying on the
baseline regimen. Pooled treatment outcomes at 48 weeks are shown in Table 3.

Table 3: Virologic outcomes of Studies GS-US-292-0104, GS-US-292-0111 at Week 48 and
Week 1442 and GS-US-292-0109 at Week 482

Treatment-naive adults in Studies GS-US-292-0104 and  |Virologically suppressed
GS-US-292-0111° adults in Study
GS-US-292-0109
Week 48 Week 144 Week 48
E/C/FITAF E/C/FITDF | E/C/FITAF | E/C/FITDF | E/C/FITAF | Baseline
(n = 866) (n=867) (n = 866) (n=867) (n =959) regimen
(n=477)
HIV-1 RNA 92% 90% 84% 80% 97% 93%
< 50 copies/mL
Treatment 2.0% (95% CI: -0.7% to 4.7%) | 4.2% (95% CI: 0.6% to 7.8%) | 4.1% (95% CI: 1.6% to
difference 6.7%, p <0.001°)
HIV-1 RNA 4% 4% 5% 4% 1% 1%
> 50 copies/mL¢
No virologic data in 4% 6% 11% 16% 2% 6%
\Week 48 or
144 window
Discontinued 1% 2% 1% 3% 1% 1%
study drug due
to AE or®
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Treatment-naive adults in Studies GS-US-292-0104 and | Virologically suppressed
GS-US-292-0111° adults in Study
GS-US-292-0109

Week 48 Week 144 Week 48

E/C/FITAF
(n = 866)

E/C/FITDF
(n=867)

E/C/IFITAF
(n = 866)

E/C/FITDF
(n=867)

E/C/FITAF
(n =959)

Baseline
regimen
(n=477)

Discontinued
study drug due
to other reasons
and last
available

HIV-1 RNA
<50 copies/mLf

2%

4%

9%

11%

1%

4%

Missing data
during window
but on study
drug

1%

<1%

1%

1%

0%

<1%

HIV-1 RNA
< 20 copies/mL

84%

84%

81%

76%

Treatment
difference

0.4% (95% CI: -3.0% to 3.8%)

5.4% (95% CI:

1.5% to 9.2%)

Proportion (%) of
patients with
HIV-1 RNA

< 50 copies/mL by
prior treatment
regimen®

EFV/FTC/TDF

96%

90%

FTC/TDF plus
boosted
atazanavir

97%

92%

E/C/F/TDF

98%

97%

a  Week 48 window was between Day 294 and 377 (inclusive); Week 144 window was between Day 966 and 1049

(inclusive).

b In both studies, patients were stratified by baseline HIV-1 RNA (< 100,000 copies/mL, > 100,000 copies/mL to
<400,000 copies/mL, or > 400,000 copies/mL), by CD4+ cell count (< 50 cells/puL, 50-199 cells/uL, or > 200 cells/uL),
and by region (US or ex US).

¢ P-value for the superiority test comparing the percentages of virologic success was from the CMH
(Cochran-Mantel-Haenszel) test stratified by the prior treatment regimen (EFV/FTC/TDF, FTC/TDF plus boosted
atazanavir, or E/C/F/TDF).

d Included patients who had > 50 copies/mL in the Week 48 or 144 window; patients who discontinued early due to lack or
loss of efficacy; patients who discontinued for reasons other than an adverse event (AE), death or lack or loss of efficacy
and at the time of discontinuation had a viral value of > 50 copies/mL.

e Included patients who discontinued due to AE or death at any time point from Day 1 through the time window if this
resulted in no virologic data on treatment during the specified window.

f Included patients who discontinued for reasons other than an AE, death, or lack or loss of efficacy; e.g., withdrew
consent, loss to follow-up, etc.

In Studies GS-US-292-0104 and GS-US-292-0111, the rate of virologic success was similar across
patient subgroups (age, gender, race, baseline HIV-1 RNA, or baseline CD4+ cell count).

The mean increase from baseline in CD4+ cell count was 230 cells/mm?® in E/C/F/T AF-treated patients
and 211 cells/mm? in E/C/F/TDF-treated patients (p = 0.024) at Week 48 and 326 cells/mm? in
E/C/F/TAF-treated patients and 305 cells/mm?® in E/C/F/TDF-treated patients (p = 0.06) at Week 144.

Rilpivirine-containing regimens
Treatment-naive HIV-1 infected adult patients
The efficacy of rilpivirine is based on the analyses of 96 weeks data from two randomised,
double-blind, controlled studies in treatment-naive patients (TMC278-C209 and

emtricitabine + tenofovir disoproxil fumarate subset of TMC278-C215).

23




In the pooled analysis for TMC278-C209 and TMC278-C215 of 1096 patients who received a
background regimen (BR) of FTC/TDF, demographic and baseline characteristics were balanced
between the rilpivirine and efavirenz (EFV) arms. The median age was 36 years, 78% were male and
62% White and 24% Black/African American. Median plasma HIV-1 RNA was 5.0 logio copies/mL
and median CD4+ cell count was 255 cells/mm?.

Overall response and a subgroup analysis of the virologic response (< 50 HIV-1 RNA copies/mL) at
both 48 weeks and 96 weeks, and virologic failure by baseline viral load (pooled data from the two
Phase 3 clinical studies, TMC278-C209 and TMC278-C215, for patients receiving the FTC/TDF BR)
is presented in Table 4.

Table 4: Virologic outcomes of randomised treatment of Studies TMC278-C209 and
TMC278-C215 (pooled data for patients receiving rilpivirine hydrochloride or efavirenz in
combination with FTC/TDF) at Week 48 (primary) and Week 96

RPV + FTC/TDF

EFV + FTC/TDF

RPV + FTC/TDF

EFV + FTC/TDF

(n =550) (n =546) (n =550) (n =546)
Week 48 Week 96
Overall response 83.5% (459/550) 82.4% (450/546) 76.9% (423/550) 77.3% (422/546)
(HIV-1 RNA
<50 copies/mL
(TLOVR®)
By baseline viral load (copies/mL)
<100,000 89.6% (258/288) 84.8% (217/256) 83.7% (241/288) 80.8% (206/255)
> 100,000 76.7% (201/262) 80.3% (233/290) 69.5% (182/262) 74.2% (216/291)
Non-response
Virologic failure 9.5% (52/550) 4.2% (23/546) 11.5% (63/550)° 5.1% (28/546)¢

(all patients)

By baseline viral lo

ad (copies/mL)

<100,000 4.2% (12/288) 2.3% (6/256) 5.9% (17/288) 2.4% (6/255)
> 100,000 15.3% (40/262) 5.9% (17/290) 17.6% (46/262) 7.6% (22/291)
Death 0 0.2% (1/546) 0 0.7% (4/546)
Discontinued due 2.2% (12/550) 7.1% (39/546) 3.6% (20/550) 8.1% (44/546)
to adverse event
(AE)
Discontinued for 4.9% (27/550) 6.0% (33/546) 8% (44/550) 8.8% (48/546)

non-AE reason®

EFV = efavirenz; RPV = rilpivirine

a ITT TLOVR = Intention to treat time to loss of virologic response.

b The difference of response rate at Week 48 is 1% (95% confidence interval -3% to 6%) using normal approximation.

¢ There were 17 new virologic failures between the Week 48 primary analysis and Week 96 (6 patients with baseline viral
load < 100,000 copies/mL and 11 patients with baseline viral load > 100,000 copies/mL). There were also
reclassifications in the Week 48 primary analysis with the most common being reclassification from virologic failure to
discontinued for non-AE reasons.

d There were 10 new virologic failures between the Week 48 primary analysis and Week 96 (3 patients with baseline viral
load < 100,000 copies/mL and 7 patients with baseline viral load > 100,000 copies/mL). There were also
reclassifications in the Week 48 primary analysis with the most common being reclassification from virologic failure to
discontinued for non-AE reasons.

e e.g., lost to follow up, non-compliance, withdrew consent.

FTC/TDF + rilpivirine hydrochloride was non-inferior in achieving HIV-1 RNA < 50 copies/mL

compared to FTC/

Odefsey regimen

TDF + efavirenz.

Virologically suppressed HIV-1 infected adult patients

In Study GS-US-366-1216, the efficacy and safety of switching from FTC/RPV/TDF to Odefsey were
evaluated in a randomised, double-blind study of virologically suppressed HIV-1 infected adults.
Patients had a mean age of 45 years (range 23—72), 90% were male, 75% were White, and 19% were
Black. The mean baseline CD4+ cell count was 709 cells/mm?® (range: 104-2,527).
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In Study GS-US-366-1160, the efficacy and safety of switching from EFV/FTC/TDF to Odefsey were
evaluated in a randomised, double-blind study of virologically suppressed HIV-1 infected adults.
Patients had a mean age of 48 years (range 19—76), 87% were male, 67% were White, and 27% were
Black. The mean baseline CD4+ cell count was 700 cells/mm?® (range 140—1,862).

Treatment outcomes of Studies GS-US-366-1216 and GS-US-366-1160 are presented Table 5.

Table 5: Virologic outcomes of Studies GS-US-366-1216 and GS-US-366-1160 at Weeks 482 and

96°
GS-US-366-1216 GS-US-366-1160
Week 48 Week 96 Week 48 Week 96
ODE |FTC/RPV | ODE |FTC/RPV| ODE |EFV/FTC| ODE |EFV/FTC
(n=316) /ITDF [(n=316) /ITDF (n=438) /ITDF (n=438) /TDF
(n = 313)° (n = 313)° (n = 437) (n = 437)

HIV-1 RNA 94% 94% 89% 88% 90% 92% 85% 85%
< 50 copies/mL¢

Treatment -0.3% (95% CI: 0.7% (95% CI: -2.0% (95% CI: 0% (95% CI:

difference -4.2% to 3.7%) -4.3% to 5.8%) -5.9% to 1.8%) -4.8% to 4.8%)
HIV-1 RNA 1% 0% 1% 1% 1% 1% 1% 1%
> 50 copies/mL¢
No virologic data 6% 6% 10% 11% 9% 7% 14% 14%
in Week 48 or 96
window

Discontinued 2% 1% 2% 3% 3% 1% 4% 3%

study drug due to

AE or death and

last available

HIV-1 RNA

< 50 copies/mL

Discontinued 4% 4% 8% 8% 5% 5% 10% 11%

study drug due to

other reasons and

last available

HIV-1 RNA

<50 copies/mL®

Missing data <1% 1% 1% 0 1% 1% <1% 0

during window

but on study drug

ODE = Odefsey

a  Week 48 window was between Day 295 and 378 (inclusive).

b  Week 96 window was between Day 631 and 714 (inclusive).

¢ One patient who was not on FTC/RPV/TDF prior to screening was excluded from the analysis.

d Included patients who had > 50 copies/mL in the Week 48 or Week 96 window; patients who discontinued early due to
lack or loss of efficacy; patients who discontinued for reasons other than lack or loss of efficacy and at the time of
discontinuation had a viral value of > 50 copies/mL.

e Included patients who discontinued for reasons other than an AE, death, or lack or loss of efficacy; e.g., withdrew
consent, loss to follow-up, etc.

At Week 96, switching to Odefsey was noninferior in maintaining HIV-1 RNA < 50 copies/mL when
compared to patients who stayed on FTC/RPV/TDF or on EFV/FTC/TDF in respective studies.

In Study GS-US-366-1216, the mean change from baseline in CD4+ cell count at Week 96 was

12 cells/mm?® in patients who switched to Odefsey and 16 cells/mm? in those who remained on
FTC/RPV/TDF. In Study GS-US-366-1160, the mean change from baseline in CD4+ cell count at
Week 96 was 12 cells/mm? in patients who switched to Odefsey and 6 cells/mm?® in those who stayed

on EFV/FTC/TDF.
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HIV-1 infected adult patients with mild to moderate renal impairment

In Study GS-US-292-0112, the efficacy and safety of E/C/F/TAF FDC tablet were evaluated in an
open-label clinical study of 242 HIV-1 infected, virologically suppressed patients with mild to
moderate renal impairment (eGFRcg: 30-69 mL/min).

The mean age was 58 years (range 24-82), with 63 patients (26%) who were > 65 years of age.
Seventy-nine percent were male, 63% were White, 18% were Black, and 14% were Asian. Thirty-five
percent of patients were on a treatment regimen that did not contain tenofovir disoproxil fumarate. At
baseline, median eGFRcg was 56 mL/min, and 33% of patients had an eGFR¢g from 30 to 49 mL/min.
The mean baseline CD4+ cell count was 664 cells/mm? (range 126-1,813).

At Week 144, 83.1% (197/237 patients) maintained HIV-1 RNA < 50 copies/mL after switching to
E/C/F/TAF FDC tablet.

Patients co-infected with HIV and HBV

In open-label Study GS-US-292-1249, the efficacy and safety of E/C/F/TAF were evaluated in adult
patients co-infected with HIV-1 and chronic hepatitis B. Sixty-nine of the 72 patients were on prior
TDF-containing antiretroviral therapy. At the start of treatment with E/C/F/TAF, the 72 patients had
been HIV-suppressed (HIV-1 RNA < 50 copies/mL) for at least 6 months with or without suppression
of HBV DNA and had compensated liver function. The mean age was 50 years (range 28-67), 92% of
patients were male, 69% were White, 18% were Black, and 10% were Asian. The mean baseline
CD4+ cell count was 636 cells/mm? (range 263-1498). Eighty-six percent of patients (62/72) were
HBYV suppressed (HBV DNA < 29 IU/mL) and 42% (30/72) were HBeAg positive at baseline.

Of the patients who were HBeAg positive at baseline, 1/30 (3.3%) achieved seroconversion to
anti-HBe at Week 48. Of the patients who were HBsAg positive at baseline, 3/70 (4.3%) achieved
seroconversion to anti-HBs at Week 48.

At Week 48, 92% of patients (66/72) maintained HIV-1 RNA < 50 copies/mL after switching to
E/C/F/TAF. The mean change from baseline in CD4+ cell count at Week 48 was -2 cells/mm’.
Ninety-two percent (66/72 patients) had HBV DNA < 29 IU/mL using missing = failure analysis at
Week 48. Of the 62 patients who were HBV suppressed at baseline, 59 remained suppressed and

3 had missing data. Of the 10 patients who were not HBV suppressed at baseline

(HBV DNA > 29 IU/mL), 7 became suppressed, 2 remained detectable, and 1 had missing data.
Alanine aminotransferase (ALT) normalisation was achieved in 40% (4/10) of subjects with ALT
greater than upper limit of normal (ULN) at baseline.

There are limited clinical data on the use of E/C/F/TAF in HIV/HBV co-infected patients who are
treatment-naive.

Changes in measures of bone mineral density

In studies in treatment-naive adult patients, E/C/F/TAF was associated with smaller reductions in bone
mineral density (BMD) compared to E/C/F/TDF through 144 weeks of treatment as measured by dual
energy X ray absorptiometry (DXA) analysis of hip (mean change: —0.8% vs —3.4%, p < 0.001) and
lumbar spine (mean change: —0.9% vs —3.0%, p < 0.001).

Small improvements in BMD were noted at 48 weeks after switching to E/C/F/TAF compared to
maintaining the tenofovir disoproxil fumarate-containing regimen.

In Odefsey studies in virologically suppressed adult patients, increases in BMD were noted at

96 weeks after switching to Odefsey compared to minimal changes with maintaining FTC/RPV/TDF
or EFV/FTC/TDF at the hip (mean change 1.6% for Odefsey vs -0.6% for FTC/RPV/TDF, p<0.001;
1.8% for Odefsey vs -0.6% for EFV/FTC/TDF, p<0.001) and the spine (mean change 2.0% for
Odefsey vs -0.3% for FTC/RPV/TDF, p<0.001; 1.7% for Odefsey vs 0.1% for EFV/FTC/TDF;
p<0.001).
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Changes in measures of renal function

In studies in treatment-naive adult patients, E/C/F/TAF was associated with lower impact on renal
safety parameters (as measured after 144 weeks treatment by eGFR¢g and urine protein to creatinine
ratio [UPCR] and after 96 weeks treatment by urine albumin to creatinine ratio [UACR]) compared to
E/C/F/TDE. Through 144 weeks of treatment, no subject discontinued E/C/F/TAF due to a
treatment-emergent renal adverse event compared with 12 subjects who discontinued E/C/F/TDF

(p <0.001). In studies in virologically suppressed adult patients, through 96 weeks of treatment there
were minimal changes or decreases in albuminuria (UACR) in patients receiving Odefsey compared
with increases from baseline in patients who stayed on FTC/RPV/TDF or EFV/FTC/TDF. See also
section 4.4.

Paediatric population

Emtricitabine + tenofovir alafenamide regimen

In Study GS-US-292-0106, the efficacy, safety, and pharmacokinetics of E/C/F/TAF FDC tablet were
evaluated in an open-label study of 50 HIV-1 infected, treatment-naive adolescents. Patients had a
mean age of 15 years (range 12-17), were 56% female, 12% Asian, and 88% Black. At baseline,
median plasma HIV-1 RNA was 4.7 logio copies/mL, median CD4+ cell count was 456 cells/mm?
(range 95 to 1,110), and median CD4+% was 23% (range 7-45). Overall, 22% had baseline plasma
HIV-1 RNA > 100,000 copies/mL.

At 48 weeks, 92% (46/50) achieved HIV-1 RNA < 50 copies/mL, similar to response rates in studies
of treatment-naive HIV-1 infected adults. No emergent resistance to E/C/F/TAF was detected through
Week 48.

Rilpivirine-containing regimen

The pharmacokinetics, safety, tolerability, and efficacy of rilpivirine 25 mg once daily, in combination
with an investigator-selected BR containing two NRTIs, were evaluated in Study TMC278-C213, a
single-arm, open-label Phase 2 study in antiretroviral-naive HIV-1 infected paediatric patients 12 to

< 18 years of age and weighing at least 32 kg. The median duration of exposure for patients was

63.5 weeks.

Thirty-six patients had a median age of 14.5 years and were 55.6% female, 88.9% Black, and 11.1%
Asian. The median baseline plasma HIV-1 RNA was 4.8 logio copies/mL, and the median baseline
CD4+ cell count was 414 cells/mm?. The proportion of patients with HIV-1 RNA < 50 copies/mL at
Week 48 (TLOVR) was 72.2% (26/36). The combination of NRTIs most frequently used together
with rilpivirine was FTC/TDF (24 subjects [66.7%]).

The proportion of responders was higher in subjects with a baseline viral load < 100,000 copies/mL
(78.6%, 22/28) as compared to those with a baseline viral load > 100,000 copies/mL (50.0%, 4/8).
The proportion of virologic failures was 22.2% (8/36).

The European Medicines Agency has deferred the obligation to submit the results of studies with
Odefsey in one or more subsets of the paediatric population in the treatment of human HIV-1 infection
(see section 4.2 for information on paediatric use).

Pregnancy

Rilpivirine (one of the components of Odefsey) in combination with a background regimen was
evaluated in Study TMC114HIV3015 in 19 pregnant women during the 2" and 3™ trimesters, and
postpartum. The pharmacokinetic data demonstrate that total exposure (AUC) to rilpivirine as a part
of an antiretroviral regimen was approximately 30% lower during pregnancy compared with
postpartum (6-12 weeks). The virologic response was generally preserved throughout the study: of the
12 patients that completed the study, 10 patients were suppressed at the end of the study; in the other

2 patients an increase in viral load was observed only postpartum, for at least 1 patient due to
suspected suboptimal adherence. No mother to child transmission occurred in all 10 infants born to
the mothers who completed the trial and for whom the HIV status was available. Rilpivirine was well
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tolerated during pregnancy and postpartum. There were no new safety findings compared with the
known safety profile of rilpivirine in HIV-1 infected adults (see sections 4.2, 4.4 and 5.2).

5.2 Pharmacokinetic properties

Absorption

Odefsey: Emtricitabine and tenofovir alafenamide exposures were bioequivalent when comparing one
Odefsey 200/25/25 mg film-coated tablet to elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide
(150/150/200/10 mg) fixed-dose combination tablet following single dose administration to healthy
subjects (n = 82) under fed conditions. Rilpivirine exposures were bioequivalent when comparing
Odefsey 200/25/25 mg to one rilpivirine (as hydrochloride) 25 mg film-coated tablet following single
dose administration to healthy subjects (n = 95) under fed conditions.

Emtricitabine is rapidly and extensively absorbed following oral administration with peak plasma
concentrations occurring at 1 to 2 hours post-dose. Following multiple dose oral administration of
emtricitabine to 20 HIV-1 infected subjects, the (mean + SD) area-under the plasma
concentration-time curve over a 24-hour dosing interval (AUC) was 10.0 + 3.1 heug/mL. The mean
steady-state plasma trough concentration at 24 hours post-dose was equal to or greater than the mean
in vitro ICo value for anti-HIV-1 activity. The absolute bioavailability of emtricitabine from 200 mg
hard capsules was estimated to be 93%. Emtricitabine systemic exposure was unaffected when
emtricitabine was administered with food.

After oral administration, the maximum plasma concentration of rilpivirine is generally achieved
within 4 to 5 hours. The absolute bioavailability of rilpivirine is unknown. Relative to fasting
conditions, the administration of Odefsey to healthy adult subjects with food resulted in increased
rilpivirine exposure (AUC) by 13-72%.

Tenofovir alafenamide is rapidly absorbed following oral administration, with peak plasma
concentrations occurring at 15-45 minutes post-dose. Relative to fasting conditions, the administration
of Odefsey to healthy adult subjects with food resulted in increased tenofovir alafenamide exposure
(AUC) by 45-53%.

It is recommended that Odefsey be taken with food.

Distribution

In vitro binding of emtricitabine to human plasma proteins was < 4% and independent of
concentration over the range of 0.02-200 pug/mL.

In vitro binding of rilpivirine to human plasma proteins is approximately 99.7%, primarily to albumin.
In vitro binding of tenofovir to human plasma proteins is < 0.7% and is independent of concentration
over the range of 0.01-25 pg/mL. EXx vivo binding of tenofovir alafenamide to human plasma proteins

in samples collected during clinical studies was approximately 80%.

Biotransformation

The biotransformation of emtricitabine includes oxidation of the thiol moiety to form the 3’-sulfoxide
diastereomers (approximately 9% of dose) and conjugation with glucuronic acid to form
2’-O-glucuronide (approximately 4% of dose). Emtricitabine did not inhibit in vitro drug metabolism
mediated by any of the major human CYP isoforms involved in drug biotransformation. Also,
emtricitabine did not inhibit uridine-5’-diphosphoglucuronyl transferase (UGT), the enzyme
responsible for glucuronidation.

In vitro experiments indicate that rilpivirine hydrochloride primarily undergoes oxidative metabolism
mediated by the CYP3A system.
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Metabolism is a major elimination pathway for tenofovir alafenamide in humans, accounting for

> 80% of an oral dose. In vitro studies have shown that tenofovir alafenamide is metabolised to
tenofovir (major metabolite) by cathepsin A in PBMCs (including lymphocytes and other HIV target
cells) and macrophages; and by carboxylesterase-1 in hepatocytes. In vivo, tenofovir alafenamide is
hydrolysed within cells to form tenofovir (major metabolite), which is phosphorylated to the active
metabolite tenofovir diphosphate. In human clinical studies, a 10 mg oral dose of tenofovir
alafenamide given with emtricitabine, cobicistat and elvitegravir resulted in tenofovir diphosphate
concentrations > 4-fold higher in PBMCs and > 90% lower concentrations of tenofovir in plasma as
compared to a 245 mg oral dose of tenofovir disoproxil (as fumarate) given with emtricitabine,
cobicistat and elvitegravir.

In vitro, tenofovir alafenamide is not metabolised by CYP1A2, CYP2C8, CYP2C9, CYP2C19, or
CYP2D6. Tenofovir alafenamide is minimally metabolised by CYP3A4. Upon co-administration
with the moderate CYP3A inducer probe efavirenz, tenofovir alafenamide exposure was not
significantly affected. Following administration of tenofovir alafenamide, plasma ['*C] -radioactivity
showed a time-dependent profile, with tenofovir alafenamide as the most abundant species in the
initial few hours and uric acid in the remaining period.

Elimination

Emtricitabine is primarily excreted by the kidneys with complete recovery of the dose achieved in
urine (approximately 86%) and faeces (approximately 14%). Thirteen percent of the emtricitabine
dose was recovered in urine as three metabolites. The systemic clearance of emtricitabine averaged
307 mL/min. Following oral administration, the elimination half-life of emtricitabine is approximately
10 hours.

The terminal elimination half-life of rilpivirine is approximately 45 hours. After single dose oral
administration of ['*C]-rilpivirine, on average 85% and 6.1% of the radioactivity could be retrieved in
faeces and urine, respectively. In faeces, unchanged rilpivirine accounted for on average 25% of the
administered dose. Only trace amounts of unchanged rilpivirine (< 1% of dose) were detected in
urine.

Renal excretion of intact tenofovir alafenamide is a minor pathway with < 1% of the dose eliminated
in urine. Tenofovir alafenamide fumarate is mainly eliminated following metabolism to tenofovir.

Tenofovir is renally eliminated by both glomerular filtration and active tubular secretion.

Pharmacokinetics in special populations

Age, gender and ethnicity
No clinically relevant pharmacokinetic differences due to age, gender or ethnicity have been identified
for emtricitabine, rilpivirine or tenofovir alafenamide.

Paediatric population

The pharmacokinetics of rilpivirine in antiretroviral-naive HIV-1 infected paediatric patients 12 to

< 18 years of age receiving rilpivirine 25 mg once daily was comparable to that in treatment-naive
HIV-1 infected adults receiving rilpivirine 25 mg once daily. There was no impact of body weight on
rilpivirine pharmacokinetics in paediatric patients in Study C213 (33 to 93 kg), similar to what was
observed in adults. The pharmacokinetics of rilpivirine in paediatric patients < 12 years of age is
under investigation.

Exposures of emtricitabine and tenofovir alafenamide given with elvitegravir + cobicistat achieved in

24 paediatric patients aged 12 to < 18 years were similar to exposures achieved in treatment-naive
adults (Table 6).
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Table 6: Pharmacokinetics of emtricitabine, and tenofovir alafenamide in antiretroviral-naive
adolescents and adults

Adolescents

Adults

Emtricitabine + tenofovir alafenamide

Emtricitabine + tenofovir alafenamide

FTC? TAF® TFV® FTC* TAF* TFV¢
AUCu (ngeh/mL)| 14,424.4 (23.9) | 242.8 (57.8) | 275.8 (18.4) | 11,714.1 (16.6) | 206.4 (71.8) | 292.6 (27.4)
Cuax (ng/mL) 2,265.0 (22.5) | 121.7(46.2) | 14.6 (20.0) | 2,056.3(20.2) | 162.2(51.1) | 15.2(26.1)
Ciau (ng/mL) 102.4 (38.9)° N/A 10.0 (19.6) 95.2 (46.7) N/A 10.6 (28.5)

FTC = emtricitabine; TAF = tenofovir alafenamide; TFV = tenofovir, N/A = not applicable

Data are presented as mean (%CV).

a n =24 adolescents (GS-US-292-0106); n = 19 adults (GS-US-292-0102)

b n =23 adolescents (GS-US-292-0106, population PK analysis)

¢ n=539 (TAF) or 841 (TFV) adults (GS-US-292-0111 and GS-US-292-0104, population PK analysis)

Renal impairment

Emtricitabine is principally eliminated by renal excretion and the exposure to emtricitabine increases
in patients with renal impairment. Mean systemic emtricitabine exposure was higher in patients with
severe renal impairment (CrCl < 30 mL/min) (33.7 ugeh/mL) than in subjects with normal renal
function (11.8 pgeh/mL).

The pharmacokinetics of rilpivirine have not been studied in patients with renal insufficiency. Renal
elimination of rilpivirine is negligible. In patients with severe renal impairment or end-stage renal
disease, plasma concentrations may be increased due to alteration of drug absorption, distribution
and/or metabolism secondary to renal dysfunction. As rilpivirine is highly bound to plasma proteins,
it is unlikely that it will be significantly removed by haemodialysis or peritoneal dialysis (see

section 4.9).

No clinically relevant differences in tenofovir alafenamide, or tenofovir pharmacokinetics were
observed between healthy subjects and subjects with severe renal impairment (estimated CrCl from 15
to < 30 mL/min) in studies of cobicistat-boosted elvitegravir or of tenofovir alafenamide, respectively.

Hepatic impairment

The pharmacokinetics of emtricitabine have not been studied in patients with varying degrees of
hepatic insufficiency; however emtricitabine is not significantly metabolised by liver enzymes, so the
impact of liver impairment should be limited.

Rilpivirine hydrochloride is primarily metabolised and eliminated by the liver. In a study comparing
8 patients with mild hepatic impairment (Child-Pugh Class A) to 8 matched controls and 8 patients
with moderate hepatic impairment (Child-Pugh Class B) to 8 matched controls, the multiple dose
exposure of rilpivirine was 47% higher in patients with mild hepatic impairment and 5% higher in
patients with moderate hepatic impairment. However, it may not be excluded that the
pharmacologically active, unbound, rilpivirine exposure is significantly increased in moderate
impairment. Rilpivirine has not been studied in patients with severe hepatic impairment (Child Pugh
Class C) (see section 4.2).

Clinically relevant changes in the pharmacokinetics of tenofovir alafenamide or its metabolite
tenofovir were not observed in patients with mild or moderate hepatic impairment. In patients with
severe hepatic impairment, total plasma concentrations of tenofovir alafenamide and tenofovir are
lower than those seen in subjects with normal hepatic function. When corrected for protein binding,
unbound (free) plasma concentrations of tenofovir alafenamide in severe hepatic impairment and
normal hepatic function are similar.

Hepatitis B and/or hepatitis C virus co-infection

The pharmacokinetics of emtricitabine, rilpivirine and tenofovir alafenamide have not been fully
evaluated in patients co-infected with hepatitis B and/or C virus.
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Pregnancy and postpartum

After taking rilpivirine 25 mg once daily as part of an antiretroviral regimen, the total exposure of
rilpivirine was lower during pregnancy (similar for the 2™ and 3™ trimester) compared with
postpartum. The decrease in the unbound free fraction of rilpivirine exposure (ie, active) during
pregnancy compared to postpartum was less pronounced than for total exposure of rilpivirine.

In women receiving rilpivirine 25 mg once daily during the 2™ trimester of pregnancy, mean intra-
individual values for total rilpivirine Cmax, AUCo24 and Crin values were 21%, 29% and 35% lower,
respectively, as compared to postpartum; during the 3™ trimester of pregnancy, Cuax, AUC24n and Cimin
values were 20%, 31% and 42% lower, respectively, as compared to postpartum.

5.3 Preclinical safety data

Non-clinical data on emtricitabine reveal no special hazard for humans based on conventional studies
of safety pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to
reproduction and development.

Non-clinical data on rilpivirine hydrochloride reveal no special hazard for humans based on studies of
safety pharmacology, drug disposition, genotoxicity, carcinogenic potential, toxicity to reproduction
and development. Liver toxicity associated with liver enzyme induction was observed in rodents. In
dogs cholestasis-like effects were noted.

Carcinogenicity studies with rilpivirine in mice and rats revealed tumorigenic potential specific for
these species, but are regarded as of no relevance for humans.

Non-clinical studies of tenofovir alafenamide in rats and dogs revealed bone and kidney as the primary
target organs of toxicity. Bone toxicity was observed as reduced bone mineral density in rats and dogs
at tenofovir exposures at least four times greater than those expected after administration of Odefsey.
A minimal infiltration of histiocytes was present in the eye in dogs at tenofovir alafenamide and
tenofovir exposures of approximately 4- and 17-times greater, respectively, than those expected after
administration of Odefsey.

Tenofovir alafenamide was not mutagenic or clastogenic in conventional genotoxicity assays.

Because there is a lower tenofovir exposure in rats and mice after the administration of tenofovir
alafenamide compared to tenofovir disoproxil fumarate, carcinogenicity studies and a rat
peri-postnatal study were conducted only with tenofovir disoproxil fumarate. No special hazard for
humans was revealed in conventional studies of carcinogenic potential and toxicity to reproduction
and development. Reproductive toxicity studies in rats and rabbits showed no effects on mating,
fertility, pregnancy or foetal parameters. However, tenofovir disoproxil fumarate reduced the viability
index and weight of pups in a peri-postnatal toxicity study at maternally toxic doses.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Croscarmellose sodium

Lactose (as monohydrate)

Magnesium stearate

Microcrystalline cellulose

Polysorbate 20
Povidone

31



Film-coating

Macrogol

Polyvinyl alcohol

Talc

Titanium dioxide (E171)

Iron oxide black (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4  Special precautions for storage

Store in the original package in order to protect from moisture. Keep the bottle tightly closed.

6.5 Nature and contents of container

High density polyethylene (HDPE) bottle with a polypropylene continuous-thread, child-resistant cap,
lined with an induction activated aluminium foil liner containing 30 film-coated tablets. Each bottle

contains silica gel desiccant and polyester coil.

The following pack sizes are available: outer cartons containing 1 bottle of 30 film-coated tablets and
outer cartons containing 90 (3 bottles of 30) film-coated tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Gilead Sciences International Ltd.

Cambridge

CB21 6GT

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/16/1112/001

EU/1/16/1112/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 21 June 2016
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10. DATE OF REVISION OF THE TEXT

MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Gilead Sciences Ireland UC

IDA Business and Technology Park
Carrigtohill

County Cork

Ireland

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this
product within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:
° At the request of the European Medicines Agency;

° Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING

37



PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

BOTTLE AND CARTON LABELLING

1. NAME OF THE MEDICINAL PRODUCT

Odefsey 200 mg/25 mg/25 mg film-coated tablets
emtricitabine/rilpivirine/tenofovir alafenamide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 200 mg of emtricitabine, rilpivirine hydrochloride equivalent to
25 mg of rilpivirine and tenofovir alafenamide fumarate equivalent to 25 mg of tenofovir alafenamide.

3. LIST OF EXCIPIENTS

Contains lactose (as monohydrate), see leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets

90 (3 bottles of 30) film-coated tablets

‘ 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.

Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from moisture. Keep the bottle tightly closed.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Gilead Sciences Intl Ltd.
Cambridge

CB21 6GT

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1112/001 30 film-coated tablets
EU/1/16/1112/002 90 (3 bottles of 30) film-coated tablets

13. BATCH NUMBER

Lot

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Odefsey [Outer packaging only]

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included. [Outer packaging only]

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC: {number}
SN: {number}
NN: {number}
[Outer packaging only]
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Odefsey 200 mg/25 mg/25 mg film-coated tablets
emtricitabine/rilpivirine/tenofovir alafenamide

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

What Odefsey is and what it is used for

What you need to know before you take Odefsey
How to take Odefsey

Possible side effects

How to store Odefsey

Contents of the pack and other information

A e e

1. What Odefsey is and what it is used for

Odefsey is an antiviral medicine used to treat infection by the Human Immunodeficiency

Virus (HIV). Itis a single tablet that contains a combination of three active substances:
emtricitabine, rilpivirine and tenofovir alafenamide. Each of these active substances works by
interfering with an enzyme called ‘reverse transcriptase’, which is essential for the HIV-1 virus to
multiply.

Odefsey reduces the amount of HIV in your body. This will improve your immune system and reduce
the risk of developing illnesses linked to HIV infection.

Odefsey is used in adults and adolescents aged 12 years and older, who weigh at least 35 kg.

2. What you need to know before you take Odefsey
Do not take Odefsey:

. If you are allergic to emtricitabine, rilpivirine, tenofovir alafenamide or any of the other
ingredients of this medicine (listed in section 6).

o If you are currently taking any of the following medicines:
- carbamazepine, oxcarbazepine, phenobarbital and phenytoin (used to treat epilepsy
and prevent seizures)
- rifabutin, rifampicin and rifapentine (used to treat some bacterial infections such as
tuberculosis)
- omeprazole, dexlansoprazole, lansoprazole, rabeprazole, pantoprazole and
esomeprazole (used to prevent and treat stomach ulcers, heartburn, acid reflux disease)
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- dexamethasone (a corticosteroid medicine used to treat inflammation and suppress the
immune system) when taken by mouth or injected (except as a single dose treatment)

- products that contain St. John’s wort (Hypericum perforatum) (a herbal remedy used
for depression and anxiety)

-> If this applies to you, do not take Odefsey and tell your doctor immediately.

Warnings and precautions

You must remain under the care of your doctor while taking Odefsey.

You can still pass on HIV when taking this medicine, although the risk is lowered by effective

antiretroviral therapy. Discuss with your doctor the precautions needed to avoid infecting other

people. This medicine is not a cure for HIV infection. While taking Odefsey you may still develop
infections or other illnesses associated with HIV infection.

Talk to your doctor before taking Odefsey:

o If you have liver problems or a history of liver disease, including hepatitis. Patients with
liver disease including chronic hepatitis B or C, who are treated with antiretrovirals, have a
higher risk of severe and potentially fatal liver complications. If you have hepatitis B infection,
your doctor will carefully consider the best treatment regimen for you.

If you have hepatitis B infection, liver problems may become worse after you stop taking
Odefsey. It is important not to stop taking Odefsey without talking to your doctor: see
section 3, Do not stop taking Odefsey.

o If you are taking any medicines that may cause a life-threatening irregular heartbeat (torsades
de pointes).

While you are taking Odefsey
Once you start taking Odefsey, look out for:

o Signs of inflammation or infection
o Joint pain, stiffness or bone problems

-> If you notice any of these symptoms, tell your doctor immediately. For more information see
section 4, Possible side effects.

It is possible that in the future, long-term users of Odefsey may get kidney problems.

Children and adolescents

Do not give this medicine to children aged 11 years or under, or weighing less than 35 kg. The
use of Odefsey in children aged 11 years or under or weighing less than 35 kg has not yet been
studied.

Other medicines and Odefsey

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines. Odefsey may interact with other medicines. As a result, the amounts of Odefsey or other
medicines in your blood may be affected. This may stop your medicines from working properly, or

may make any side effects worse. In some cases, your doctor may need to adjust your dose or check
your blood levels.
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Medicines that must never be taken with Odefsey:

- carbamazepine, oxcarbazepine, phenobarbital and phenytoin (used to treat epilepsy
and prevent seizures)

- rifabutin, rifampicin and rifapentine (used to treat some bacterial infections such as
tuberculosis)

- omeprazole, dexlansoprazole, lansoprazole, rabeprazole, pantoprazole and
esomeprazole (used to prevent and treat stomach ulcers, heartburn, acid reflux disease)

- dexamethasone (a corticosteroid medicine used to treat inflammation and suppress the
immune system) when taken by mouth or injected (except as a single dose treatment)

- products that contain St. John’s wort (Hypericum perforatum) (a herbal remedy used
for depression and anxiety)

- If you are taking any of these medicines, do not take Odefsey and tell your doctor immediately.
Other types of medicine:

Talk to your doctor if you are taking:

o Any medicines used for treating HIV

o Any medicines containing:
- tenofovir alafenamide
- tenofovir disoproxil
- lamivudine
- adefovir dipivoxil

o Antibiotics used to treat bacterial infections containing:
- clarithromycin
- erythromycin
These medicines can increase the amount of rilpivirine (a component of Odefsey) in your blood.
Your doctor will give you a different medicine.

o Antifungal medicines used to treat fungal infections:
- ketoconazole
- fluconazole
- itraconazole
- posaconazole
- voriconazole
These medicines can increase the amount of rilpivirine and tenofovir alafenamide (components
of Odefsey) in your blood. Your doctor will give you a different medicine.

o Antiviral medicines used to treat hepatitis C containing:
- boceprevir
These medicines can decrease the amount of tenofovir alafenamide (a component of Odefsey) in
your blood. Your doctor will give you a different medicine.

. Medicines for stomach ulcers, heartburn or acid reflux such as:
- antacids (aluminium/magnesium hydroxide or calcium carbonate)
- H;-antagonists (famotidine, cimetidine, nizatidine or ranitidine)
These medicines can decrease the amount of rilpivirine (a component of Odefsey) in your
blood. If you are taking one of these medicines your doctor will either give you a different
medicine, or recommend how and when you take that medicine:
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- If you are taking an antacid, take it at least 2 hours before or at least 4 hours after
Odefsey.

- If you are taking an Hz-antagonist, take it at least 12 hours before or at least 4 hours
after Odefsey. H:-antagonists can only be taken once a day if you take Odefsey.
H,-antagonists should not be taken in a twice a day regimen. Talk to your doctor about
an alternative regimen (see How to take Odefsey).

o Ciclosporin, a medicine used to reduce the strength of the body’s immune system:
This medicine can increase the amount of rilpivirine and tenofovir alafenamide (components of
Odefsey) in your blood. Your doctor will give you a different medicine.

. Methadone, a medicine used to treat opiate addiction, as your doctor may need to change your
methadone dose.

o Dabigatran etexilate, a medicine used to treat heart conditions, as your doctor may need to
monitor the levels of this medicine in your blood.

-> Tell your doctor if you are taking any of these medicines. Do not stop your treatment without
contacting your doctor.

Pregnancy and breast-feeding

o If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby,
ask your doctor for advice before taking this medicine.

o Use effective contraception while taking Odefsey.

Ask your doctor or pharmacist for advice before taking any medicine when pregnant.

If you have taken Odefsey during your pregnancy, your doctor may request regular blood tests and

other diagnostic tests to monitor the development of your child. In children whose mothers took

nucleoside reverse transcriptase inhibitors (NRTIs) during pregnancy, the benefit from the protection

against HIV outweighed the risk of side effects.

Do not breast-feed during treatment with Odefsey. This is because some of the active substances

in this medicine pass into human breast milk. It is also recommended that you do not breast-feed to

avoid passing the virus to the baby in breast milk.

Driving and using machines
Do not drive or operate machines if you feel tired, sleepy or dizzy after taking your medicine.

Odefsey contains lactose
Tell your doctor if you are lactose intolerant or intolerant to other sugars. Odefsey contains
lactose monohydrate. If you are lactose intolerant, or if you have been told that you have an

intolerance to other sugars, talk to your doctor before taking this medicine.

-> If any of these applies to you, talk to your doctor before taking Odefsey.
3. How to take Odefsey

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist
if you are not sure.
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The recommended dose is:

Adults: one tablet each day with food
Adolescents 12 years of age and older, who weigh at least 35 kg: one tablet each day with food

Do not chew, crush or split the tablet.

If you are taking an antacid such as aluminium/magnesium hydroxide, or calcium carbonate, take it
at least 2 hours before or at least 4 hours after Odefsey.

If you are taking an Hz-antagonist such as famotidine, cimetidine, nizatidine or ranitidine, take it at
least 12 hours before or at least 4 hours after Odefsey. H-antagonists can only be taken once a day if
you take Odefsey. H»-antagonists should not be taken twice a day. Talk to your doctor about an
alternative regimen.

If you take more Odefsey than you should

If you accidentally take more than the recommended dose of Odefsey you may be at increased risk of
experiencing possible side effects with this medicine (see section 4, Possible side effects).

Contact your doctor or nearest emergency department immediately for advice. Keep or take the tablet
bottle with you so that you can easily describe what you have taken.

If you forget to take Odefsey
It is important not to miss a dose of Odefsey.

If you do miss a dose:

o If you notice within 12 hours of the time you usually take Odefsey, you must take the tablet as
soon as possible. Always take the tablet with food. Then take the next dose as usual.
o If you notice 12 hours or more after the time you usually take Odefsey, then do not take the

missed dose. Wait and take the next dose, with food, at your usual time.

If you vomit less than 4 hours after taking Odefsey, take another tablet with food. If you vomit
more than 4 hours after taking Odefsey you do not need to take another tablet until your next
regularly scheduled tablet.

Do not stop taking Odefsey

Do not stop taking Odefsey without talking to your doctor. Stopping Odefsey can seriously affect
your response to future treatment. If Odefsey is stopped for any reason, speak to your doctor before
you restart taking Odefsey tablets.

When your supply of Odefsey starts to run low, get more from your doctor or pharmacist. This is
very important because the amount of virus may start to increase if the medicine is stopped for even a
short time. The disease may then become harder to treat.

If you have both HIV infection and hepatitis B, it is especially important not to stop your Odefsey
treatment without talking to your doctor first. You may require blood tests for several months after
stopping treatment. In some patients with advanced liver disease or cirrhosis, stopping treatment is not

recommended as this may lead to worsening of your hepatitis, which may be life-threatening.

—> Tell your doctor immediately about new or unusual symptoms after you stop treatment,
particularly symptoms you associate with hepatitis B infection.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.
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4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Possible side effects: tell a doctor immediately

o Any signs of inflammation or infection. In some patients with advanced HIV infection
(AIDS) and a history of opportunistic infections (infections that occur in people with a weak
immune system), signs and symptoms of inflammation from previous infections may occur soon
after HIV treatment is started. It is thought that these symptoms are due to an improvement in
the body’s immune response, enabling the body to fight infections that may have been present
with no obvious symptoms.

o Autoimmune disorders, when the immune system attacks healthy body tissue, may also occur
after you start taking medicines for HIV infection. Autoimmune disorders may occur many
months after the start of treatment. Look out for any symptoms of infection or other symptoms
such as:

- muscle weakness
- weakness beginning in the hands and feet and moving up towards the trunk of the body
- palpitations, tremor or hyperactivity

- If you notice these or any symptoms of inflammation or infection, tell your doctor

immediately.

Very common side effects

(may affect more than 1 in 10 people)
o difficulty sleeping (insomnia)
o headache

o dizziness

o feeling sick (nausea)

Tests may also show:
. increased levels of cholesterol and/or pancreatic amylase (a digestive enzyme) in the blood
. increased levels of liver enzymes in the blood

Common side effects

(may affect up to 1 in 10 people)
. decreased appetite
depression

abnormal dreams

sleep disorders

depressed mood

feeling sleepy (somnolence)
tiredness

stomach pain or discomfort
being sick (vomiting)
feeling bloated

dry mouth

wind (flatulence)

diarrhoea

rash

Tests may also show:

o low white blood cell count (a reduced white blood cell count can make you more prone to
infection)
o low platelet count (a type of blood cell involved in clotting blood)
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o decrease in haemoglobin in your blood
o increased fatty acids (triglycerides), bilirubin or lipase in the blood

Uncommon side effects

(may affect up to 1 in 100 people)

. signs or symptoms of inflammation or infection

low red blood cell count (anaemia)

severe skin reactions including rash accompanied by fever, swelling and liver problems
problems with digestion resulting in discomfort after meals

swelling of the face, lips, tongue or throat (angioedema)

itching (pruritus)

joint pain (arthralgia)

- If any of the side effects get serious tell your doctor.
Other effects that may be seen during HIV treatment

The frequency of the following side effects is not known (frequency cannot be estimated from the
available data).

. Bone problems. Some patients taking combination antiretroviral medicines such as Odefsey
may develop a bone disease called osteonecrosis (death of bone tissue caused by loss of blood
supply to the bone). Taking this type of medicine for a long time, taking corticosteroids,
drinking alcohol, having a very weak immune system, and being overweight, may be some of
the many risk factors for developing this disease. Signs of osteonecrosis are:
- joint stiffness
- joint aches and pains (especially of the hip, knee and shoulder)
- difficulty with movement

-> If you notice any of these symptoms tell your doctor.

During HIV therapy there may be an increase in weight and in levels of blood lipids and glucose. This
is partly linked to restored health and life style, and in the case of blood lipids sometimes to the HIV
medicines themselves. Your doctor will test for these changes.

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety
of this medicine.

5. How to store Odefsey

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and bottle after {EXP}.
The expiry date refers to the last day of that month.

Store in the original package in order to protect from moisture. Keep the bottle tightly closed.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information
What Odefsey contains

The active substances are emtricitabine, rilpivirine and tenofovir alafenamide. Each Odefsey tablet
contains 200 mg of emtricitabine, rilpivirine hydrochloride equivalent to 25 mg of rilpivirine and
tenofovir alafenamide fumarate equivalent to 25 mg of tenofovir alafenamide.

The other ingredients are

Tablet core:
Croscarmellose sodium, lactose (as monohydrate), magnesium stearate, microcrystalline cellulose,
polysorbate 20, povidone.

Film-coating:
Macrogol, polyvinyl alcohol, talc, titanium dioxide (E171), iron oxide black (E172).

What Odefsey looks like and contents of the pack

Odefsey is a grey, capsule-shaped, film-coated tablet debossed on one side with “GSI” and “255” on
the other side. Odefsey comes in bottles of 30 tablets and in packs made up of 3 bottles, each
containing 30 tablets. Each bottle contains a silica gel desiccant that must be kept in the bottle to help
protect your tablets. The silica gel desiccant is contained in a separate sachet or canister and should
not be swallowed.

Not all pack sizes may be marketed.

Marketing Authorisation Holder:
Gilead Sciences International Ltd.
Cambridge

CB21 6GT

United Kingdom

Manufacturer:

Gilead Sciences Ireland UC

IDA Business and Technology Park
Carrigtohill

County Cork

Ireland

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Gilead Sciences Belgium SPRL-BVBA Gilead Sciences Poland Sp. z o.0.
Tél/Tel: + 32 (0) 24 01 35 50 Tel.: +48 22 262 8702

Bovarapus Luxembourg/Luxemburg

Gilead Sciences International Ltd. Gilead Sciences Belgium SPRL-BVBA
Temn.: +44 (0) 20 7136 8820 Tél/Tel: + 32 (0) 24 01 35 50

Ceska republika Magyarorszag

Gilead Sciences s.1.0. Gilead Sciences International Ltd.

Tel: + 420 (0) 910 871 986 Tel.: + 44 (0) 20 7136 8820
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Danmark
Gilead Sciences Sweden AB
TIf: + 46 (0) 8 5057 1849

Deutschland
Gilead Sciences GmbH
Tel: +49 (0) 89 899890-0

Eesti
Gilead Sciences Poland Sp. z 0.0.
Tel.: +48 22 262 8702

E)\LGoa
Gilead Sciences EALdg M.EIIE.
TmA: + 30 (0) 210 8930 100

Espafia
Gilead Sciences, S.L.
Tel: + 34 (0) 91 378 98 30

France
Gilead Sciences

Tél: + 33 (0) 1 46 09 41 00

Hrvatska

Gilead Sciences International Ltd.

Tel: + 44 (0) 20 7136 8820

Ireland
Gilead Sciences Ltd.
Tel: +353 (0) 214 825 999

Island
Gilead Sciences Sweden AB
Simi: + 46 (0) 8 5057 1849

Italia
Gilead Sciences S.r.l.
Tel: + 39 (0) 02 439201

Kvzpog
Gilead Sciences EAAGG M.EIIE.
TnA: + 30 (0) 210 8930 100

Latvija
Gilead Sciences Poland Sp. z o.0.
Tel.: +48 22 262 8702

Malta
Gilead Sciences International Ltd.
Tel: + 44 (0) 20 7136 8820

Nederland
Gilead Sciences Netherlands B.V.
Tel: + 31 (0)20 718 36 98

Norge
Gilead Sciences Sweden AB
TIf: + 46 (0) 8 5057 1849

Osterreich
Gilead Sciences GesmbH
Tel: +43 (0) 1 260 830

Polska
Gilead Sciences Poland Sp. z o.0.
Tel.: +48 22 262 8702

Portugal
Gilead Sciences, Lda.
Tel: + 351 (0) 21 7928790

Romaénia
Gilead Sciences International Ltd.
Tel: + 44 (0) 20 7136 8820

Slovenija
Gilead Sciences International Ltd.
Tel: + 44 (0) 20 7136 8820

Slovenska republika
Gilead Sciences Slovakia s.r.o.
Tel: +421 (0) 232 121 210

Suomi/Finland
Gilead Sciences Sweden AB
Puh/Tel: + 46 (0) 8 5057 1849

Sverige
Gilead Sciences Sweden AB
Tel: + 46 (0) 8 5057 1849

United Kingdom
Gilead Sciences Ltd.
Tel: + 44 (0) 8000 113 700

This leaflet was last revised in <{MM/YYYY}><{month YYYY}>.

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.cu.
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T/REVBEEUILNY Y SE REHEEBHS
LIDERAERSSNTHST. BEERSHICHEOR
EYERIFHTH S,
E -
FHREBERS LIRS, N 2T v RUGRFE
ROBESNOOEEQTER ORES, —BHEE
FEEET D,
9. ¢¥mftmizE
T/ARENL DVTOF I IVIVEBIEBEDO Y 2 A ERAL
HPARMERCERICHSLT. EFRASCHHTIER
DESRBE016E T ICAHBRERE M SHEICREREL
CEDBEN® S,

WA SCED 2017 4F 11 AkET
VERKAEH
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AN

2018 4 XX AERR (85 1 R)

Doooooooooooog|

B B ERRAT AAEER G EES
ERBIRR - Ao ER 87625
BLD A NV L ERER

— > G A =
T4 BBER (F)
BEEERS 7 a (= %

ARES

ODEFSEY"® Combination Tablets SN 5 [ ELE SR N L
UNEYY VIBEEE/T ) REN TT72F I R7AEBRE/m A RY) VE EUEESEE AR EES
FERE-ERISEONGFEIC I VEHTHZ b EEEE 2016 &3 B

[&]
B BUBMET R 2 AL TV D ERE TIE, AFlOELSFIRICEY, B
FHBVEIFR NIRRT DB ZNNH 5D T, KFN O G 2 hilrd % i
BT HoEET S 2 L FICIENEEOSS, BEElT 28T h
NoHHOTHERETHZ &, [[EERILRNEE] OS]

[#£E RoBHFITIFHRELRNZ )]

D V7r7rEvy, VI7rT7Fr, AAR<BEY 7= /N1
X —), Tx=hAfr, KRATz= v, TP AEZ
(&5¥%5), ¥4 34 XU Y7 (St John’s Wort, &>k -
Va—rRX-U—b) GAEM. Ta bR THER (F A
TSN, TV T TS =) TRT T =) AT T
S R TITV T VEEE)  T T T VeV RS R OR
# [IFEER] omESR]

2) ARAIOF A xE UIBEUE OREEIE O & 5 BT

CERRREDN

Rots | AT 7 v 4 BLasE

oy G| Ve e Y U 27.5mg (U ALEE Y ELT25mg), 7/ 7k
g | eV 77 7=F I FT7~Afi28mg (7 /REL 777273
FELT25mg), =AY HEL 200mg

W | FLbEAKF. fEsE e — R RE Ry KU Y — | 20, 7
BAHNAT—=ZAF RY DL ATT Y USRS A R E
ST =) AT AAe) | b T2 v~ 27 m = —)1 4000,
PR %S

@« FIE | IRED T 4V ba—TF Tk

sME Fifi Hif A
(esD) (s ) [—
R&Ex R jxe JEE g
(mm) (mm) (mm) (g)
15 7 6 0.67

aeBllFL 5 | GSI

(ZheE - %h3]

HIV-1 JE& i

(ZheE - ZhRITBSES DEH LOER)

V1 LR oWFRso HIV-1 & E M+ 5 2 &, i

@ HLHIV EOIEFERER 72 < HIV-1 RNA £ 100,000 copies/mL !
LT ChomE (THRMA OESH)

@ TANAFHIIRORBRN 2 < BIY RRZ AT 6 ARLLEIT |
BT A L ZE4MH] (HIV-1 RNA 75 50 copies/mL A% |
W) BWELNTHY, UAEEY V., T2 REA I A B
U B BAKET D B A RS ARE~ 0 ) B
ZWHEYTH B LI S D B HIV SRBEIRHR RS (THRHE R
B DOIESHR)

2. AFNC X DR H T > TE, BEOIRFEIE R OFRER 55

IXRANMHERE GEAR TR & 2 VXK BIAINT) 2551

T5Z L,

Iz

[ - AE]
WO B2 P o R B 3Skg UL o/ NI IE L 1R TEE
(Ve yrélT25mg, 7 /KN T77=2FIREL
T25 mgh R A b X E & LT20 mega&4) %18 1A
BFERXITAEZICROEST D,

.

(R - AEICEET AER EOEE)
ATV AL EY VR, 7R EL TFT2F I RT ]
~VBER T A Y YR E L AT ARARTH D, |
INBORHRITT /RN VYT uxe T < VR
FEUDRAEFH LRV &, '
B BAEC, 7 VT F =02 )T T2 AH30 mL/minkd
ThHILEWRTHI L, £, KAKGH, 71T F |
=27 U7 T2 AN30 mL/min K2 IK T LZ5A1E, 5 )
O EEETS L, (TEERS) | [EEREARN |
W . [EEhRE ) O BR)

2)

3)

4)

2)

3)

[EH LR
EERE ROBHFIIERCEETEL)
TEOBEEEREEOH L EBF [mA R ¥ B U Ol FRE
FRT 5 (Mm@ oESR), ]
FHEERNRZ L Z Lo WERE (B2 ) 7 A e, 3 LWRIR. &
PR, o o Mt OR4, e RKVE QT MERIEFERS) Xk
QTER L ZTZ ENMbN TV AR ZHZHEFORELY L
BB U > 75 mg U300 mg #EHRFIC QT ER 2SR HIL TR Y |
IHNHOEETIE QT EREIC XLV REIRNBHT BTN H
% (HEEAEM). THEmEEE] OHEEM), ]
B R OV % C BT 7 A VA BRI EE [V re e ) il
FI ORI I AHBRIC I\ T, FFIRESEA E S (FR
TR ZETe) OBBBHEENIEEEREET L @7z
(THESZFEANIEE ] OHEEBR), ]
g [[mlsE ~o#h ) OmHEER]

BEERERANER

AFIOFERICE L TiE, BEUTBFEICRD @Y RHIC, &

DOFENZOWTC I B LAEZB-%, FHTLZ &,

(1) ARANE HIV BEYYEORIEFIEIE T RN L n, B
JEYL % Gt HIV YT OMER A O 00 2 580E LT 5 Al
HEMEM B 2 DT, ARHKIE G- BREAT O & RO ZE LIz D
T, TRTHYEICHET DL,

(2) AFNOEMBEGIZ L DBz, BEDE ZARH
ThdHZ &,

(3) AANC X 2IRED, PRI MIETH YT K Bt~
O HIV JER DGR E WD S5 2 LA L »TIE RN &,

4) AFERTGELBVICEARMTZ L, £z, HYEOHE
R UICHEBEZER L2 RAZPIELZY LnwZ &,

(5) AANIOHAEA EMHBEEREZR T2 En83d 57290, IRA
POTRTOREFZ MY EICHET L2 & (FHAEM) @
HEM), 7o, AFITHIPICHT7 It 3EF % ]R3 5
WA, FRNCHYEICHRT 2 &,

AFNL, HIV-1 JEEIC S LT 1 HITHREEZITI DO TH S

7o, MoPL HIV EEFH L2V &, £/, =AY v

g ey LU O KA E, v A VR FRREEEFE L TV D

FITVEGURAEFH LN &,

RIGHED HIV-1 EPREEZRGE L2 L e Y > O

IRE HLFRRRBRICEB N T, LTORENFOLNTND Z &2

B KBNS X A IBIRBMGIEICIE, 2L DFRICHONTE

Bioz L,

s UANAERRKFIT, WRIFETHDLTII TV /T A
MU & BEEEORER ST, =7 7y B L VR
CHMBIERE) L b UL Y UBETE,- T (THRLIE

B OEZBM),




4)

6)

7)

9)

o N— 25 A L CDAMEE Y 2o REREAS 200 cells/pL AT 0 B
BRE ik, 200 cells/ul LA EDOHERE L lb_XT, A LA
RGO EIS B E o 7 (THIRRE ] OEBMR),

HIV & BRJFL Y A LA (HBV) ERZ AL TWD EBRE

TiE, AR OEGFIEICE Y, BWRRFROEARL B

LEENDD D, AFIP L L AR, EBA 2 G

MEZATO R E, BIBE D275 2 &, REIPIEZRICHT

RVBEAL LT E, FEREEOTF AR L 2D WREMEN & 5

DT, LEIS U TH HBV o 52 EET L2 L,
Ve e ) Ao WA R T FHRBRICES VT, B A%

O/ E CHRUF 9 0 A NV A BERY B H Tk, IFIRBE A E

4 (FEREMERE 2 5T) ORTUMEE ) JEEE R E

BHEVEhoTZ Enb [EHKYEE 33.3% (18/54 ),

HEREGIRGERE 4.9% 31/632 4], ZhbDBREFICHEST

LEOIE, EMA I RERE 21T Y, BlEE+50

ATV, BEBEDONEEEICE, eIk 5720

WY 2R E AT H Z &,

TR EAXITT L N VB TR G

FLAER O HAME G T o6 o AEEIC LY, BEERI

7 F—3 AR ONEMILAS & 5 EEOFIER (T

B, BHECELHESNHTWDHOT, HEET Y F—v AN

VIR R B e DS B o L 2 R R E R T A RS (7R
N AT 2T —BOAML ERE) NRBOLAEEBAI

X, ARFOF G Z2 —Fh k45 2 &, FRICIFEBO LRI

FTEETAHRFICBVWTIZEET L &,

KEERL, 2V T7F =07 )T 50 A EDOEKRERE

ZEN L., BWERTEOFREHERT LI, £, KA

Behith b B RAESZICLY, BEOREZEEHERL B

2L, BHEREOY A 24T 5BF 7 LTF=

I VT T UARPMEY v oREEERT L L, Bk

EHTLHIEANEOPFTFITRET D ENLEE L,

P HIV O LAEIGF AL AT - 72 BE T o8 A 5% 1

HEAREINTWD, H5B%, GEMRENREL, &

EVED de B PESEGEME A FIRLRYE (A a7 7Y T A

TEV LTy A A MATa A VA =a—

FVARAFRAEIZL DB D) EIHT D RIESUS N FEIT S

ZEND D, Fio, REREORIEICHEVAE THRERR (F

WIRBEHETCHERE . ZRMEM K., 70 - S —JEERE. 7
ROUBRE) BDRERATLEORENRHDLOT, ZhbDIE

WEFG L, LERFITERBREBE T2 L,

PLHIVEOMAIZ XY, KB OE S H/ERMI S 5bhd

ZERBHDHOT, RENROLNHGAIC T R0 E A

7952 &,

10) 7/ KREN 7T 7x2F3 R7~ VEREZ &4 5 8A o

IEFRRBR L OERRRICIB T, BEEOIKT &5
DAL~ — T — O EHNED S, B OO R
STz, Fiz. HUHIV IS L D IBIRBER A 220 HIV-1 Jgk e
BEICHL, /RN 757 2F N7~ VIBEEZ G
THHAN G SN ERRBICRB T, BEENKTFL
TIREBINRBD Hivie, WEIT OO H 5 BHE XiLZE D
fhoBMEEREE AT HBETIE, HoRBIEEITVL, R
WO ONTEEICE, BEEPIET A%, WY e
BITH &,

11) =A MY 2 BBAORBRIZIB W TREEANREI L,

ZTORBMEETAFOANEICEH N ERRBRINTWVD,

3. MEEHA

UAEE D %, EICCYPIAICL s ns,
FIREALKOPT A NY S ZE L, RERIK AW & REEIH 72 R
& W L0 B s,

FJ)REN TFT7xF 3 RiE, BT 7 A, CYP3A L' P
HWEAOOKLETH D,

1) AR BFRLRWVWZ L)

KA 4%

HERAER - HEEB IR

BR - fERKF

INR=BE
F 7L k=
Tz )N )VEH—)v
T x ) N— L
TJxz= bV
TLET Tk
AT 2=,V
KA RNA YV

yrEry R OT
K 757 3
R o> i o B 23 KT
U ARFH O %) 573 655
ToOBENNRD D,

L3V XY VY
(St. John’s Wort, &>
FePa—vXU—1})
SHEER

v 7T 723K
O i B R BE AN R
LBENDD D,

TFTEFRAZT U EHR
5 (HmE#&EZERL)

FhRE

U ey o f g
ENET L. RAlO%)
AW T D BE R
b5,

Zh b o A D
CYP3A #FEEMIZ &
D, VALY Oft
BAEESND,

Fu bRy FHEER
FATGS =P
FAT T =
FRATZ I
FSUITTI =N
B Ta
FIRFF S — v
Ny b
TIATST =)
E AN
RI)TFITHF TN
34
¥ v T

UNEEY o
EBRKT L. KFlD%)
BRI T D BN
b5 (IFEYBE) OE
S,

HANOpH EFHIZL D
ULEEY ORI A
KF+ 5%,

T VEN
Ty

T/REN TTT =
72 RO HIV-1 #5E
BIETFTF D0, KA
DENRDPRES T % W HE

PR D 5,

TITSVENDIT T
v ATEMEREERIC
Ko7,

2) BFHER (BFHICEET D2 L)

b il ks

HRAER - B G

B - fERNT

H, 3 b A
TrEFOLY
VAFTU
=HFUr
T=FTr

ULEE Y 2o o R
BT L. AH 05565
TrksEnnbsr, b
DAL, KA E O 12
R DL BRSO 4 BER LA B
BT 5 2L (T8yH)
HE) OIEBR),

THI B A

HL K R AL T v
S=UATL
TR B R v v
N

UL Y o A
KT L. ARH D% 582365
TrksEnnbsr, b
DIEANL, AFIE GO 2 K
RALL 3T 4 BRI L 1%
[ e IR

HANOpH EHICL D
YILEEY v OWILR
[ R

77 )RV
v
TyRuTAf TV

UL Y 2o A
LRI LEREERD S, R
BLlLT7YREYA VY
LhEERTDLI L.

b DK D CYP3A
REEHICLY U re
B oA IES
nb,

Ay Ry AR 2o i A EE MK T | # A B
THZENDHD (THEYH)
HE] DIEBM),

TrZuEN IR OIA T A | RE ~ O RE Bk

NZvrmEN
Hryvrueen
NVFrvyrrsme
Nz

XiZ= s Y vFE oM
TRESER L, AEFS
BT DTN D D,

EUR T RE 3
PE S 2 G PRl
DA LD P 23
ES D,

QT EREEZTZ
LEmboh TN
A

QT i £ . L= M KM
(Torsades de Pointes % &
o) BDEBTHBENANH

YLERED Y 75 mg &
O 300 mg £ 5-F:Z QT
JEENRRD LA TWD

b il M ARAER - BT B - fAREF

y7yrreEvs?

ULEEYCEOT /|2 b o A o

TFT AEN 777 =2F 2 |CYP3A FHEMAEMIC K
R G RofPfgRESET|[0, UreEey roft
Yoy FdFo? L. AAIOBESBE | #REShD, 2

RaTT v

TEBZENANHD (T3
WEhe ] OEBM),

b OIRKI O P BEE A
EEMICEY, TR

TIAH %, (TEHyoE, omE2
V& a— L ).
4. BIfEA

JLEEY /T RN Uy Taxv T i/ o s ) v
K EUBANZ LD U A VAR S TW A HIV-T YR
ZRpGE UCAKNCY) D B 2 214055 T MaBR (GS-US-366-1216
HER) (BT, 316 Bl 20 B (6.3%) ICRIEA (R i 5

WaEle) HEED

LT, ERRIERIE,

261 (0.6%) Thoi, (KFREF)
T EVLUYT REN VYT a7 iEtE/m s Y
VHEEVRIANS XD AV ZZCEIHI STV D HIV-1 YRR
FraEx G L L TARBIICU Y B E MR R
(GS-US-366-1160 #R) 12350 T, 438 #ilH 56 1] (12.8%) IZRITE
A (BEBREMREE ZE&T) ARO LN, EREIERIX, BF 7
B (1.6%) | 5l 6 B (1.4%) . ANHRAE 5 41 (1.1%) . T 4 61 (0.9%) .

ERE 4] (09%) Tholo,

_9_

KGRES)

R0 3 651 (0.9%) . L




1) EXZEIER

(1) BREL0EEOTHERE (HEFRH) ® . SMEEE
dOBARE, BIRMEEE, 77 o= — R, T
JRANEBAE, MENER (BMEzat). BUHRAESD
BEOBBERERHS DN ZENH LD T, EMH
ISR 21T 5 70 EBIE &2+ AT, BBIRRAEE I R

RO Li-tEn, JALELEY RO AR ZE LD
HBNRE R T A — X Z# 1 ITRT,
£1 BRABERACIAEEY VT /IREL PV ATY

N/ A R Y S 2 EURAR (25/300/200 mg) RS ICHERE DR
BELiLEomBEFINELY VRO ANY VZ B OEYBEA

FRA—H
DRDOLNTHAEITIE, BH 2P I3 57 Ly e L& SHERE T A — &
EATH Z L, FRICBHEERE T OBEEN H 5 BESE B 8 {4l Conax AUC., ) )
DHLIERIPEEINTVWSRETIIEETS 2 L, (ng/ml) | (ng-W/mL) " ”
bbb ERBHEDT. DL 5 RBaIcE. Bh (52.88) | (1899.03) [2.020-54:).50] (15.210)
EHULT 57 LY RAEELTD Z L. =abyeser | GS | oman | fooass | @14
2) ZOMOBIHEM A TR M), o 1 PO (RG]
TROBEANRG LMD Z ENH LD T, BEE HoIfTv,
REDRO LN HAETEY RN EEITH Z &, <HEANCB BRRE>
0.5%20 E 0.5% KW HERHY 1. DRI - 3% 3 B
REREE o 2% P S (0 A 1) BERA
ggﬁiﬁ%% RAkOR P S4Bl A A % B E £ (600keal, BT 27%) & & b iC
EAEIESS - AL -3 BE /R T A — z
FRRE R R 72 | 5 o7 WRAE B0 &% i?“uﬁgbt&%®%mﬂ®1%®%’7f ALk
%"
TEREE | G0 EOED X IR £2 AEAERBRACAAZABICHEEORE L L& 0ERS
HERRE RNE LN R RN AN RN OEMERE NS A —F
L P, ML RER SR EIE T A — 4
JFF B % NIV AT IS 95 15 o AUC.
Y EH (ng/ml) | (ng-/mL) tmax(h) tia(h)
BEREBLORT Ea R 1214 3843.1 4.00 5165
LR Jneed s (26.1) (36.2) | (4.00,5.00) | (36.83, 66.88)
—% - 2HEE 9 57 FIREN T T 198.0 263.6 1.50 0.42
B X UO& 5L eV (57.7) (42.0) (1.00,2.00) | (0.39,0.49)
(22N AR sE 1608.6 9603.2 2.00 18.71
1) AHOHESME KRB (GS-US-366-1216 75k & 8 GS-US-366-1160 i (26.5) (21.6) (1.50,3.00) | (15.05,25.27)

BR) TIRRRO bAIRh oI i AR OAH B % T RFANZ ST
R b EIE 2 HERM & L,

5. BEE~ORS

AF O @ F BT 2 EMERITBFT S TW Y, miE T
E—MRICHF. BROLDEENMETLTWD ZERZ 0, B
FOREELBELRPOEEBIIRET 22 L,

6. fLIE, PER, BARE~OKRE

1) B TR LT A RTREMED & B i AT, TR LAt
faltt % Rl SR SN2 GAIc o ET 5 2 L, Dl
DO EITET DL TMT LTy, BB () 12k
WCT / ARENLVOIRRRA~OBITAHRE STV D, ]

2) BILF O AT, AEEEGRIRLE TS, [T/
AREALKRZ A NY S ZE D ML ~DOBITHHRE S
NTWBEO N FIRENL 75 7=2FI FDE FAITF~D
BITEAHTHD, £/, Vel it eiwER (7
v k) THHPA~BITTIH2ZENRHEINTHWDN, B b
A ~DOBITIIAHTH S, 7ods. HIV Yot BE 13,
FLIE O HIV &Y a2 2720, LRICHALZ G202 &
NEE LW, ]

3) MEHRHI R QYR I OUTIR I AR 2 e 5 Uiz & & HpEfk Lk
gL, Ve Y rofRER AR b TWD (5,
HE] DIEZRM),

~

7. NERE~DORE
TEHAREL, BraER, LY, ST 12 BRI LA E 35kg R
T/ IS B 22 PEIEHENT LTy (B R BR 23 72 )

8. BERS

e, JER
WEEGICET LT —XIERb VD, ERAZEN
T U EE Y > 75mg KON 300 mg % 5-IFFIC QT AE K 2378 8
bhTwnd (IEp@hiE] omsi),

JILEE -
AR i B 5 UTc 6t /S X NH A 2 R OMEARSE IR D B12R
WL ER (QT HkH) OMERE, —MRARSFRIRIEEZTT S,
TARYSEEROT /R EVTMEEITIC L —EBkRE S
ns,

[ZEyERE]
<BAANCBTLRE>
RN - M3 R EE
R A VEE Y /T 7R E)L YT ax LT <)L
FEME/ = A R U V&2 B UELAA] (25/300/200 mg) & A4 (1 Hia]

T (CV%), toae b TFIAE (PUS L)

BEOPE

A8 E N E S AR F & AR e (600keal, AE'E 27%) UL mifE
£ (800-1000kcal, JEE 50%) & & HICHERROKEEG L L
XOFRYOMIFETIRFEREL ., ZEMICHREROES L L&
OBRFERE LB LR EE3IRT,

#3 SEAERRACAFZREIEERICEREIRESE L L
EDERFOEDBRIIRETREORE

SRMBFE N T A —Z D (%) (90%(3 FE X [#)
30 51 L HE AT IF /22 I WF = A5 W5 A IR/ 22 i IR
Cinax AUC;y¢ Conax AUC;n¢
U 139 112 207 172
Jreel s (124-156) | (103-123) | (179-239) | (149-199)
T/REN TTT 77 145 % 69 153 ™
=F3IF (66-92) | (133-158) | (57-84) | (139-169)
. 76 91 74 88
ThEIvrEs (70-82) (89-93) (70-80) (85-90)
E) AUChay

2) HIV-1 RPBE

VLR EY VB HIV 3T L DR O 20 HIV-1 R B
.Ul A 25 mg &2 1 B 1 [EIRER 0 S L2E T
RO Z AW LR MR L0 G- miEr Y
NEREY CORYBIRE T A — % (HEEE) % % 4 1237 HIV-1
BB EFICBT MR Y LYY v OREEITRER AL
DIRECTH - 72,

£4 HAEARAHIV-IBERE BT 2MEF Y 1Y L OERYE)
BT A—FHEEE (8 HIHERER (C209 RV C215 RER) o 96 @

BF& AT
FEYBRENT A —H 679 i
AUCy, TR R R 72) 2235 (851)
(ng-h/mL) e fi [P ] 2096 [198~7307]
Co FHME (EER ) 78 (35)
(ng/mL) e (AR ) 73 [2~288]

1278 LA B 18 s A O /N HIV-1 B IC U L E B Y V25 mg
1 HIREKERELZEED, Vree ) roOREYEE T
A =B ERSITRT,

£5 AEAMRE (12 RUE 18 RARM) HIV-1 BRBEF TR 2 Mk
FUAEEY VORYBEAT A —F (C213 #BR)

K EhE T A —H 23 i
(e TEIE () 1872 (717)
(L) T (R 5%) $0.8 (40.4)




FIREN TF372FIR/ZARIVEFEY 12 50D 82
D HIV-1 BEBFELZNRE LoV ET VT E/aE v R
X NTJHEEN TT77x2FI 7 )ViE/ = A NY &
E U ELA A (150/150/11.2/200 mg) 5 T1AH f& OVEF TIT AHEAER >
S bNTET /JAREN 7T 7 ) I RORY TR T A —X
(FHEMED BN REMENTIC L D HEEME) 2612, =AY U X
U OEMEFENRT A —F R TITRT,

£6 SEANHIV-1 RRBHF B A20EFT /KN TF7 7253
FORYBEB/ T A —ZHEHE

S B e AN (18 m& LA L) ANVE (12 w2 LA b 18 i A il)
R Ak HIV-1 e i HIV-1 e 0
(539 #1) (23 1)
AUC 5
(ng-h/mL) 206.4 (71.8) 242.8 (57.8)
Cinax
(ng/mL) 162.2 (51.1) 121.7 (46.2)

FHEFA S (CV%)

£7 HBEAHIV-IBERFCRBTIMBEF=L Y U F ELOEYE)
BRI RA—X

A (18 s Ll k)

NV (12 5% B B 18 ik AR Ti)

S g i
PP v g HIV-1 RS
(19 f) (24 71)
AUC,,
(ng-h/mL) 11714.1 (16.6) 14424.4 (23.9)
Cinax
(ng/mL) 2056.3 (20.2) 2265.0 (22.5)

THfE (CV%)

2. MEEEARKEE

YAEEY YD UAEE Y CoMmIfEEEMESEITHN 99.7%T
HY., FICTNT I KA L Ginvitro, EEBNTE),
FIREN T572FIF:F /RO MLEEARS
# (in vitro) 1%, 0.01~25 pg/mL OHPH T 0.7%AKi T - 7=,
FOREN TITT7x2F 3 Kot MSESEEREASE (ex vivo) 1.
) 80% T -7,

TARNYTVEEV AR AECOE MLEEEAR SR (in
vitro) 1%, 0.02~200 pg/mL O #iPH T 4%AKi T > 7=,

3. R

ULEEY 9 fnvitro BT, VA EEY I3 EIC CYP3A
kR sn,

FIREN TIT7x2F IV ROLLH KM EZEREY
~ T —=DHT T A KOO LR F Lo
275 —F 1LV T/ AReEricfRE@sh, 0%, 7 /F-E
) PRI S T, CYP 4y RESE HLRIESE & F V-
WZHEWT, T /2KRENL 757253 FiLCYP3A ThT o
#Ehi,
TARMNYVEEY i =AY UHE T ECRETICHEIE S,
RBOEBEZITLEALEZ TR,

4. P

UAEED W R A YC-U A EE Y > (EHD) 150 mg
FHEROKRG L&, &5 LRBEED 85% (CFHfH)
NI 6.1% CEEIME) BIRF L OEIR Sz, FH R OYRH
DOREACEROYEI R, TN ThEEED 25% CEHE) EO
1% A0 T - 7,

TIREN TITT72FI R fEHERAICC-T /AEL TF
TP I RT7vBEARE®RLG LA, REED 47.2%
MHEEFIT, 36.2% BRIt &Nz, TOERDIETT /FE
LTHY, FHD 9%, JRTPD 86%E HWIZ, £/, HH5ED
14%R™T /3 REN 777 x2F I FELTRFPICHERS T,
T R E VT T OSRERIR Al & R ~ O FE B i 25 0 il
Hio kv e s,

TARMYTEEY BERACHC-m AN R ERE L
TmEE, BELEEDOK 86%ITRF 5 I v, 13%3 % H
e LT ENTZ, =AH ) U2 oL, 3-A Lk
FURIT AT LAY =N BINERTHD, = b
U g ek, SREIKAIR & RHIE ~ORETRE O Iz kb
BHEE SN D Z ENRBENTWD,

5. P REEERE

UAEE Y D \EFREEREBA (Child-Pugh 227 A,

8F) IV e 25 mgZx 1 H1RIKERGLZEEZDY

NEE Y 2D Cuax & Y AUC, 1, AFHERE IE 7 # SR #E & i L C

ZTREN 27% KDY 47% 1 D> o =, S R e R R
(Child-Pugh 2 =7 B, 8#i) IZYArEEU 25 mga 1 H 1

MRERE L- & &, IFREERHERE LTy reeY

VD Coax 1E 5% < . AUCH, 1T 5% o T2,

TIREN TT7x2F I N RENFHEEERE T (Child-Pugh 2 =
T A) BEFICBITSH, F/RENL TFT72F IR 25 mg HilH
BEROT JHRENL 757 x2F 3 RO Cha LN AUC 13, TR
BEIEFEBRE IS L, TNFN %L 8%IETFL, T /&t
VD Crax KV AUC 1L, ZNEIN 3%E D %K T Lz, F7,
A TR RE RS E (Child-Pugh 2227 B) M#FIZBIT 5, 7/
FEN 7T 72 R25mg HERGRKOT /AL 777
2T I RO Cpoy LV AUC 1E, R IE R B I2R L, Zh
R 19%K D 13% EF L, T /R ELD Cuyw LN AUC 1%, £
nNEN 2% P 3%E T L7,

i THERERS S (Child-Pugh 2 27 C) BFIZB TS, 7 /&
B T I77=2F I R25mg AIFEGERFOT VRN 777 =
T X RO Cpay LV AUC 1E, R IER B I2RI L, 2hE
55% M TN 46%IE T L. 7/ ARELD Ch LY AUC 1E. Th
N I0%LE DN 3T%IKR T Lz, BEAMKARTHELE & & (HE
JFHERE BT & B R OUF SRR (EF B8 Tz e 38% & Y
20%) . B EATRERERE B E O WEEER GEREG R 7/ Aer 7
T 7 2F 2 RO Cho LY AUC 1. AFHEEHE IE 3 A B 12 % L
TNEN 8% KN 6%IK F L7,

IARNYTFEY A M R NIREM OB ITE A Y 2T
TenTe s THRERERE R A xR & LR BRI L Tunien,

6. BRFR YA NZA RO iE CRHFR Y A NV ZAEERYLBE
YAEE D Vo RHERSRENEAEAT OFE R, B BIIFR U A LA KDY
/3L C RIS T A VA L HIV-1 OBEBRYLBEOMmER U v e e
U LD AUCy, LN ColZ, BRIRIICIEE & 72 B 581X 70 o T2,

7. BHREEERE

yAEEDY Wy ) roBHEIIRENTH DT
W, BHREREERE AL E LERBRIZER L Thiwy, UL
U IMIEREABARERE N D, RSB E
Mriz X v brE S b eIy,

TIHREN TITT7xFI P EEBRKERERSE (L7 T
=227 VU7 5% (CLer) 7% 15 mL/min P4 F 30 mL/min A<V,
BT AMEAT] S OVEHEHE IE & #25E  (CLer90 mL/min LA 1) 12
FIREN T57x2F IR 25 mg #HEEELI-EEDT )
FENL TI537x2F I RROET /) RELVOEYEIRE T A —F
A8 ITRT,

£8 BERARCEEERERERE T /REN T777=2F3F
25mg FEERELEZLEOMPEFRT )ALV 777273 FROT
JRENDEPEE AT A —F

E S ,E - " I N R k’} 7 9
e TN wigsay |0 R0
TIRENVT T 7 =S IR
ES 13 14
Conax ng/mL 198.8 (62.1) 363.7 (65.7) 179.43 (123.73, 260.20)
AUC., ng-hr/mL | 267.3 (49.2) 513.2 (47.3) 191.89 (137.81, 267.18)
toh 0.53 (22.8) 0.75 (51.8) -
7 )R e
IES 13 14
Cinax Ng/mL 9.5 (36.5) 26.4 (32.4) 279.31(231.48, 337.02)
AUC.. nghr/mL | 342.6 (27.2) 2073.8 (47.1) 573.76 (457.21, 720.01)
toh 5128 (12.2) 56.53 (19.6)

TEE (CV%)
REH: -

TAMIVEFEY BEEREERZICZ AN X B2 200 mg
HHEELG Lz & EORYBENRT A —4 %K 9ITRT,
Teks, 5 1.5 BRI LAPNICERAE U7 3 RERT o MBI i
B 400 mL/min, 7 HT @7 & 600 mL/min) |2 & ¥ # 5B D 30%
BEEENT,

9 BEREEEREFCRTILI=LNI UFEBA (200 mg) OEE
BERDEMEENT A —F

CLer #l EEETO Cinax AUC CL/F CLrenal
(mL/min) ¥ CLg FHfiE (png/mL) (pg-hr/mL)  (mL/min) (mL/min)
(mL/min)
>80 6 107£21 2.2+0.6 11.842.9 302+94 213.3£89.0
50—80 6 59.8+6.5 3.8+0.9 19.9+1.1 168+10 121.4+39.0
30—49 6 40.9+5.1 3.2+0.6 25.1+5.7 138+28 68.6+32.1
<30 5 22.9+5.3 2.8+0.7 33.7+2.1 99+6 29.5+11.4
B T A 6 5
%?{:;?i 5 8.8+1.4 2.8+0.5 53.249.9 64+12 -
<30
- 82 e A HE A 2
REH: —

8. I, ER~DOHRE
TR oo HIV-1 Y83 (15 410) 12, Y ve ey 25mg &

_4-



TH1EBELEZEEX, UAEEY O Chxe AUCoan K TN Coin
WL HER (6~12 08 5 11 41) &ML TENZEN 21%. 29%
RO 35%E0 L, IEIREH (13 61) TiX, £ 20%., 31%
KON 42%00 LTz,

9. KWMHEIEHR

1) In vitro RERRRAE

UAEEY Y CYP3A ODIEETHDH, MATE-2K |24 3 % fHLE
EF (ICso i : 0.05 uM Riii) &R L7z,

T/)REN TF77x2FIR: W77 A, CYP3A, P-gp.
BCRP. OATPIB1 K} OATPIB3 OIE TH 5, £z, 7 /7K
E/LiX OAT1. OAT3 KO MRP4 DFEE TH V. OATL X1 5
FIVLEMER (ICsofi : 29.3 uM) %75 L7z,
TARYTVEEY OAT3 DEE TH 5,

2) E&ERRRAR

AFNOEHR Sy EEGRTLHAEHEELEG L&, K
B OFH B Gy XL A O Y B RE~D F B Z E 10~15 TR
7+,

£10 FARBEEROYAEEY Y (YAEE D VBH 150mg1 B 1
E#E5) OEMBELNT A — 2D

2 LF e A F e/
F e la~15 90 89 89
800mg/100mg (81-100) | (81-99) (68-116)
1H 1=
=3 % o en/l ok
F e s 96 99 89
400mg/100mg (88-105) | (89-110) | (73-108)
1 H 2=
FNTZFEAD |400mg 24 110 109 127
1 H2[E (77-158) | (81-147) | (101-160)
V7 TF 300mg la~17 103 103 101
1A 1[E (93-114) | (97-109) | (94-109)
P e 600mg 15~ 16 102 99 -
1H1 (93-112) | (92-107)
Fhatry—u 400mg 14~15 85 76 34
1H1E (80-90) (70-82) (25-46)
FRAT T = 20mg 15~16 86 86 _
1H 1 (68-109) | (76-97)
T RT X7 = |500mg 16 97 92 _
v 1 [ (86-110) | (85-99)
TF =N AIT | ZmF= LA RNT
52 — b) N —
A ;j%;;/wl oy | 117 114 109
(106-130) | (110-119) | (103-116)
0.035mg/Img
1H 1=
JNVTZF ATy | mF= LA NT
® Dy W =
;j:?l:r;/ 14~17 o4 89 9
(83-106) | (84-94) (90-108)
0.035mg/1mg
1H1
7 RANZRHZF L |40mg 16 135 104 85
1H 1 (108-168) | (97-112) | (69-103)
7y x4 [500mg 16 98 103 _
1 [a] (85-113) | (95-113)
CUFF 7 40 | 50mg 15~16 93 97 _
1 [ (80-108) | (87-108)
R (-) A% R [60~100mg L~ 13 86 84 78
1H1E (78-95) (74-95) (67-91)
S (+) AHFUD A R
60~100mg 12~13 (75-797) (74?-496) (677-992)
1A 1[E
AbERALILD 850mg 20 102 99 _
[ E] (95-110) | (94-104)
FIFLEAD 750mg 8 I [ fi: 16 97 95 89
1A 3[m (79-121) | (76-118) | (67-118)
YAFLEAD 150 mg 21 110 106 96
1A 1[E (97-126) | (94-119) | (83-111)
LYRRE L LU AR LY 101 108 116
N S AR (95-107) | (102-115) | (108-125)9
VIRATE LS 90/400 mg 15 105 110 -
L H 1E (93-120) | (101-121)
VRATEALDE 106 115 118
Rt © (101-111) | (111-119) | (113-124)
VIRATELD VR AT E N 121 109 -
400mg 17 (90-162) | (94-127)
VERAZEADE|1A1E 106 101
Rt © (99-114) | (97-104) N
Tadx 0.5mg 2 106 98 o
1 [ (97-117) | (93-104)
REH: —

a) Uare ) iEl 75mg 1 B [EE SR

b)

Uynvry omE 25mg 1 AL EE G

) UNEEY UIERE/T ) RENL VY T ud v 7w LB/ A RNY VA E
B4l (25/300/200 mg) 1 H 1 [E 5 5K

d) Cou

£12 HARBLEROT ) AREN T537x2F3I FOEDEE T 2

VB E Y OEMERE R T A — X
)3
OF I 3E OFZE D & BE | OF R EAR B R (%) (90%f= 48
X [#)
Cinax AUC Conin
CH ) 400mg 321 100 100 100
1A 10 (90-110) | (95-106) | (92-109)
F AR EL VY [300mg
. - 96 101 99
TExs 7o TH T 161 g1i113) | (87-118) | (83-116)
i3
Ay e/ k| 800mg/100mg 179 230 278
Fer 1A 1E 14151 (156-206) | (198-267) | (239-324)
o e/ Y b |400mg/100mg 129 152 174
FEN 1H 2 15 (118-140) | (136-170) | (146-208)
ST 7 FE LY |400mg 24 112 112 103
1H 2 (104-120) | (105-119) | (96-112)
U7y TF 300mg la~17 65 54 51
1H 1 (58-74) (50-58) (48-54)
U7 TFr 300mg 10~18 69 58 52
1A 1[E (62-76) (52-65) (46-59)
Y7y 7T |300mg 17~18 143 116 93
101 (130-156)° | (106-126)7 | (85-101)
TrEFIL Uyreey sl 99 o1
B 512 R Al 27241 satiey | (78-107) -
40mg 1
TrEFIU Uy i 15 24
B 52 BERT 2241 (1)) (20-28) -
40mg 1 [H]
TrEFVY yreey s RA 121 13
B 4 K 27241 (106-139) | (101-127) -
40mg 1 [A]
S 600mg 15~16 31 20 11
1A 1[E (27-36) (18-23) (10-13)
s hady—n  |400mg La~15 130 149 176
1A 1 (113-148) | (131-170) | (157-197)
FAT T — ) 20mg 15~16 60 60 67
1A 10 (48-73) (51-71) (58-78)
T 77 = |500mg 16 109 116 126
M 1 (101-118) | (110-122) | (116-138)
7 FARA ST | 40mg 16 91 90 90
1A 10 (79-106) | (81-99) (84-96)
X4y | 500mg 16 117 125 118
1 [l (108-127) | (116-135) | (109-128)
YNTFT 49 | 50mg 15~16 92 98 104
1 [l (85-99) (92-105) | (98-109)
F77LELY | 750mg 8 W 16 149 178 193
1H 3@ (120-184) | (144-220) | (155-241)
SATLELY 150 mg ) 104 112 125
1H 1A (95-113) | (105-119) | (116-135)
LR Z e LY [90/400mg 97 102 112
AT EL O 1A 1 141 (88-107) | (94-111) | (103-121)
VAT ELY  |400mg 17 105 106 99
1H 1 (97-115) | (102-109) | (94-104)
REH: —

a) U EE Y E 25mg 1 B 1A G RE

b) UAEE Y RH Somg 1 B 1RG5

¢) Ve Y A 25Smg B L LCTHRE Lok & Lok

d) Uae ey ®E 75Sme 1 A 1 EE G R

e) UNEEY VIERIE/ T /R eN Uy TuaX LT VBRI AR v E e
Bl & (25/300/200 mg) 1 H 1[5 51

£11 Uy URHA (150mg1 H 1[E) #E5ROHFAKOEKYEE
NI A —F DL

OFASEDIEMBRE T A — X Db
Sk S B3 00 1) B B fﬁ)ﬂﬂﬁ/?ﬁﬂ!&;lzf) (%) (90%15 48

Cnax AUC Chin

PR 400mg 1321 96 112 B

1A LE (80-114) | (99-127)

F /& e PV |300mg 1o 123 124

Far¥yrzwa LA LTE 1S>16 1 (106-134) | (116-131) | (110-138)
238

_5-

— XD
T/HREN TT77x2FI RO
— » o i bl %%\?ﬁﬁﬁf?/—ﬂ@th -
b3 DFREOME | 777 =) s OF /B 5 (%) (90%15
I RO HEIX )
Cinax AUC Crnin
B VR~ E | 300mg 25mg 43 45
v 102 1 26 (36-51) (40-51) -
TAYFEN | TEFF e/ | 10mg
FFEL 1 /8] 10 177 191 -~
300mg/100mg (128-244) (155-235)
1H1
a By ALy | 150mg 8mg 2 283 265 -
% 1A 1E 1A 1[E (220-365) | (229-307)
A e H)F /3 |25mg
ALk 1A 1 [ 1 93 98 _
800mg/150mg (72-121) (80-119)
1 H 1[HE
A+ e/ k| 10mg
Fe 1 10 142 106 -~
800mg/100mg (96-209) (84-135)
1 H 1[HE
K7 27 & |50mg 10mg 124 119
L 1H1 1 10 (88-174) (96-148) B
T 7 7 B L |600mg 40mg 78 86
v LA 1 vam | ss-0s) | (r2-102) |
e EL/ ) | 800mg/200mg 10mg 219 147
F e 1H 1A 1 8] 10 (172-279) | (117-185) N
Jnrreeyy [25mg 25mg 101 101
1H 1 tRE [P 4122 | @4-110) | T
/b7 Y |50mg 10mg 100 96
B[ 1R Ey |1 (86-116) (89-103) N
YV R A7 E L |400mg/100mg 10mg
/Velpalz:svir(!II LRI LHTED |24 (62?—094) (818_794) -
AR IR R
REH: —




a) 7/ REN TT72F I K7V BE/T AN X EURAA (28/200 mg)
[ ENAYSE i )

b) TAET S TEN/AEYRE y NT JREN TTT7x2F I F7 v LR/ A
hU vz e UEAAD (150/150/11.2/200 mg) % W 72 #at

R13 T/FEN TIT7x2FI R7VBERA, oA ET 7T ENL

[ACYAE Y MNTFI)HFEN TT72F IR/ Y FEVEAE

XiZT7T/HAEN T57=2FI R/zA MYV F EVEAERSROP
AEOEDBE AT A—F DK

S e OF RO DB RE T 2 —FZ DL
N . N - _ i I/ B (0 %[5
0f 0 GREOHRE | 757 =T fﬂ DR/ B 588 (%) (90%f
T RoME £ HH X))
: Coax AUC Cinin
TN = | 300mg 25mg 26 70 77 o
v 1 H 2 1 [ (65-74) (74-81)
TEYFEN | THEHFFEN/Y | 10mg
F e 1 [ 10 98 99 100
300mg/100mg (89-107) | (96-101) | (96-104)
1A 1
o B Y A Ky [ 150mg 25mg 14 106 109 111
S 1H 1 TH1E® (100-112) | (103-115) | (98-125)
e X)L FEN/aE [25mg
PR AN 1A 1[E®Y 11 102 99 97
800mg/150mg (96-109) | (92-107) | (82-115)
1 A1
2 /Y k[ 10mg
Fen 1 [ 10 99 101 113
800mg/100mg (91-108) | (96-106) | (95-134)
1A 1
Ko7 7 €| S0mg 10mg 87 98 95
v 1H 1 1 [ 10 (79-96) | (93-103) | (88-103)
o) e /U | 800mg/200mg 10mg 10 100 100 98
FFEL 1A 1 1 (95-106) | (92-109) | (85-112)
XY TN 2.5mg 25mg 102 112 -~
1 [El# 0 1H1 18 (92-113) | (103-122)
Img 25mg 99 108 _
1 [ AR 1H1 18 (89-111) | (104-114)
JyoeEe Yy |25mg 25mg 1 93 101 113
1H 1 1H1E (87-99) | (96-106) | (104-123)
> = 1)
e iOIXEng }Oitzlngl me |20 (943-11‘;8) (901-01932) N
Velpatasvir ([¥ | 100mg 10mg 130 150 160
e 1A 1 1A 1E®D (117-145) | (135-166) | (144-178)
VARATEL  |400mg 24 123 137 -
1H 1[@E (107-142) | (124-152)
VIR AT E N 129 148 158
[2EM L) (125-133) | (143-153) | (152-165)
REH : —
a) 7/ REN TT7T7=2F I N7 B/ A M) 2 ECEAA] (28/200 mg)
Z O T

b) TAET TN/ AT ALy MNT JREN T TFT7=2F I N7V A
FU v e sEAA (150/150/11.2/200 mg) & H W7o fas

#14 BRAEFLEROTLPNI VIV OEYBE T A—FZDH

ESNNIST A-A0F 2101 -2
TARY T FA—=H D
1]
GIgiES PO HE |2 o g OF /B 5 (%) (90%1F
#it HEIX )
Crnax AUC Chnin
7/ K B L |300mg 200mg 9% 107 120
oy 7rux|1HI1HE 1 H 1A 17
e |7 B 7 (87-106) | (100-104) | (112-129)
A4 ¥ F e/ |800mg 200mg 12 92 101 o
1 (| 1 & (82-104) | (94-109)
PF=T Y | 40mg 200mg p 104 102 B
1 1 (94-116) | (94-111)
CRTVv 300mg 200mg
97 97 96
1A 2 1H1 27
7R 7B (90-104) | (93-101) | (88-104)
HF e 2 e L/a e | 200mg
DY 7N 1H 1E® I 113 124 131
800mg/150mg (102-124) | (117-131) | (124-138)
1 H 1M
T 7 7 B L |600mg 200mg I 90 92 92
v 1H 1 [E 1H 1 (81-99) (87-96) | (86-98)
“A kT Uy |50m 200m. 90 84 94
Ll TR EY |19 @) | @rss) | ©0.99)
Y R A7 E L [400mg/100mg 200mg 102 101 102
r(E[1HE1 1H @D
%’ejlfpa‘ﬂjf)"m A FTEY 241 97506) | (98-104) | (97-107)
#7 ) sA |0.05mg/kg 200mg 21 89 95 103
1A 2 1HE 1@ (83-95) (91-99) | (96-110)
7 7 Av 7 v |500mg 200mg 90 93 B
5% 1 i [a] 12| (g0-101) | (87-99)
REH  —
a) 7/ REN TT77=2F I N7 B/ AN 2 ECEAA] (28/200 mg)
[ NAVAE
b) TAEF S IEN/AELRAL Y MF JREN TF72F 3 N7 /T A

FU & e sEAA (150/150/11.2/200 mg) % W 7= Bt
) TARY LA U/T JREN DY T a7 v LIEEEAH] (200/300 mg) %
LAYt 5)

£15 TAMVFEVRBAIRGROFAROEDEIRN T A—FDOI

DD RBITE <5 A — 5 0
e N Lt
CHC 1] <
prmge | PPIEO =S b Y &I e w0 () (00%(R
H eroii | #% i,
)
Cmax AUC Cmin
= /el T [300mg 200mg
o N 103 100 102
Yy ZFuaxo |1l R 1E 1A 1HE 17
7 LR 7HM 7 HE (95-111) (92-109) (92-113)

AV EN 800mg 200mg 12 98 102 _

1 [=] 1 [=] (84-113) (89-117)
=7 |40mg 200mg 105 109 -

1 [&l W (95-116) | (83-144)
D N 300mg 200mg

1| 2@ 1H 1A 27 117 113 98

7 HE 70 (100-138) | (105-120) | (89-109)

REH  —

10. QT FERRICHK ¥ 3 &
UAreyy W W gk A 60 Bl R, Ve ey >
25 mg & 1 H 1 BIERE Lz &, QT/QTe [k D4t & 13578
D HNRINoT-, B, VA E Y > 75 mg BT 300 mg %
1 B IREIKERSE Lz L & QT/QTe [HIFE D IE R 2338 b 7 (X
—ATA VDL DELBED T TR EDEDELME (95%(F 18
Ko EBR) 1XE i 10.7 (15.3) ms LT 23.3 (28.4) ms),
TIREN TIT7=2FIF: @RERA 48 il xt%ic, 7 /&
BV 7772 IR 125mg® 218 1 REERGLZE X,
QT/QTec [k & O PR lf@ DIL R ITFB D b e nr o7z,

) AFoORHE- HEIZB T2V A U ROTF JAREL 757

=FIFO 1 HEIFENEN 25 mg K 25mg Th D,

[EE KRR ]

<A 0¥ HER R AR >
P HIV RIC L DB BBRRH Y, RBRBEMET 6 » ALY A
VARG S dv, D ORB DOE BRI K T B D 72 v
HIV-1 BYBE XA :
GS-US-366-1216 35 '9

Jare Yy (RPV) /T /HREN VY Faxi L7 < Lkl

(TDF) /=2 U v v (FTC) BLAANC X 5P HIV 2 &
D6 B HLLERE LT A L A REICHE S, o ARHFI o4
N R D IE 22y HIV-1 YR F 2kt L L, AAHIC
O BR2ZE-EEOANNER X EEZRFTT H720IC,
RPV/TDF/FTC B & Al Ok 5 (Mt 5-8%) & %l IR & L 7o 4
VEZA L — S AT RE M i Bh & E i L 72, 48 3 FF o [ IR Ak
ITE 16 LB THY | fREiE Gt T D AF OIS HEN
M S [RERIZE (95.001%CD) : -0.3 (-4.2—3.7) %],

£ 16 48 BRI OBERBOME (GS-US-366-1216 BABR)

ESli ik foe B - 1
B (%) 316 #i 313 4

A L AR B

o
HIV-1 RNA #<50 copies/mL 296 (93.7%)

294 (93.9%)

A IV AR R 2 (0.6%) 0

1) &5t 48 JE I M HIV-1 RNA 7% 50 copies/mL LA b D JiE 1| 1655 S
KN K OWEIFC &0 RISk U E ], AESES, EC, ImRARO KX
I3 LA O B TR LERT 0 O B ik Reod fu S HIV-1 RNA # 23 50
copies/mL 2L E T & o 7= i fi]

GS-US-366-1160 35 '©

=77 E LY (EFV) /TDF/FTC Bl A Al (HNARKRR) 12X D
HUHIV HEIZ XY 6 » ALLERHE LT A L 22T IH S 2,
MORFNOF RS xE T DIHPED 720y HIV-1 EY B % kf 5
L. AANCE) 0 R 2 T2 0 MR R e ERETT 5720
\Z. EFV/TDF/FTC B & Al Offkfe % 5 Gikfc % 5- 1) xR & L
= MR AL T RO T R PR A SR L7, 48 S F O R
REGEIEER 17 0B THY ., ki 51283 5 KK DL
PESNHEE S 7z [HEMIZE (95.001%CI) @ -2.0 (-5.9—1.8) %],

£17 48 ABOBREREDOHEE (GS-US-366-1160 A BR)

AFI kot £ G- 1
BIEL (%) 438 Bl 437 il

A Jb A 5 B
HIV-1 RNA #:<50 copies/mL
U A I AR 5 (1.1%) 4 (0.9%)

394 (90.0%) 402 (92.0%)

1) 5% 48 I M HIV-1 RNA fit 28 50 copies/mL LA EOJEH], 1650 D
KANK OWEIFC &0 RISk U gE ], FESES, EC, IBRARO KX
WG LS OB Tk L72EG 0 5 5 dik o f i HIV-1 RNA #7350
copies/mL 2L E T & o 72 i fi]

<RPV &7F BA| 0 g R gR >

PLHIV RIZ K ZBERBRN 20 HIV-1 RPEBE RS : C209 3R
B (ECHO #B) Kt 2153 % (THRIVE RE) 7

PLHIV K2 X 6B 720y HIV-1 BB E 265 8 L,
RPV 25 mg K OV 5ciadE (BR) @ 1 H 1 [BHE 5 O 8k & 0%
EMEE BRI 572912, EFV600mg 2 O°BR @ 1 A 1 [0#% 5 %
KPR L U7 MRS L —HE R TRER sl 2 2 SBREM L
7=, &5 BR (%, ECHO #kl%|X TDF/FTC, THRIVE iR I%
TDE/FTC. ABC/3TC X% AZT/3TC & L 7=, 48 Mo i K il ik
FRI8ODEBY THY, Wi e &, EFV+BR X7 5 RPV
+BR OIFLMERRGES iv7e [FEH 2 (95%CD) @ ECHO B ;
0.1 (-5.5—5.7) %, THRIVE #&B& ; 3.9 (-1.6—9.5) %], F7=.
WA ETIC BT D55 R (ECHO B K O THRIVE &5 O §F & fif

~6-



M) =R 1912587,
£ 18 48 R OBRKRBREOHE

GS-US-292-0111 #&Bx ; 3.1 (-1.0—7.1) %l

#£21 48 A O BRRE DO E (GS-US-292-0104 3B, GS-US-292-0111
ABR)

ECHO & THRIVE i
RPV + TDF/FTC FE|EFV +TDF/FTC Iff|RPV +BR #f |EFV+BR #f
B% (%) 346 #i 344 {51 340 51 338
A JL AR D 287 285 291 276
HIV-1 RNA §it<50 copies/mL (82.9) (82.8) (85.6) (81.7)
A L A G 38 15 24 18
(11.0) (4.4) (7.1) (5.3)

7 1) TLOVR : HIV-1 RNA §t<50 copies/mL 7% 2 [H]iif5E L TRB 541 48 il F CTHiE

2 AV AEFHRE] (2 [EHGE T HIV-1 RNA <50 copies/mL 238 Hiv, Dk
48 JH ¥ TIZ 2 [E]H5E T HIV-1 RNA =50 copies/mL 723788 b/ B#) it v A
v ZEEHFENEIE] (48 3 E CLT 2 [EEfE L7z HIV-1 RNA <50 copies/mL 73788
Lo T BF) BET,

#£19 X—2F A2 HIV-1RNA B3, R—R 51 CD4EGEY v R
HRECH, 48 BEED 7 4 VA ZAIFIET Y (HIV-1 RNA E<50 copies/mL)

GS-US-292-0104 75 GS-US-292-0111 X5k
E/C/F/TAF }t|E/C/F/TDF Bf|E/C/F/TAF Ef [E/C/F/TDF Ff
B (%) 435 fil 432 f3i] 431 i 435 f3i]
A LR R 405 399 395 385
HIV-1 RNA fit<50 copies/mL |  (93.1%) (92.4%) (91.6%) (88.5%)
LY 13 11 18 24
(3.0%) (2.5%) (4.2%) (5.5%)

BT A N AZRRBHED
RPV+BR EFV +BR B

686 f1 682 1
~N— A5 A HIV-1 RNA fit (copies/mL) Bl 7 A v A 20 5

90.2% 83.6%
<
=100,000 (332/368 f5l) (276/330 fi)

0 0

>100,000 77:4% o

(246/318 f4il) (285/352 f4il)

~— A7 A ¥ HIV-1 RNA & (copies/mL) Bl 7 A /L AFH SR

3.8% 3.3%

=

=100,000 (14/368 1) (11/330 i)
r D

> 100,000 e B

(48/318 f4il) (22/352 f4il)

N—R T A CDABEY L/ SEREL (cells/uL) BRI D7 A /L A2 EHH R

7E) 48 il o> I E  HIV-1 RNA 2% 50 copies/mL BA b O JiE B 197 2h 5 o 2 n 3
IEITFIC K0 RIS L LE R, A E R, L, TR R O KN I3RS
SO FR T L22EF O 5 6 kB o M d HIV-1 RNA #2350
copies/mL P E T & o 7= i fi]

A HIV KICX2BERBREH Y, RBRBELMETI 6 v BULEYA
NRAZHICHME S TWS HIV-1 REBEZE NS
GS-US-292-0109 35 2V

TDF Z &P HIVEEIZ L VW 6 » A LI EFREE L T A VA2
i & TV D HIV-1 RYLRE %xf%e L. E/C/F/TAF B A Al
WO BB O R O E e E Rt 572912, TDF &
Gt Pt HIV S OMkGe 5 Gk it 5-1F) % i & Lf:??ﬂ’ﬁ%%ﬂ:
JEEMRACATIER e s B & 20 U 72, 48 i B D R IR pl A 13 3R
2DEEYTHY ., M5 oxt3 5 B/C/FITAF BL&Hl OIS
PERRFES Lz [HEM 2 (95%CD : 4.1 (1.6—6.7) %],

22 A8 ERBOBERBEEOHE (GS-US-292-0109 RABR)

S8.8% 80.6%

<30 (20/34 151 (29736 1)
80.4% 81.7%

>

=50, <200 (156/194 44 (143/175 #)
86.9% 82.4%

=

=200, <350 (272/313 i) (253/307 f3l)

w0 90.3% 82.9%

(130/144 fil) (136/164 fil)

NR—RF A CD4 BHEY > SEREC (cells/pl) B D A L A HY R

<50 (sl/gf;/;” (1?3-20/%@)

=50, <200 (271/?99:/‘}54) (14?1'(;’?%)
=200, <350 (21?3}03/}.,) (14?58?@1)
=350 @ ,51 f:/"w) (4/212:/?%)

7 1) TLOVR : HIV-1 RNA £t<50 copies/mL 7% 2 [H]iif5E L TRA 541 48 iR F CTHiE

2 AV AERHRE] (2 [EHE T HIV-1 RNA <50 copies/mL 238 Hiv, Dk
48 8 & TIZ 2 [Al#H5E T HIV-1 RNA =50 copies/mL 7388 H L= B3E) v A
S ZEEHFENEIE] (48 3 E CLZ 2 [EEfE L7z HIV-1 RNA <50 copies/mL 73788
Lo T BF) EET,

PLHIV BIC K BEERRID Y., RBREMBET 6 » ALY A
/VX$B<Jt:?fnﬁ%ﬂén\ NOEEBRPIERTEREEACL SR
PR 72\ HIV-1 R BE 5 © GS-US-264-0106 X8k 'V
a7 —BHER. U N FEL RO 2 ORGSR
PLEAIGEHA &SI X DB HIVEEIC LY 6 » AL LR LT ?
AV A CERTANE XA, 0 FERE R SR s B S B E AL
TREFEDS 72Uy HIV-1 [RYLHRE %rxf%%ck L. RPV/TDF/FTC ﬁaé
FNZE) 0 Bz 7= B 0>7{:ij1 PR N2 Z g2 7olc, 7'e
T 7 —FHEA, UV TR 2 B O R LGSR E
RO (e 5-1E) 2t L Lo EIEA(LIE S BT
TEEI i3 BR & i L 7=, 24 WIFOBEIREIZR 20 D &2 B
THY ., WEHG I35 RPV/TDF/FTC BA A D FEL M3 K
FAES N [RERIZE (95%CD) @ 3.8 (-1.6—9.1) %],

£ 20 24BROBEERBOME (GS-US-264-0106 3ER)

RPV/TDF/FTC B ke 5 - RE
Bk (%) 317 4 159 #1
A AR R 297 143
HIV-1 RNA £ <50 copies/mL (93.7%) (89.9%)
A I AR R 3 8
(0.9%) (5.0%)

k) 24 BEFIZ HIV-1 RNA £ 728 50 copies/mL LA OJEF], RN F o K aniz kv ik
B A Uk U7 E ] IR R O KIS O B TRBR A Uk LIERI O 5 B |
Uk o i E R HIV-1 RNA 523 50 copies/mL P F T & - 72 i i

< FTC/TAF & F 8% 0 bR 5k >

Bl OHIV BIC K BBERBRE 2V HIV-1 BEAESS

GS-US-292-0104 3R B & 18 GS-US-292-0111 3B 1

HiHIV 32 X 21BN /oy HIV-1 B E 24 e L, =

LETF TN (B) /2 2% v b (C) /FTC (F) /TAF B

GHNOHBE R OV ZRFTT 5 72$ 12, E/C/F/TDF B4 #l

xR e U7 R b R BT RE M e B & 2 AR i
L7z, 48 BHF DR AEIZE 21 D& BV TH Y Wk E b,

E/C/F/TDF (=%t % E/C/F/TAF D IELVENIEFE S vy [RERD =
(95.002%CI) : GS-US-292-0104 B ; 1.0 (-2.6—4.5) %.

E/C/F/TAF J Hk ot 4% - B
BIEL (%) 959 {3l 477 5
A L R R 932 444
HIV-1 RNA <50 copies/mL (97.2%) (93.1%)
DA b RSP 10 6
(1.0%) (1.3%)
k) 48 ﬁll#wmlﬂﬁl# HIV 1 RNA fit7% 50 copies/mL LA |—0JN'9J TR ) 3 0> R X

IEIES I K0 RN IR L E G, AE R, L, ﬁxﬁimﬁwux BT
PR INoF: N EPu_ L7EF D 5 5 EPJLH#@[M&EP HIV-1 RNA #7% 50
copies/mL LA_I T & - 7= fiE Bif

(3]
L R 2

UJEE Y (RPV) : RPV [TIEREEE R s 5 % 3 [ E A
(NNRTD) T&H Y, HIV-1 FERER & IEFHEMICHES 5,
FJ)EREN TF57x=F I K (TAF) : TAF [ZHEEE i fis 5% 55
FLEH (NRTD) Th Y., T/ REALDT o K5 v 7T s, TAF
IR ERERE N~ a7 7y —CHOR T T AILEY
KR ZEZ T, T /7 AREN 7 BN TY Viglb a2
TR EN Y R (%‘rfmam) L%, FIARELZY v
feix, HIV-1 VR EBEZORE CTHLT A F U 521
VEREBATDHZ L. &UDNAL mnminm& Z. DNA 8
EZEIESED 2 LICL D, HIV-1 WliR5EE O FEME % L5E

T 5,

A MY TFEY (FTC) : ETCIZ NRTI TH 0 . MNP EESEIC
Ty rfbsh=a b2 ey -2 Uik GEEREY)
L, =ANYUHEY -2 U HIV-1 W GRS O
HETHLITAF o F VU 5-ZU UpematTsro e kO
FrAw A L A DNA ~H VWA EN =12, DNA SR 2 &1k &
W5 EICXY, HIV-1 W BEEREOIEEEZET S,

2. oA VZER (in vitro)

RPV., FTC %X X TAF @ 9 H 2 % ffﬂ#’*bﬁtﬁ%@ﬁ#ﬁ?ﬁ% Iz

DNT, WTFNOMEE THHEMRTTY A L ATEERRD

i,

RPV T MR I B & E 72 HIV-1 EBR=EARO B (2%
% RPV D 50%H %0 (ECs) (H4Af) 1%, 0.73 nmol/L T&

of:o

TAF : U v 3R EREEMIIRER . MY M BEAZER . #IREE2E BEk/~ 7

077 — KON CD4 Bt T U o 78 BRIC &Y S 872 HIV-1 O %

R == BR M OV IR 43 BERR (2 %14~ % TAF @ ECso (#iDH) 1%, 0.1~

15.7 nmol/L T&H - 7=,

FTC : U > 3 EREE ML . MAGI-CCRS5 S kR K OV A ifi. B

BB I Y X 72 HIV-1 O SEBR S RE I OVER PR 45 Bk L2 k3 5

FTC ® ECso (#iPH) 1%, 0.0013~0.64 pmol/L T&H > 7=,

3. EHImHE 20

1) In vitro RB

RPV : B DR OV 7 % A4 7 OB AR 1L NNRTI it 4
HIV-1 £k & 72 in vitro T PESE SRR IC B W TR ® 5 1L72 RPV
MR B 28 5%, L1001, K101E, V108I, E138K, V179F, Y181C,
H221Y, F227C, M2301 TdH -~ 7=,

TAF : TAF |2 %9 2 @2 PE2MK T L 72 HIV-1 23 BfEik Tid, K65R

_7-




ERNFEILTEBY, KIOEZER L —@BEcBo s,
FTC: FTCIZxf4 2SR T ik, #is SRR EIk O M184V/1
J"i&%@@ﬁ)m&) ’)oﬂf_o
(2) FRRFABR
HiHIV DO EERBR O 2 HIV-1 BRBHF -
RPV : C209 #&XBE & (8 C215 B T, RPV J2 U TDF/FTC % # 5
SNT-BEEE G L Lz 96 WEFOMEMATIZ I T, FENTRE
ERFONT 71 B0 5 B 39 fil12 NNRTI i B E 28 2 (VoI
KI101E, E138K/Q. V79I, YI8IC. V1891, H221Y, F227C). 41
FIlZ NRTI ifif BI85 (K65R, K70E, M184V/I, K219E) 2%
;h&)fohto B, UANVAFRRMEI T, WRIBETHDLT
LTV UFTC B HYE DR B EIGI1X, EFVEEL Y & RPV HET
ol
TAF+FTC:GS-US-292-0104 &5k & (8 GS-US-292-0111 55k T,
T ANVAFERREEHE SNIZWRE D S B Fhk 144 HFF
IR OE L fe o 72 S O fLSE R HIV-T RNA =728 400
coples/mL %8 X T IR A e G W R R AT A S hE L 7o RAT
EAELN-ZLETFT I )L (EVG) /2B A X v |k
(COBI) /FTC/TAF BL&#I8E 22 Bl 5 &, 12 2 FTC, TAF
NI% EVG O EHMHEREEAE RN Sl ERO bz, 5
U7 M B 5 A B | ST I SR R I D MI184V/T 2 TY K65R/N,
AT 7T —PHEB O T66A//V, E92Q. Q148Q/R & T N155H
Thot, 4777 —EHEIZ EVG IMitERIHZ QRS &
T BB O RER Sy 1L 3R 51 3R RIS FTC i1 e e 28 B A3 58
O BT,
T A VAR HH S TW B HIV-1 BB
AH 1 GS-US-366-1216 75 & U8 GS-US-366-1160 3ER 123\ T,
F 5B I A R HIV-1 RNA A% 50 copies/mL # 8 2, & D
# 400 copies/mL Z i 2 7 A /L A FHIFR & HIE S g
N 48 TR IR R o i HIV-1 RNA &2
400 copies/mL & B X 72 7 A L AL O FAEITITGLY L
7270 o T BB AT % % G MRAT % FEHE U 7, MREATAE R3S D
TIZARFIRE 7 B10> 5 B 3 HIC W in 5 % 35 58 ek oD i B 1 2 R
(K103K/N, P225P/H, V90V/I, EI38E/A, M4IM/L, E44E/D,
D67D/N, T69T/N, K70K/E/G/R, K219K/E, V1181, L210L/W }
W T215Y) BBO LT, ARAE GBI R 5580 vl
ERTHoT,

4. ﬁ%mﬁ.,lﬁ 17), 21), 24), 25)
RPV : RPV (X, RT (2 KI103N K O Y181C % ¢ NNRTI fif 14 B
TR MR E A 1A LTz HIV-1 EBRERE 67D 5 5 64 £k
(96%) \THIT A NV AVEM %R LTz, RPV ~DEZ DK T %
HL7eb L 07T I BARITKIOIP, YISII XN YI8IV T
Hotz, KIAN OF7 2/ FRZERIT, H— T RPV (%9 5 %
PESE T L7222y 72728 . K103N & OV L1001 00 — EZ8 5 TlL . RPV
kb3 DR ED TR L7z, YI88L AR IZ L v | RPV ITxf
T D Bz DS IR Sy Bl & FE T 9 R, EBALAF A BRI B
_RT6MHFE L,
T A VA ZRITINE STV B BETAHE HIV-1 YR E 2 kf 5 b
L7z RPV ®AI Ol E R (GS-US-264-0106 A BE) T, RPV IZ
MM 2R L2 BE Cld. oo NNRTI (EFV., 2 b7 KW
delavirdine) (2 %F L T MM EZ /R L7228, = h 7 £ U > (ETR)
W2k L CTix 2 il 1 B CRESZED MERF S vTe,
TAF : K65R, K70E BRIZL VT AN, X /v, T3
TYv, FIC, 7 /R EMITH T SRR T35, YK
TONIK T DR IR S LD,
T69S " EHffi AZE R WITK65R 2 & e QISIMBEAZLE R 2 b,
R 1 % 3 i 5 I 32 PHL 55 3612 2 A% 2 2 HIV-1 1X, TAF (&%)
THEEZMEOR T ER LT,
KI103N X (% Y181C ® NNRTI B#E 4 % % F 7 2% HIV-1 (X, TAF
[ S P 1 i N B
M461, 154V, V82F/T L X L9OM & 7' rn 7 7 — B #EE R 4
9% HIV-1 1 TAF (2% L TR e 2 R LTz,
FTC : FTC iPERE (M184V/D) 17 2 7 ¥ iTxt L T
ERLEN, PE IV = ATV T IARENL, VRS
UK LT in vitro TRESZMEEREEF L2, =17 Y0

TR TE2 Lo TER, N7 VU BEAR (M41L,

D67N, K70R, L210W, T215Y/F, K219Q/E) XIZv ¥ /7 v 4
WA (L74V) AT 5 7 A VA%, FTC 2% % ka2 v & #i
FF L7z, NNRTI ittt & B#E-S T 5% KI103N X idflh o 28 B %
A3 % HIV-1 1%, FTC Ioxh L Oz xR L7,

(B2 I B d 2 B bR AL
<V rrV UIERE >
—f&4 © VL E B Y RS (JAN) | Rilpivirine Hydrochloride (JAN)

b4 4-{[4-({4-[(1E)-2-Cyanoethenyl]-2,6-dimethylphenyl }amino)

pyrimidin-2-yl]amino } benzonitrile monohydrochloride

43120 0 CpuHigNg HCL
Srf-& : 402.88
bt

licd

NC CHy

/l\ *HEl

/NS E@@%ﬁk

VSRt A% — 5.8 mg/mL

fil

=% /—) 0.67 mg/mL
K 0.01 mg/mL
M K9 250°C (GrfiR)

EAREL : logP=4.86 (1-4 27 % 7 —)V/pH 7.0 U > ERIEMHR)

<FJ)EREN TT7=F I R /VERE >
— k4 T R EN T T T2 I R~ VERE (JAN)

b

Tenofovir Alafenamide Fumarate (JAN)

¥4, . 1-Methylethyl N-[(S)-{(1R)-2-(6-amino-9H-purin-9-yl)-

1-methylethoxy]methyl} phenoxyphosphinoyl]-L-alaninate
hemifumarate

éj\%it . (C21H29N605P)2'C4H404
5y F 8 1069.00
e i s =

MNHz

£
B8
N/| N‘) ‘F‘N\<ﬁ\o cH
Y 3 COzH
L‘Q N 0_,.-’ . i"H . F&c"%"
'/ ]
™H
CHs

PR B~ IREE T A B~ TAEEREADOH K
WRRE © A& ) — )b 189 mg/mL
& ) =) 69.6 mg/mL
A Y7 asR ) —/ 277 mg/mL
TR 9.16 mg/mL
T r=KrU 230 mg/mL
[\ =g 0.14 mg/mL
AR R 132°C
DEAREL : logP=1.6 (1-4 2 % /7 —)V/pHT O U > L% k)

<z ARYTEEV>
—M4 = A hU &y (JAN), Emtricitabine (JAN)
b4 : 4-Amino-5-fluoro-1-[(2R,55)-2-(hydroxymethyl)-

1,3-oxathiolan-5-yl]pyrimidin-2(1/)-one

%%K . CgH|0FN303S
1 247.25

(= 3=
NH=
N
A
07" "N
HO—. O
K Sy
[ ﬁ Ha~F 7R T A DR

VAR - K 112 mg/mL

il

TEh=FrUw 4 mg/mL
Fifg A~ 7’ 20 0.3 mg/mL
Ao £ 155°C

SrBLAREL : logP=-0.43 (1-4 27 % / —JL/K)

(BN EOEE

Pt tRIE, M &l TIRET D Z &,

/J\

4.

WROFORNPZVATICRET S Z &,

[AFREMH]
G ) A 7 G &2 R E O L, WIS EET S 2 L,
ARFOFERIC Y T o Tk, BEICK L TARFNICEAL THEA
LHME - BT - E5 EHEINERTH DL I L%
EESICEBAL, A 74— Rarter 2 ELE 9.
ERICERE T 5 2 &,

- MEANZ FS U T BLTE FE i S FR oD B IR AR BR (2o T

T 12 B0 M SRR B S O R R B 2 2 &
AANEMRLE LI Ee R 2 EhE L. £ Ot RE



ZEMANCEE T 5 & & b, TR ISR &
O E R 24— T2 2 &,
FREEYHAKT T2 ETol, FAE LTENO2ES
IEB 2k G & LT ROs IR FE 1% i A A FEh L. ACHI OB R
TRICBT D (BEE 5. A2 - LatE (sl Of 1 e
DENE - Zata &) ROEMHAER DT — 2 %)
ZPWNE L TEMMICHMET S L L bIlc, HEORKRE BF
THERICEET S 2 &,

[&35]

FT T4 BAEE 3088 (NT, BEFIAD)

[EECR K O SCERFE R 5]

(EEIHD

1)
2)
3)
4)
5)
6)
7)

8)

9)

10)
11)
12)
13)
14)
15)

16)

17)

18)

19)

20

=

21)
22)
23)
24)
25)

V7o ee ) oM EER GERNEE TMC278-C108)
V77 Frlinree ) CoMAER GENEE TMC278-1FD1003)
FAT TS = VLY OB ((ENE R TMC278-C114)
TrEFVLEVACEY COMENER (FENEE TMC278-C140)
AR LYY COMEMER FRNEE TMC278-C121)
Benaboud, S., et al. : Antimicrob. Agents Chemother., 55, 1315, 2011
VLVEE Y VT /REN OV Tax 7w Vil A ) A
VECASEO B RE DR (FEPNEEEF TMC278FDCHIV4001)

YA Y v OEYEREOKE (FNEE TMC278-C145)

VLR Y U OEAMAICET SR (RENEE TMC278-NC112)
Ve ) o oREICET 2 (FENEEF TMC278-NC141)

Vv el osEyEhiEomEt (fHNEE TMC278-C119)

ULEEY CoFEpTREOMET FENE R TMC278-C130)

UAEEY o QT MR 21EM (#hNE K TMC278-C152)
UAEEY o QT MK+ 21EM (#:AEk TMC278-C131)
YLEEY /=AM VHEU/T )REN TT772F 3 RT7<)VER
WEELGEED U A L A FHIIIH 5 H AT D HIV-VEGL B 12303 5 i
R (FNEE GS-US-366-1216 #65#)

INEEY /AN EEV/T )REN TT7 72 R7VIVEE
WELEEED U A L A FHIBIHI S S LTV D HIV-1EG B 1233 5
PRRAE (FENERF GS-US-366-1160 #5k)

YLEEY Ty LY OPIENAER HIV-1 YL BE 6 5 iR
AAE (RENEED

YILEEY /T HRENL DY TFaxi L7 g/ e s Y 2
UEREBED HIV-1 B BE 203 2 BRPR R (fEPN R GS-US-264-0106
ABR)

TAETF TN/ A YRSy N AR R /T JRENL T T
7 = X R 7~ VB ELG BE O R ENAHE HIV-1 SR (k4 2 B ARk
i (RENEEL

IAETTTENAE VAL y NE A NI VA E VT IREN T
7 =) 3 R~ VIR G BED HIV-1 YR E (T DR A (kN
%kF GS-US-292-0109 #ER)

Azijn, H., et al. : Antimicrob. Agents Chemother., 54, 718, 2010

Ve ey CofERKE GENEE TMC278-1646-0005343)

Schinazi, R. F., et al. : Antimicrob. Agents Chemother., 36, 2423, 1992
UNLEEY DRy A NVAER FENEE TMC278-TV2-AVMR)

Miller, M. D., et al. : Nucleosides Nucleotides Nucleic Acids, 20, 1025, 2001

(CIRFASR G - B IERBH V& D)
FEICHRIZRRR O EHZ & £ LTH TRLIC ZRR <2 &0,

Yrer7r—~<BKRXet yrera—nery—
T101-0065  HALHR T H X P4 H 3-5-2

7 J—% A ¥ 0120-183-275

FAX 0120-275-831

ZAHER 90 00~17 : 40 (F - H - HLH B LGSR
A ZkR<)

S
Yo 77-vHhA &
T 101-0065 WETEET U0 P {H 3-5-2
AN
_9-

-
janssen }'



RPV/FTC/TAF 1.8 WA CE (%)

18 TRATSEEE (Z2) oot
18.1  #hEe - DFR (), AL HE () KOZDORERIL ..o
1.8.1.1 ZhEE « 0 () RO « FHE (B) e
1.8.1.2 FRTERRIL ..ottt
182 MALEDEE () KOFDOFREMIL ....ooo oo,



RPV/FTC/TAF 1.8 IflcE: (%)

1.8 &HfHXE ()
1.8.1 DEE - MR () , BiE - HE () RUZDHRTERER
1.8.1.1 e - R () RUAE - A2 ()

(1) *hee - R (F)
HIV-1 JE&YLE

(2) R - HAE ()

W, AR O 12 LA Lo RE 35 kg DL EDO/ NI, 1RI18 (Ve LT
25mg, T /ARENTTT72FIRELT2Smg O AR U HAELELT200mg 254) %
1 B 1 EEFEPIRERICRAKREST D,

1.8.1.2  EREIRH

VLB E Y VIERIE/ T A N AT ) REN T T T 22 R~ VR A SE (LLT,
AKED) 1F, X7 LAY FRUBERREER OV B UERRIE L X7 LAY RRIFERG R
FIEF O LN HZ B ET VHREN T T 7 2 I N7 VBRED 3 55y 2 &4 5 EEH
BRAKITHD, AANX, VieeYy (RPV) &L T25mg, =AY ZEY [FTC (F) ]
ELT200mg, 7 /KN TT77=2FI R (TAF) &L T25mgZzahaT %,

RPVIIBEAGRD T 2T ME2S mg, 2 AT L IERAEEICEENIATTHY, Wih
H RPV & LT25mg 23T %, FICIE, BUKROT L N U AH 71/ 200mg, A7 LT
HEE, TURAYEHAHEKL DTV a tEAHFICEENDIADM T THY, Wb FTC & L
T200mg =5 HT 5, £72, TAFIIBEAGEDO 7 U RA YELASE, 73 a Bl A LT KOT &
A EAEEHT ICE ENDHNET THY, THEITAF & LT 10mg, 10mg XN 25 mg 5
G35, TabBAEED TAF OEA®OE WL, e riEmE - [V F e kia
BV A Ky h (COBD ] OOFHOAREIZIS U THEWGT B, EYERE-ROH A 1 o Of IR
\ZIXT v a BELASE LT 28, FEOFRFRCIET v a BRASE HT M 5 s b, 2 b oA o%h
BB - WA & I - HEE, WLy THIV-1EYYE] <, M A 1A SRS Tho,

U bbby, KANL, BEAREROFHRGEEHL, TUOLOENRNDHREY 2T ME
25mg LT VA LEAHAT ERETHY, 1HIEETIALOEPRIENRTE D L H &
FFENZEEHITH D,

ARENIOZHHE « HRKL O - AHEIE, EWEETENT Y o2 v FEIRICIESEFE L,
RN %Xt B & LT A R SEERER (GS-US-366-1159 5Bk) (2L 0, AK| &L RPV 25mg fE (=
V2T MEE 25 mg) ITBWT, RPV DIREERE (Chax, AUCLy X TN AUCiy) DA FHIEFMED3,
AF| L reT 77 en [EVG (E) ] 150 mg/COBI (C) 150 mg/FTC 200 mg/TAF 10 mg fil & #

[E/C/FITAF Bl &8t (7R A YELAEE) ] 1I2BWT, FTC O TAF OEFEE (Cpax AUCg &
O AUCy) CTEMFMRISEMES RSN [2.7.1,2.1.118] . ZhbofRICESE, BARD



RPV/FTC/TAF

1.8 I3 (%)

RPV 25mg $E1Z431F 5 RPV & E/C/F/ITAF FEA$EIZ 31T % FTC & ) TAF O A 80 OV 2T —
& HSFI I RTHE & Il L7z,
AR K OHIE « I EORBRERILUIZFIH FIEE & 5 % 72 RPV, FTC K T* TAF OEFK
ik & 2 OB O AR FEERN TOSREZ &K 1.8.1-1 TR 7,

ARANDZHHE -

& 1.8.1-1 RPV, FTC BRU TAF IZ& 1+ B ERRFER

P, BEMEROPY A v ATEME 23l
%, H52H0 - FEEMR, HRGIERR

LA B e SEdsEa BT A SR

RPV (== | TMC278-TiDP6- PUHIV IEDOIRE | HUHIV SEOTRFARRBEO M A HIV-1 B8 | [2.54,42.2.3]
Z v hEE25 C209 HRARBR DR FaRkIG L L2 RPV ORWA R, 24 [2.5.5, 5.3.18])
mg) HIV-1 &Y | M, BAME2x=7 7L (EFV) &b

L, FHMiT 5, HIM- Tox b =

e XTI — - TR RGAER

RPV (== | TMC278-TiDP6- PUHIV FEDIEHE | T HIV FEOIGHRARER O HIV-1 YR | [2.5.4,4.22.7H]
7 bEE25 C215 HRARER D AR FAaRG L LT RPV ORWIAIE, 24 [2.5.5,5.3.15])
mg) HIV-1 & BE | M, BAMEE BFV S L, dHiid 5, &6

3 T H A s ZHER - A TVER

— « FEHeh R
RPV/TDF/FTC | GS-US-264-0111 7 A )L AR 7 A IV AR E ATV B A HIV-1 [2.5.4,4.3.2.15]
Bl odE (=4 milshTng | EgBE 235 & L EFV/FTC/T / AR E [2.5.5,53.18]
7V IEA BN HIV-1 & | v 2oy Faxi 7 gl (TDF) Bld
$iE) M $E7> 5 RPV/TDF/FTC Bl A HEICH) 0 B % 7=

B3 @hng, Ak X O a2 R

T %, H2bHH - FEER - Sl ERER
RPV/TDF/FTC | GS-US-264-0106 A L AT 7 A L A FRZ N TV D AN HIV-1 [2.5.4,43.2.18]
BlasE (=4 Ml S Tng | EREE 24l Lo 7 7 —EBiiE [2.5.5 53.5H]
TV IEE BN HIV-1 &Y | &I, U R ELKRDN2 5D NRTLHHH 6
BiE) e RPV/TDF/FTC Bl A$EIC U] 0 B 2 7B %2

VB XUt 2 R 5, B3 T

UH LML - FEERR - Sk IR
E/C/F/TAF i GS-US-292-0104 HLHIV 3201aHE | H1 HIV 3O BRFERBRBR O HIV-1 Jui | [2.5.4,4.2.1.75])
At (FoR RALER D RN F & %% L LT- B/IC/F/TAF & BE D224 [2.5.5,5.3.15)
A YELABE) HIV-1 B | ROHESMEE A2 U eor RECAEE L bk L

P, H3M - A ML EHE

e 2 e SOt
E/C/F/TAF fic. GS-US-292-0111 FLHIV BEOWEFE | L HIV EORFRRBROKA HIV-1 EYeE | [2.54,4.2.1.5]
G (KR RARERD REN F %% L L7- B/C/F/TAF & BED %24tk [2.5.5,5.3.15]
A YA BE) HIV-1 &R | ROEREE A2 U e RECASE L ik L

M5, E3ME - TN CHEHE

W - Sk IlE - R R
E/C/F/TAF i GS-US-292-0109 DA VAFEINS | BUHIV I K DIRERBAH Y, AR [2.54,4.3.1.18]
abE (7R Ml SN TS | FRICHIH STV D AR HIV-1 YR [2.5.5,53.15]
A Y ELAHE) N HIV-1 g | 2% 8 LIZTDF 2 88T 5L A0 b

B E/C/F/TAF BL & $EIZT) 0 3 2 72RO A %)

P, R OEFEEZFMT 5, 83

- o2 ab - EER - Sl - E

kT R
E/C/F/TAF P2 GS-US-292-0112 BRPE N D FRARJE | BREE)S O HAR I O BHSRERE T 2 A 0F L 7ok [2.5.4,4.4.1H]
&g (KR OEWREREEZ | A HIV-1 YL BT 2 x5 & L7z E/C/F/TAF [2.5.5, 53.18]
A YELABE) AL Bl A dE % 5 LT B0 Z e, kR,

HIV-1 R EE | AREEZFMNT 5, E34HH - Gk - 2

BRI - B R — AR
E/C/F/TAF Fid GS-US-292-0106 PUHIV 3IRFER | §UHIV ERBEREBR O/ HIV-1 &Y | [2.54,4.5.1.1H]
G (R BERO/PNEHIV- | (12 5L R 18 iRl IR TE 35 kg LA [2.5.5,5.3.3H]
A YHELSBE) IR E ) &%IG L Uiz E/C/F/TAF Bl G 8E% 5

L7z oEyihne, 22tk ARMER O

A NVATEEE T A, #5234 - IEE

W Shagkdfal - 2 8— b - HLEE G REEAER
RPV (== TMC278-TiDP38- HLHIV SRR | HTHIV 35RO /N HIV-1 &s g | [2.5.4,4.5.2.78])
F v NBE2S C213 BERO/NEHIV- | (12 358 E 18 A 2> IR HE 32 kg LA [2.5.5,53.18]
mg) 1 YL ) &xtgel Uiz RPV OIRYERE, 24




RPV/FTC/TAF 1.8 IflcE: (%)

F7o, LEROBKRBRIIME, KAEIT, F3HEARE 2%&%& (GS-US-366-1216 #klk Jz Y GS-
US-366-1160 #klik) St L7z, mMiathe & b, xtREFE 1T (ZARHN DA AN NS D M
e <, ARABROBALEET 6 5 HLL LY A )L 271 anﬂ%lJ ézhﬂ\é (HIV-1 RNA &% 50
copies/mL AJifi) A HIV-1 YL BE & Lic, FEFEEB L, KEELEELR{PER LA
Ty Tay hTATY XLHES T, GBI 48 1 H © HIV-RNA &= 50 copies/mL AJifj O # R
FOEG L LTz, GS-US-366-1216 7B TiX, RPV/TDF/FTC Bl&8E (2 A7 L IELAEE) MHAR
FNZEI 0 3 2 T B DA 0 B V&2 2 % Bt 5 72 912 RPV/TDF/FTC Bl & $EDffkfe it 5 (15
MGERE) xR E LT v & ML HE MR A F2i U7z, AHIBEIAAI 1 8 &
RPV/TDF/FTC Bl & $ED 7" 7 B AR %, 1EFM#kGeHEIL RPV/TDF/FTC Bl A 8E | §& & AFID 7 78R %,
BHEPICLH 1TERROBS U, 48 B HIV-1 RNA &% 50 copies/mL A (ZHERF S LTz
BEOEIGIL, THFEMERE 93.9%2xF LAAIRE 93.7% ThH 0, IRHEMGEEEIC T D AFIREDIES
PERRGRES e [ GREMZE (95.001%CD @ -0.3% (-4.2%~3.7%) 1 , £/, LZ2&MIic>W1T
X, ARAIEE, BFEEEREOWT L ARMEIRIFTH Y, EEZAEFRORHEEG ORAIHE
5.7%, TRFEHKGIEE 3.8%) R OVRBRERE G H ILICE > - HEHRORBEES ORFIRE 1.3%, 15
MEGERE 1.0%) 13K o7, F7o, IRBRELBEERS 5 LU SN EELRAEFRIIRD LN
2o 7z, GS-US-366-1160 kB Ti%, EFV/FTC/TDF fid&8E (ENRAR) 2 OAANCE Y Bz
T-BE DA M OV 2 % Mt 5 72 912 EFV/ETC/TDF Bl A 88 DfkFi e 5 (RIEIKGERE) % %f
ME Lo o ¥ MBS A I L7z, ARABHIAA | $82 &FH1Z, EFV/FTC/TDF
BASED T 7 v REmERZEE T T H 1 RRROES L, 1REEGRHIARIO 7 7 2R &2/ HEH
\Z, EFV/FTC/TDF Bl 82 1 24 b B 2EE T C, 1 H 1 ERRAKE L7z, 48 #FFIZ HIV-1 RNA
78 50 copies/mL AT (ZHERF STV EBEOBISIE, TERHERERE 92.0%2 5% LAKIEE 90.0% T
&Y, 1RGSR T D ARAIBEOIELVERRGE S L7z [ GEEF 2 (95.001%CD @ -2.0% (-
59%~1.8%) 1 . F£7z, BRMEIZOWTIL, AFHE, BEMGEHEOWT I BAAEEIIREGTHY,
HERAEEZORBIEG (KA 5.5%, 16FAKGHEE 5.7%) K ONEBRER G T ILICE - f%
HRORBEG ORBIRE 2.5%, TRFHGEE 1.8%) 1ZEho7-, 7, IRBREREBEER S D &4
Wr S - BB A FFRITRFEMGHE T 16 (02%) OHRED LT,

LIk, AHN D=0 R S AR & BRIRRABRAIRE,  BEARR DA RN R oy K OVEEF D B AR R it
WZHSE, AFORhEE - R4 THIV-1JEYYE] , HiE - &2 T1TE 1EZ 1R 1 ERAKRE)
ERRE L, £7-, RPVZEATHEANL, N E CORRKRBRERE) b BF D IRERIC
OGS LZLELTWDHD), ARG REFPIIRERIIRAKEGTLZL L L, MED
FE < FZEIZOWTIE, HLHIV ZERREARRER O/ HIV-1 BB E 255 & L7z 2 RO #E R

2D EFRE LTz, TMC278-TiDP38-C213 &R Ti, 12 mklh b 18 iRy 32 kg L LD
INRERE BT, RPV OEWEhRE, HiU A 0V AEE RO e, BRMWAFHME L, NEEE
(2B UVT, RPV D Cogx KT AUCouy O FIME HAEHE(R 72T, 109+38.0 ng/mL, 1,872+717 ng-
h/mL T&H Y, TMC278-C209 #kfik K& O TMC278-C215 #RBR TORY AN HEE D Chax (134£72.0 ng/mL)
SN AUCyy, (2,005£970 ng-h/mL) & FIFREETH -7, 7o, #5845 48 1 H O HIV-RNA &
50 copies/mL Aili D HERAT DEIAIL 72.2% ThH o7z, GS-US-292-0106 FERTI, 12 Ll E 18 5%
ARG OIRE 35 kg LD/ N 2 %5212, E/C/FITAF Bl A 8E% 5 LI-BRoKipEhie, o



RPV/FTC/TAF

1.8 I3 (%)

A NV ATEVE R OVZZ 2, BEVEEFHE Uiz, NEEEIZEBWT, FTC D Chpa XN AUC,, D1

5 (% ZEEE) 1%, 2,265.0 ng/mL (22.5%)
(16.6%) ] Ofp L —& L7z, F£7c,
166.8 ng/mL (64.4%)
FES, [Cmax :

232.8 ng/mL (64.6%) K TN AUCjy :

®i9k,¢

14,4244 ng-h/mL (23.9%) T& YV, GS-US-292-
0102 FABR TORRNEFH TOMEFZ R [Chax : 2,056.3 ng/mL (20.2%) M Y AUC,, :
TAF @ Cppax S Y AUC 5 DI
188.9 ng*h/mL (55.8%) T& Y, GS-US-292-0102 aﬁ%ﬁ*@@ﬁkk%%@ﬂz%
227.5ng-h/mL (47.8%) ] O & —H L7,

, P 5-B8%A 24 1 H @ HIV-RNA £ 50 copies/mL AJifi O #LERE DOEIS

1 11,7141 ng'h/mL
(% ZZENERED) |

1£913% Th o7, LLE

LHE T, RPVDIREZEEIIMAEE LFRERETHY, FTC LT TAF OIRZEEOH

PR & —H L, RARE LFAREOHIEN RSN, POREMEICO N THHZ RS

TR LN oT, Ko T,
Uik - HEZiRE LT,

182 FEALOIEE

(R) RUZDHRERM
R EOERE (3 KO ORERILE U TITRT,

12 3% BL B2 2fREE 35 kg LA EO/NREEHEIZHOWT B NBFE & [A]

A EoEE (%)

AEARAL

(%hee - HRICBET 2R EOERD

1. LFOWF o HIV-1 EREFICHHATS 2
Lo

@ $t HIV FEOBEEERA 72 < | HIV-1 RNA &

100,000 copies/mL LA~ Td 2 & (TERR Bk

T DHEZM)

AN RSP ORERD 72 <, I AT 6

7 A EIZB N T Y A L 22 (HIV-1

RNA 7% 50 copies/mL AJiii) 23556 TH D |

yneely, F/REALITZ AN UEYE

NZHKT DIMPER A R A FF 7= ARF A~ )

DA EY)TH D &I S ST HIV 3R

wEE (TRRRRGR ] DIHZH)

2. AHNZ LB HT- > TiL, BEOIRERE L)
AR 72 G B I BEAIT AR A GBAR AT & 5
WIIERBVET) 22812752 &,

@

RPV/TDF/FTC Bl & 8E DERAS CEICHEL T
PR LT,

(R - HERICEET AEH EOEE)

1. RENZU AR CHERgIE, 7/ e T 7
= I RT7-ABIEN R A N V2 B2EA
THEHAH CTHD, ZNHDOD XITT /R E N
vy 7Tuad 7w Vg A E /A L R L
Wk,

2. BeHBHIEERIC, 2 VT F =02 T T AN30
mL/minPA L TH L L E2MRTH L, 2, K
HEEH%k, 7v7rF=>2707T 72 ANR30
mL/min AR T L2561, &5 0125 5E
T5HZ L, (MEEEKE) | THEEZRLAWE

. SRYEhRE) OIS R)

Bl

1. A#lD CCDS 2%,
RPV/TDF/FTC Bt &8¢} O FTC/TAF Bl &
BEDYAT CEIZHE L THRE LT,

2. AKHK|D CCDS 243, FTC/TAF fd
AEEDOUAT SCEICHE T THRE LT,

1. BELRS (&@%%‘k BEHIZEETDHZ L)
1) EEOEKEREOHDEE [H ) 2y

1) FTC/TAF BeASED WS SCEICHE T T
BRE L7,




RPV/FTC/TAF

1.8 I3 (%)

A EoEE ()

BREARAL

OMmMFREN LEF T2 (1EYEHE) OoBEB
), ]

2) REPRAEZ LT WEE (DU v AME, #
LWRAR, B O0iEm., 5 >k r4e, R
P QT MERJEMEREE) XL QT R AE 42 &
DHONTWAEKZRGFRORBEE [Vree
> 75 mg Je U8 300 mg 2 H-IRFIZ QT LR 23580 B i
THEY., ZNHOAFETIE QT LREIT L NI
NRBET I BTN D (FAEER], T3y
fE) OB, ]

3) BRIKROYXIE C BFR T AV A BEEBRYEE
(U ve el AR OWAMNERSE T FERERICE
WTC, BB EAREFS (RRKREELET 25
To) ORBIBHENIFERBLBFT LY @rolz
(TEEAREANEE] OEESMR), ]

4) EnE [[EEE~0& 5] OESMH]

2) ~4) RPV/TDF/FTC A BE D USfT 3
ICHEL CRR @ LT,

2. HERERNEER

1) ARAOHEAICEE L CTiE, BFXXBEFITRD D6
Yl7eF T, WOFEIZOWT IO LAEE 2%
Tk, EHTHZ L,

(1) AFNT HIV ERYYE ORISEEE Gl en2 &
M, BFREG A2 G e HIV EYUEOHERIC
PE D PRI 2 FAE Lt B ATREtE N & 5 D T,
KB G- B A% O H KR O ELIZ DN T
L, TR THYEICHRETHZ &,
AANOEE G LD EBICHO VT, BTE
DEZARHATHLZ &,

AFNC X DIRWEDS, MR EE b ST ik 75 Ye 5

IZ X Bt ~D HIV GO ERZ D S5

ZEIEHBNLTIT RN &,

A ERFEBVICHEIERITA2Z2 L, £

7o, YMEOHE R LICHEEZEE LY,

ARAHZHFIELTZD LanZ &,

AFNIOFHER EHEERAZR T2 0D

720, WHAPOTXTOIKA 2 MY =2

HI oL (IHAEEH) oS, £z,

AR TR H 12 o 3RA &2 R A 5 5

A, FANCHYEICHEET S 2 &,

2) AKFNE. HIV-1 JBEYYEICK LT 1 FITHEEEZTT
LD THDHIH, oft HIV EEPFH LN
Lo Fo. T A RUTHE L EY ORI,
A NVAFREEE L TWAE T I TV UEED
AP LN &,

3) RIGFD HIV-1 R BE G L Lz ve e
v OWEANERIRE T FHREBRICIB VT, LR ORER
DEFELNTND Z ED, RFNC X D IREBI MR
2. 2RO DFWICHONWTEET DL &,

o TUANRERHRIHIT, WRIFETHDH T

TV A N & B DR BEIS
X, =7 7 E LUV GHIEREERE) Kby
LY UEETE N (THEIEE ) DIF

(2)
3)

(4)

(5)

1) , 3) ~9) , 11) RPV/TDF/FTC L5
FEDOUSHT SCEICHE T TRIE LT,

2) RPV/TDF/FTC Bl & #E K& O FTC/TAF AL
BEEDTAT SCEITHE T THRE LT,

10) FTC/TAF Bl&8E DURFTSCEIZHE T T
RE LT,




RPV/FTC/TAF 1.8 IflcE: (%)
A EOEE (%) A% E AR
ZH)

4)

5)

6)

7)

8)

9)

o R—RXT A CD4 Bt »RERE DY 200
cells/uL ARJil§i OPLERE TIEL, 200 cells/uL LA |
DYPIRFE & T, U A VR 2RI O F
GumEmmnotle (THREGE OESH),

HIV & BAFEA Y A VA (HBV) &4z E50F L C

WA BETIE, AFIOEEGHRIEIZEY . SRT

ROBALNHONDBZNN DD, A IEEE

B AL, EWIR SRR E LT O e L, BlE

AT 2k, AREIFIEZRICHFRNE(L L2

Ba. EREEOFREL 2D AIEEENH DD

T, ZEZJSUTH HBV o EE2EET S -

L,

Ve e oBBIOWAMNRERSE T FERER IV

T, B RROY T C BIFR T A VA EE YR

FTIE, MEBEEAEFSR (BRREERT 25

Te) OFBUFENIEEERGLET LV B oTe 2

EMD [EHRYBEE 33.3% (18/54 #) . IHEEM

JRYL RS 4.9% (31/632 f5)) ], Zivo D BFITEE

532858120, EMNRFEERELZIT Y 2

EL. BEEZ o547V, BRENED NG EIC

X, BEEPIET S YR EEIT) Z L,

TR ENIIZ A N U H B EE TR R

i B SR B EA O B 5303 2 5 o fF ik

W2k, BEERIET V F— Y AR OIEILEIC

K oHEEDOIMEKR I 7. &% @

ENTWAHEDT, BT ¥ F—3 A I AFHnE

PEDEE DN D BEARIER IR ME R (77 b

TUAT7 27 —BORHR LRE) BEOLNL

LA, ARlokE s —Fpikd 5 2 &, RRC

FFREBOBERIN 26T 5BEICB W UIERT

HT &,

ARBERNZ, 7V T7F=0 7 V7T 70 AEDF

BEREm A 2 e L, BHEREEOABAL MRS 5

Tl EF. RAEEZ S EHRBRAERIC X

D, BEOREZFEESBLEL, BHERTD

VR /T HEREZ VT F=o 20T T

AR NIE Y OB EFEwTDH L, Batty

AT LA E OFITENT D Z EREE LUy,

L HIV O ZAIGFHBRIE AT T2 B T, HEH

RESUEBREN G ShTn5, REBBE, %

FEREDSRIIE U, JEMEVED 70 & IEEE B i

B (vAanxs TV AT ET LAy T Ly Yy

A PARMATOTANA, =a—F YV AF A%

IZEDbD) FITKT DRIERISVDFEES HZ &

NhD, £, GEBIEOREIZHV H CaE R

A (FREERE T E . ZRMEMmK. FT7 0 - A

U—IEERE, 7 R UBRRSE) DRBLT 5 & oWE

BHDHDOT, ZTHHDIEREFMGL ., HLERFZIX

WE R IRIRAEBET 52 &,

Pr HIV EOMFERIZ X0 | IRIER O F50 4 FE A

|




RPV/FTC/TAF
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A EoEE ()

B ERRAL

HEONAZENHDHDO T, B NIRRT
BT EY B AT Y 2 &,

10) T /HKREN TI77xF 7~ VEBEEZEHT

% B O FE AR R K OV IR FABRIZ 3 ) T

GE:S

f@ﬁ?kﬂﬁﬂmim%v—ﬁ O _EH N
\ﬂﬁﬁ®mﬁ#mﬁéhtoit\#HW
‘%'Ec: X DVEREER N 22y HIV-1 GBI

T/EREN T T T2
2 WA D G ST BRI BV T

F77wMﬁ%&ﬁT

FEEN

ﬁ?btﬁm#ww%htoﬁm%ﬁwﬁﬁwh

BFE X TZ Do g

B +J\ﬁ%%%
@\&5%¢¢¢5
1) =AY & e BEO

éﬂﬁ
(FLANE

%ﬁ?éﬁﬁf
IR BT

%\ﬁ@ﬁ%%%ﬁbk&
RBRICIBWTRIEE A

DRIEL, TORBMAEIIEOAFEIIEH N &N
INE X TVWD,

3. HEEH

yrreey ok, EiC
TIHRENLERE L RN HE
TR EHRE NS,

REMIAY 72 RN

Gy UAL

CYP3AIZ LW REf s b,
1T, SRERIE A L

FIORENL TITT72F IR, BT A,
CYP3A K O'PHEEHDOIEE TH 5,

1) PrRZER PR L2V L)

Tz )NV EFZ—)v
Tz ) NV

Tx= kv
TLET Ik

RRAT7z= bV
KA RNA Y

tAMfavArXI VY
(St. John’s Wort, &>
FePag—rvX..U—

N O 1 o i B AR T
L. AF ORI TS
THBENLRD D,

A% FRIRIERR - B B - RRT
V7rrEY Y YAEE Y ROT /| 25 DK CYP3A 7
TITF AENL TZ77=2F I EEHICEY, Yrey
VT RofdENMET| Y v o R# 3Rt sn
VT TFv L. ARAOREIHT a)_n%mﬁﬁmpﬁ
N AP TOHEBZNN D DH|EAFEERIC 7

(T ®ie] oHEB /wa777l+\r
). O Mg PRENMET S5
BN EBE YILEE Y U RORT /| BEARH D,
FU L b= AEN TIFT7xF3

N EF&&%

FExYAZTUEFRE VL) oM | 26 0EH O CYP3A

(HERR G 2ERL) ERMET L, AFOR [ EERCEY, Ve e

TH R ERWFHT BTN |V OB S RE SN
b5, %

7u R TREA

Ve ey ot

HWNO pH ERIZED, U

FRAT TS —)v FEMET L, AR | e ey v oRIAE T
FATT =1, R WIT BN | T 5,
FAT T b (TR o

FSUITTI— THEM)

VA=

FGRFFG Y — )
VAW

TIRTST =)
R VN

R TFITHF T )Vig

b
2hr¥xyT

AF|D CCDS 1235 %, RPV/TDF/FTC
%A%&@HWDWMéﬁ@%Hi%

ELVC ﬁbf\—o




RPV/ETC/TAF 1.8 IR 3CE ()
EH EoREE () X EFRHL
T EN TIIREN T T 72| TTTVEANDIT T
FIE Y F 3 FOHL HIV-1 IHHE | > A ISPERLEERIC X %
PEFT D720, AH | 729,

DRI T2 FTHE
TR H 5,

2) PERBEE (PERICEETAZ L)

FKEE% IR - BB FE B - GRET
H, JBEBTA VAl oM biREN | BNO pH EFICXY .
TrEFVV BTFL, AFOZHENRET | VLY ORI
VAFT TorkENWRHL, Zhb | TT5,
=HFrr DIEFNL, AAEE-O 12 K
T=FIv RIS BRI 4 BERILL 121
Bh4 52 L (T3EyEhRE)
DHEBR).,
HIERR UL E Y 2o A
BRI T VX (R L. ARHI 0 %) 503 59
= LTI THBENEDDL, ZhD
LRI 1 V> 0 | DAL, ARFIHE S0 2 Kl
A PLERTSUE 4 BRI DL _ B4 108

595z,

75 YR~
Ty ROV

YA Y o R
ERIFTLAEERS S, K
BELLTTryvAan~A v

B DK O CYP3A
HEERICEY, Uy
BV ORBRIEE S

SNVHvIrEN
%

LEBEESTDHIL, %,
AY RV AR oo PR E KT | B
TLZENDHD ([3EYE
REl OIHZM),
T ruEn NS DOIHA, T R | RS ~OREBHIE I X
RS r7vEN RiF= U 2 e ol | vk S SR L O
Hrvrzuen PREN EA L, AEFS| 7256, PtREOH

ZHRT DB ENBDH D,

BN LD Pl 28 2 SE 5
%o

QT ER %K= 4
LBRmbNTHDHE
Al

QT it £ . .0 = M M
(Torsades de Pointes % 7
o) DHEBLTHEBZNANH

UYEEY Y75 mg LY
300 mg ¢ 5 QT L&
DBRHD BN TND (T3

TIAHAT 5, WEhiE ] DOIEBR),
B — LA
4. BIfEA BIVEF OB, BEAHE O HIV-1 Y

Ve’ /7 JREN VY akLT < LRt
[T R HECRANZ LY T A AR S
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RPV/FTC/TAF 1.9 —rI4 FRICFR 5 SCE

1.9 —RNEMICEIXE
1.9.1 JILEE Y ViEEEE

1.9.1.1 EEL—ARMEZFR (JAN)
AEO—L4FR (JAN) ([ZOW Tk, BEAF B ERA N RHFAE B EEm Pk 23 47
H 29 HAFERHRAI 07294 3 5) L ED bl

JAN (AAA) N =S A3
(FE 4) Rilpivirine Hydrochloride
b4 (= 4£) 4-{[4-({4-[(1E)-2-Cyanoethenyl]-2,6-dimethylphenyl}amino)pyrimidin-

2-yl]amino } benzonitrile monohydrochloride

1.9.1.2 EFR—#&% (INN)
rilpivirine

(r-INN List 53, WHO Drug Information, Vol. 19, No. 1, 2005)

1913 #EX
NC p CH» N CN
>~ J\ *« HCI
N N N
CH4

1.9.2 ILEYDREY

1.9.2.1 EEL—ARMEFR (JAN)
AIEO— LT JAN) ([ZOW Tk, BEAFBE ERE N AFEAEEHREEBRS (LK 1647
A 16 HATEEERATE 0716001 B) 2LV ED BT,

JAN (RA&4) TAhAR)EEY
(B 4) Emtricitabine
b4 (FE 4) 4-Amino-5-fluoro-1-[(2R,5S)-2-(hydroxymethyl)-1,3-oxathiolan-5-

yl]pyrimidin-2(1H)-one

1922 ERF—#&% (NN)

emtricitabine

(r-INN List 42, WHO Drug Information, Vol. 13, No. 3, 1999)
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methylethoxy]methyl} phenoxyphosphinoyl]-L-alaninate hemifumarate

1932 [ER—#&% (NN)

tenofovir alafenamide
(r-INN List 73, WHO Drug Information, Vol. 29, No. 1, 2015)

1933 ##ER

NH,
L0 (I',‘H:,
N @)
N> W N A
S P2 \J\o CH,
] . \ COzH
K\m N o~ D cny HO,C™
FYH | =N
CHs
L = 2



HAFREIRE 0729 % 3 5
Wopk 23 4 7 H 29 H

FHEM A TR (R) & &

JEA G B 1R S R R A B R R

= H 5 O — R4 FRZ DN T

WS OWTIE, TERGL O R FRO BRI HOWT (ERL 18 4E 3 H 31 A3
BFEH 0331001 S EAGEE ERE M REE) JFCIVROFE->TnHEZAT
HHD, A, BREICB T DEEL—BILAFR (LLT TJAN] 0 H,) 1220 T,
BB O LBV EDT=OT, HTMOE, & FEMRERITEMG LA L <
JEREVNTZ U,

B, AT LIZOWTIE, AAREMAESSH THEML TWDL Z L2 H LIRZ
%o



BT

AF 1 INN & OBEEMENRKSNDAEEEOH D H D
(PRl 18 4 3 A 31 HIRAFAIFE 0331001 5 /84 778 EH A5 R RA S AR m I
ENIE-RS

BERE 22-3-A4
JAN (HAA4) : 77 L7 U UgiERf
JAN (3£ 4) : Aminolevulinic Acid Hydrochloride

CO,H
HzN/\H/\/ “HCI

O

BRI T 22-4-A 2
JAN (BEAA%) @ 7= EsE gk
JAN (3£ 4 ) : Ferric Citrate Hydrate



B 2 INNICUE S 7= B OFNEICB T 5 B — 4 R
(CFRE 18 45 3 H 31 HEAFAEIE 0331001 Z/EA T4 B3 5 R A S B Rl anic
YRR 2)

IR 22-3-B4

JAN (AA%L) : 7hr7ad—kaLs o n
JAN (& 4) : Acamprosate Calcium

H

H3C N._~_S03 2+
Ca
T 2
BT 22-3-B5

JAN (HA%L) : 7 b I_XFUv
JAN (3£ 44) : Tetrabenazine

R URGEMLE

Bk 5 22-3-B11
JAN (HA%) : =) XEF R
JAN (3£ %) : Elpamotide

BRI 22-3-B12
JAN (HAR%) : XXV F NElRE
JAN (J£ 4) : Peginesatide Acetate



IR 22-4-B1
JAN (HA%) : BELrXo s
JAN (3£ 4) : Selexipag

IR 22-4-B5
JAN (HA%) : v mAF=)1
JAN (3£ 4) : Treprostinil

0~ “CO.H




IR 22-4-B7
JAN (BAR%) : =P RZ 7Y ERIE
JAN (3£ %) : Enzastaurin Hydrochloride

I
ﬁj CHs
N
N *HC
N
=

BERE 22-4-B9
JAN (HA%) : V7 4+ I K
JAN (F% 44) : Rufinamide

(0]
N
N ])J\NHZ
\
N
F
BT 22-4-B10

JAN (BEA4) : VA E Y IR
JAN (3£ 4) : Rilpivirine Hydrochloride

NC CH CN
= f\lN /@/
~ * HC
N N)\N
H H
CH3
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 53

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-91) and Recommended (1-52) International Nonproprietary Names can be found in Cumulative List
No. 11, 2004 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 53

Il est notifié¢ que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisies
par I'Organisation mondiale de la Santé en tant que dénominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n’implique aucune recommandation en vue de I'utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-91) et recommandées (1-52) dans
la Liste récapitulative No. 11, 2004 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 53

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuaciéon se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-91) y Recomendadas (1-52) se encuentran
reunidas en Cumulative List No. 11, 2004 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN

DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula; Graphic formula
Nom chimique ou description; Formule brute; Formule développée

Nombre guimico o descripcién; Férmula empirica; Férmula desarrollada

abataceptum
abatacept

abatacept

abatacept

1-25-oncostatin M (human precursor) fusion protein with CTLA-4
(antigen) (human) fusion protein with immunoglobulin G1 (human
heavy chain fragment), bimolecular (146—146')-disulfide

(146%146?-disu|fure bimoléculaire de

[GIn'®" Ser™® Ser'® Ser'® Ser'™] (protéine de fusion entre le
précurseur de I'oncostatine M humaine-(1-25)-peptide (séquence
signal), la protéine 4 cytotoxique du lymphocyte-T humaine-[2-126]-
peptide (partie extracellulaire de I'antigene CD152) et le peptide de
233 résidus fragment C-terminal de la chaine lourde de
I'immunoglobuline G1 humaine)

1-25-oncostatina M (precursor humano) proteina da fusion con
CTLA-4 (antigeno) (humano) proteina da fusién con
inmunoglobulina G1 (fragmento humano de la pesada cadena),
bimolecular (146—146')-disulfido

CB75OH5872N98201154838

[MGVLLTQRTL LSLVLALLFP SMASMAMHVA QPAVVLASSR]
GIASFVCEYA SPGKATEVRV TVLRQADSQV TEVCAATYMM
GNELTFLDDS]IéTGTSSGNQ VNLTIQGLRA MDTGLY ICKV
ELMYPPPYYL GIGNGTQIYV IDPEPCPDSD QEPKSSDKTH
TSPPSPAPEL LGGSSVFLFP PKPKDTLMIS RTPEVTCVVWV
DVSHEDPEVK FNWYVDGVEV HNAKTKPREE | QYNSTYRVVS
VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQPR
EPQVYTLPPS RDELTKNQVS LTCLVKGFYP SDIAVEWESN

GQPENNYKTT | PPVLDSDGSF FLYSKLTVDK SRWQQGNVFS
SVMHEALHN HYTQKSLSLS PGK

12

* glycosylation site
* sites de glycosylation
* posiciones de glicosilacion
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acotiamidum
acotiamide

acotiamide

acotiamida

alagebrium chloridum
alagebrium chloride

chlorure d'alagébrium

cloruro de alagebrio

alglucosidasum alfa
alglucosidase alfa

alglucosidase alfa

alglucosidasa alfa

N-[2-[bis(1-methylethyl)amino]ethyl]-2-[(2-hydroxy-
4,5-dimethoxybenzoyl)amino]thiazol-4-carboxamide

N-[2-[bis(1-méthyléthyl)amino]éthyl]-2-[(2-hydroxy-
4,5-diméthoxybenzoyl)amino]thiazol-4-carboxamide

N-[2-[bis(1-metiletil)amino]etil]-2-[(2-hidroxi-
4,5-dimetoxibenzoil)Jamino]tiazol-4-carboxamida

C21H30N405S

()

NH
CH,

N

o) b ,<
ap !
Hs;CO NS H3C,< CH;
H CHs
HyCO OH

4,5-dimethyl-3-(2-oxo-2-phenylethyl)thiazolium chloride
chlorure de 4,5-diméthyl-3-(2-oxo-2-phényléthyl)thiazolium
cloruro de 4,5-dimetil-3-(2-fenil-2-oxoetil tiazolio
C13H14CINOS

S o
H3C/ \\\\N+

HsC

human lysosomal prepro-a-glucosidase-(57-952)-peptide
199-arginine-223-histidine variant

199-arginine-223-histidine variant du (57-952)-peptide de la prépro-

a-glucosidase lysosomale humaine

199-arginina-223-histidina variante del (57-952)-peptido de la

prepro-o-glucosidasa lysosémica humana
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armodafinilum
armodafinil

armodafinil

armodafinilo

C4490H6823N 1 19701 298832

QQGASRPGPR
AITQEQCEAR

DAQAHPGRPR

AVPTQCDVPP

NSRFDCAPDK

GCCY IPAKQG

LQGAQMGQPW | CFFPPSYPSY

KLENLSSSEM
NRLHFT IKDP
PFGV IVHRQL
ITGLAEHLSP
FYLALEDGGS
LDVY IFLGPE
GYSSTAITRQ
NKDGFRDFPA
PYDEGLRRGV
AWWEDMVAEF
ELENPPYVPG
LTEAIASHRA
VWSSWEQLAS
LCVRWTQLGA
KALTLRYALL
TWTVDHQLLW
TVPIEALGSL
HLRAGY I 1PL
LFWDDGESLE
AGLQLQKVTV
ICVSLLMGEQ

GYTATLTRTT
ANRRYEVPLE
DGRVLLNTTV
LMLSTSWTRI
AHGVFLLNSN
PKSVVQQYLD
VVENMTRAHF
MVQELHQGGR
FITNETGQPL
HDQVPFDGMW
VVGGTLQAAT
LVKARGTRPF
SVPEILQFNL
FYPFMRNHNS
PHLYTLFHQA
GEALLITPVL
PPPPAAPREP
QGPGLTTTES
VLERGAYTQV
LGVATAPQQV
FLVSWC

PTFFPKDILT
TPRVHSRAPS
APLFFADQFL
TLWNRDLAPT
AMDVVLQPSP
VVGYPFMPPY
PLDVQWNDLD
RYMMIVDPALI
IGKVWPGSTA
IDMNEPSNFI
ICASSHQFLS
VISRSTFAGH
LGVPLVGADV
LLSLPQEPYS
HVAGETVARP
QAGKAEVTGY
ATHSEGQWVT
RQQPMALAVA
IFLARNNT IV
LSNGVPVSNF

* glycosylation sites
* sites de glycosylation
* posiciones de glicosilacion

2-[(R)-(diphenylmethyl)sulfinyl]acetamide

(-)-2-[(R)-(diphénylméthyl)sulfinyl]acétamide

(-)-2-[(R)-(difenilmetil)sulfinillacetamida

C15H1sNO2S

LRLDVMMETE
PLYSVEFSEE
QLSTSLPSQY
PGANLYGSHP
ALSWRSTGG
WGLGFHLCRW
YMDSRRDFTF
SSSGPAGSYR
FPDFTNPTAL
RGSEDGCPNN
THYNLHNLYG
GRYAGHWTGD
CGFLGNTSEE
FSEPAQQAMR
LFLEFPKDSS
FPLGTWYDLQ
LPAPLDTINV
LTKGGEARGE
NELVRVTSEG
TYSPDTKVLD
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bamirastinum
bamirastine

bamirastine

bamirastina

befetupitantum
befetupitant

béfétupitant

befetupitant

belotecanum
belotecan

bélotécan

belotecan

2-[6-({3-[4-(diphenylmethoxy)piperidin-1-yl]propyl}amino)imidazo=
[1,2-b]pyridazin-2-yl]-2-methylpropanoic acid

acide 2-[6-[[3-[4-(diphénylméthoxy)pipéridin-1-yl]propyl]Jamino]=
imidazo[1,2-b]pyridazin-2-yl]-2-méthylpropanoique

acido 2-[6-[[3-[4-(difenilmetoxi)piperidin-1-il]propillamino]imidazo=
[1,2-b]piridazin-2-il]-2-metilpropanoico

CS1H37N503
% N CO,H
g Lo+
N CH
H
S

2-[3,5-bis(trifluomethyl)phenyl]-N,2-dimethyl-N-[4-(2-methylphenyl)-
6-(morpholin-4-yl)pyridin-3-ylJpropanamide

2-[3,5-bis(trifluométhyl)phényl]-N,2-diméthyl-N-[4-(2-méthylphényl)-
6-(morpholin-4-yl)pyridin-3-ylJpropanamide

2-[3,5-bis(trifluometil)fenil]-N,2-dimetil-N-[4-(2-metilfenil)-6-(morfolin-

4-il)piridin-3-iljpropanamida

CZQH29F6N302

(4S)-4-ethyl-4-hydroxy-11-[2-(isopropylamino)ethyl]-1,12-dihydro-
14H-pyranol[3’,4":6,7]indolizino[1,2-b]quinoline-3,14(4H)-dione

(4S)-4-éthyl-4-hydroxy-11-[2-[(1-méthyléthyl)amino]éthyl]-
1,12-dihydro-14H-pyrano[3’,4":6,7]indolizino[1,2-b]quinoléine-
3,14(4H)-dione

(4S)-4-etil-4-hidroxi-11-[2-(isopropilamino)etil]-1,12-dihidro-
14H-pirano[3’,4°:6,7]indolizino[1,2-b]quinolina-3,14(4H)-diona
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carmoterolum
carmoterol

carmotérol

carmoterol

cetilistatum
cetilistat

cétilistat

cetilistat

dasantafilum
dasantafil

dasantafil

dasantafilo

CZ5H27N3O4
HaC
>,NH
H3C
// -
/NN

8-hydroxy-5-[(1R)-1-hydroxy-2-{[(1R)-2-(4-methoxyphenyl)-
1-methylethyllJamino}ethyl]quinolin-2(1H)-one

8-hydroxy-5-[(1R)-1-hydroxy-2-[[(1R)-2-(4-méthoxyphényl)-
1-méthyléthyllamino]éthyllquinoléin-2(1H)-one

8-hidroxi-5-[(1R)-1-hidroxi-2-[[(1R)-2-(4-metoxifenil)-propan-
2-illamino]etillquinolin-2(1H)-ona

C21H24N2O4
H OHH
MN\}(\Q
H CHy
HOY | N"N0cH,
HN
0

2-(hexadecyloxy)-6-methyl-4H-3,1-benzoxazin-4-one
2-(hexadécyloxy)-6-méthyl-4H-3,1-benzoxazin-4-one
2-(hexadeciloxi)-6-metil-4H-3,1-benzoxazin-4-ona
CasH39NO3

N o

Y

(o)

CH3

7-(3-bromo-4-methoxyphenylmethyl)-1-ethyl-8-{[(1R,2R)-
2-hydroxycyclopropyllamino}-3-(2-hydroxyethyl)-3,7-dihydro-
1H-purine-2,6-dione

7-(3-bromo-4-méthoxybenzyl)-1-éthyl-8-[[(1R,2R)-
2-hydroxycyclopentyl]Jamino]-3-(2-hydroxyéthyl)-3,7-dihydro-
1H-purine-2,6-dione

7-(3-bromo-4-metoxibencil)-1-etil-8-[[(1R,2R)-2-hidroxiciclopentil]=
amino]-3-(2-hidroxietil)-3,7-dihidro-1H-purina-2,6-diona
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deluceminum
delucemine

délucémine

delucemina

denufosolum
denufosol

dénufosol

denufosol

szHngrN505

3,3-bis(3-fluorophenyl)-N-methylpropan-1-amine
3,3-bis(3-fluorophényl)-N-méthylpropan-1-amine
3,3-bis(3-fluorofenil)-N-metilpropan-1-amina

C18H27N5021 P4

N
O N
F “CH3

2'-deoxycytidine(5")tetraphospho(5')uridine
2'-désoxycytidine(5')tétraphospho(5')uridine
2'-desoxicitidina(5')tetrafosfo(5')uridina
C1sH27N5021P4

HO O
\
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depelestatum
depelestat

dépélestat

depelestat

dirlotapidum
dirlotapide

dirlotapide

dirlotapida

human recombinant neutrophil elastase inhibitor, homologue of the
second Kunitz domain of Inter-alpha-trypsin inhibitor light chain:
[GIU*,11e*” Phe®® Pro®' Arg**JAMBP protein
precursor-(285-340)-peptide (human)

[Gluzss,IIe297,Phe3°°,Pr03°1,Arg3°2]précurseur de la protéine AMBP
humaine-(285-340)-peptide, homologue du second domaine Kunitz
de la chaine légére de I'inhibiteur de I'Inter-alpha-trypsine, inhibiteur
de I'élastase neutrophile

[GIU*® 116* ,Phe*® Pro® Arg***Jprecursor de la proteina AMBP
humana-(285-340)-péptido, homologo del segundo dominio Kunitz
de la cadena ligera del inhibidor de la Inter-alfa-tripsina, inhibidor de
la elastasa neutrdfila

Co82H412N74075S6
H-Glu—Ala—Cys —Asn—Leu—Pro—lle—Val—Arg—Gly—Pro—Cys —lle—Ala—
3 10

Phe—Phe—Pro—Arg-Trp—Ala—Phe—Asp—Ala—Val-Lys —Gly—Lys-Cys—
20 30]

Val-Leu—-Phe—Pro—Tyr—-Gly—Gly—Cys —GIn—Gly—Asn—Gly —Asn—Lys—
| 40
1
Phe-Tyr—Ser —Glu—Lys ~Glu—Cys —Arg—Glu-Tyr -~ Cys —Gly — Val—Pro-OH
50 ]

N-{(1S)-2-[benzyl(methyl)amino]-2-oxo-1-phenylethyl}-1-methyl-
5-[4'-(trifluoromethyl)biphenyl-2-carboxamido]-1H-indol-
2-carboxamide

N-[(1S)-2-(benzylméthylamino)-2-oxo-1-phényléthyl]-1-méthyl-
5-[[[4'-(trifluorométhyl)biphényl-2-yl]carbonyllamino]-1H-indole-
2-carboxamide
N-[(1S)-2-(bencilmetilamino)-2-oxo-1-feniletil]-1-metil-
5-[[[4'-(trifluorometil)bifenil-2-iljcarbonillamino]-1H-indol-
2-carboxamida

C40H33F3N403
F3C QJ)L

N\ /
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edaglitazonum
edaglitazone

édaglitazone

edaglitazona

eslicarbazepinum
eslicarbazepine

eslicarbazépine

eslicarbazepina

exbivirumabum
exbivirumab

exbivirumab

exbivirumab

(5RS)-5-({4-[2-(5-methyl-2-phenyl-1,3-oxazol-4-yl)ethoxy]-
1-benzothiophen-7-yl}methyl)-1,3-thiazolidine-2,4-dione

(5RS)-5-[[4-[2-(5-méthyl-2-phényloxazol-4-yl)éthoxy]-
1-benzothiophén-7-yllméthyl]thiazolidine-2,4-dione

(5RS)-5-[[4-[2-(2-fenil-5-metiloxazol-4-il)etoxi]-1-benzotiofen-
7-ilmetil]tiazolidina-2,4-diona

CasH20N204S,

0]

3/4 and enantiomer

NH et énantiomeére
y enantiémero

(10S)-10-hydroxy-10,11-dihydro-5H-dibenzo[b,flazepin-
5-carboxamide

(10S)-10-hydroxy-10,11-dihydro-5H-dibenzo[b,flazépin-
5-carboxamide

(10S)-10-hidroxi-10,11-dihidro-5H-dibenzolb,flazepin-5-carboxamida

C15H14N202

immunoglobulin G, anti-(hepatitis B surface antigen) (human
monoclonal 19.79.5 heavy chain), disulfide with human monoclonal
19.79.5 X chain, dimer

immunoglobuline G, anti-(antigéne de surface du virus de
I'népatite B) dimere du disulfure entre la chaine lourde et la chaine A
de I'anticorps monoclonal humain 19.79.5

inmunoglobulina G, anti-(antigeno de superficie del virus de la
hepatitis B) dimero del disulfuro entre la cadena pesada y la
cadena A del anticuerpo monoclonal humano 19.79.5

CG41 6H 9924N 1 73201 982844
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fampronilum
fampronil

fampronil

fampronilo

fidexabanum
fidexaban

fidexaban

fidexaban

fingolimodum
fingolimod

fingolimod

fingolimod

2-{5-chloro-1-[2,6-dichloro-4-(trifluoromethyl)phenyl]-3-methyl-
1H-pyrazol-4-yl}-1H-imidazole-4,5-dicarbonitrile

2-[5-chloro-1-[2,6-dichloro-4-(trifluorométhyl)phényl]-3-méthyl-
1H-pyrazol-4-yl]-1H-imidazole-4,5-dicarbonitrile

2-[5-cloro-1-[2,6-dicloro-4-(trifluorometil )fenil]-3-metil-1H-pirazol-4-il]-
1H-imidazol-4,5-dicarbonitrilo

C16H6Cl3F3Ng

CHj
Cl N

! N
= N I~ ) CN
/ I
F2C N\ ¢ HN

Cl CN

{[2-(5-carbamimidoyl-2-hydroxyphenoxy)-3,5-difluoro-6-{3-[1-methyl-
4,5-dihydro-1H-imidazol-2-yl]phenoxy}pyridin-4-yllmethylamino}=
acetic acid

acide [[2-(5-carbamimidoyl-2-hydroxyphénoxy)-3,5-difluoro-
6-[3-(1-méthyl-4,5-dihydro-1H-imidazol-2-yl)phénoxy]pyridin-
4-yllméthylamino]acétique

acido [[2-(5-carbamimidoil-2-hidroxifenoxi)-3,5-difluoro-6-[3-(1-metil-
4,5-dihidro-1H-imidazol-2-il)fenoxi]piridin-4-iljmetilamino]acético

CasH24F2NgOs
NH F o Ch
N o) ‘ LN COM
OHN = F l\ll/>
© N
CH

2-amino-2-[2-(4-octylphenyl)ethyl]propane-1,3-diol
2-amino-2-[2-(4-octylphényl)éthyl]propane-1,3-diol

2-amino-2-[2-(4-octilfenil)etilJpropano-1,3-diol

C19H33sNO>
OH
NH,
{__oH
= ~
H3C NN ‘
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gadodenteratum
gadodenterate

gadodentérate

gadodenterato

10,10,10",170",10"",10"",10"",10""",10""", 10" , 10", 10",
10 ,10 ,10 ,10 ,10 ,10 ,10 ,
10 10 10 ,10 ,10 -
(benzene-1,3,5-triyltris(carbonylnitrilobis{(ethan-2,1-diylimino)
[(5S)-6-oxohexane-6,1,5-triyl]bis(imino[(5S)-6-oxohexane-
6,1,5-triyl]bis{(2-oxoethane-2,1-diyl)imino[(2S)-1-oxopropane-
1,2-diyl]})]})}tetracosakis[1,4,7,10-tetraazacyclodecane-
1,4,7-triacetato(3—)gadolinium(lIl)]

10,10',10",10",10",10"",10"",10""",10"""", 10", 10", 10",
10 ,10 ,10 ,10 ,10 ,10 ,10 ,
10 ,10 ,10 ,10 ,10 -
[benzéne-1,3,5-triyltris[carbonyInitrilobis[éthyléneimino=
[(5S)-6-oxohexane-6,1,5-triyl]bis[imino[(5S)-6-oxohexane-
6,1,5-triyl]bis[imino(2-oxoéthyléne)imino(1-méthyl-
2-oxoéthylene)]]]]ltétracosakis|[1,4,7,10-tétraazacyclododécane-
1,4,7-triacétato(3-)]gadolinium]

10,10',10",10",10"",10"",10"",10""",10"""", 10", 10", 10",
10 ,10 ,10 ,10 ,10 ,10 ,10 ,
10 ,10 ,10 ,10 ,10 -
[benceno-1,3,5-triiltris[carbonilnitrilobis[etilenoimino=
[(5S)-6-oxohexano-6,1,5-triil]bis[imino[(5S)-6-oxohexano-
6,1,5-triil]]bis[imino(2-oxoetileno)imino(1-metil-
2-oxoetileno)]]]]tetracosakis[[1,4,7,10-tetraazaciclododecano-
1,4,7-triacetato(3-)]gadolinio]

CSSSH927Gd24N1650213
R H
R \f R\,H
NH o (
R/H " J/ Y \/\/\R
> N NH

R/\/\/W \/\N o) J/

o}

RA/\/“S(N\/;N o Y\\/\A

R/\/\)S(NH Ozc/\ / \ /\002-
° [ Gd3+ ]

\ / \/coz'

0,c~\./ \ /~co,

) %
/ AN o

'ozc\/ _ - R
Hac)ﬁ( \)k /\/\/WN
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gantacurium chloridum
gantacurium chloride

chlorure de gantacurium

cloruro de gantacurio

golimumabum
golimumab

golimumab

golimumab

idronoxilum
idronoxil

idronoxil

idronoxilo

(1R,2S)-2-(3-{[(2Z)-2-chloro-4-{3-[(1S,2R)-6,7-dimethoxy-2-methyl-
1-(3,4,5-trimethoxyphenyl)-1,2,3,4-tetrahydroisoquinolinium-
2-yl]propoxy}-4-oxobut-2-enoylJoxy}propyl)-6,7-dimethoxy-2-methyl-
1-[(3,4,5-trimethoxyphenyl)methyl]-1,2,3,4-tetrahydroisoquinolinium
dichloride

dichlorure de (1R,2S)-2-[3-[[(2Z)-2-chloro-4-[3-[(1S,2R)-6,7-
diméthoxy-2-méthyl-1-(3,4,5-triméthoxyphényl)-1,2,3,4-
tétrahydroisoquinoléinio]propoxy]-4-oxobut-2-énoylJoxy]propyl]-
6,7-diméthoxy-2-méthyl-1-(3,4,5-triméthoxybenzyl)-
1,2,3,4-tétrahydroisoquinoléinium

dicloruro de (1R,2S)-2-[3-[[(2Z)-2-cloro-4-[3-[(1S,2R)-2-metil-
6,7-dimetoxi-1-(3,4,5-trimetoxifenil)-1,2,3,4-tetrahidroisoquinolinio]=
propoxi]-4-oxobut-2-enoil]oxi]propil]-2-metil-6,7-dimetoxi-
1-(3,4,5-trimetoxibencil)-1,2,3,4-tetrahidroisoquinolinio
C53HGQC|3NZO14

OCH;
H;CO OCH;

cr
o}
o HscxN»,
HsCO ) Jﬂo SN TN H OCHs
H5CO A cl O ;

NV

CHs
HsCO HyCO OCH,

cl OCHj

immunoglobulin G1, anti-(human tumor necrosis factor o) (human

monoclonal CNTO 148 y1-chain), disulfide with human monoclonal
CNTO 148 «-chain, dimer

immunoglobuline G1, anti-(facteur o de nécrose tumorale humain)
dimére du disulfure entre la chaine y1 et la chaine « de I'anticorps

monoclonal humain CNTO 148

inmunoglobulina G1, anti-(factor a. de necrosis tumoral humano)

dimero del disulfuro entre la cadena y1 y la cadena « del anticuerpo
monoclonal humano CNTO 148

CGSBOH 10068N 175202026844

3-(4-hydroxyphenyl)-2H-chromen-7-ol
3-(4-hydroxyphényl)-2H-1-benzopyran-7-ol

3-(4-hidroxifenil)-2H-1-benzopiran-7-ol
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imiglitazarum
imiglitazar

imiglitazar

imiglitazar

indacaterolum
indacaterol

indacatérol

indacaterol

indibulinum
indibulin

indibuline

indibulina

C15H1203

O
HO (0]

(4E)-4-[({4-[(5-methyl-2-phenyl-1,3-0xazol-4-yl)methoxy]phenyl}=
methoxy)imino]-4-phenylbutanoic acid

OH

acide (4E)-4-[[[4-[(5-méthyl-2-phényloxazol-4-yl)méthoxy]benzyl]=
oxylimino]-4-phénylbutanoique

acido (4E)-4-[[[4-[(2-fenil-5-metiloxazol-4-il)metoxi]bencil]oxi]imino]-
4-fenilbutanoico

CZSH26N205

)

COLH
07 “ch,

5-{(1R)-2-[(5,6-diethyl-2,3-dihydro-1H-inden-2-yl)amino]
-1-hydroxyethyl}-8-hydroxyquinolin-2(1H)-one

5-[(1R)-2-[(5,6-diéthyl-2,3-dihydro-1H-indén-2-yl)amino]-
1-hydroxyéthyl]-8-hydroxyquinoléin-2(1H)-one

5-[(1R)-2-[(5,6-dietil-2,3-dihidro-1H-inden-2-il)amino]-1-hidroxietil]-
8-hidroxiquinolin-2(1H)-ona

CZ4H28N203

H‘/OH H
SN
CHj
HO ‘
HN
CH3
(6]

2-[1-(4-chlorophenylmethyl)-1H-indol-3-yl]-2-oxo-N-(pyridin-
4-yl)acetamide

2-[1-(4-chlorobenzyl)-1H-indol-3-yl]-2-oxo-N-(pyridin-4-yl)acétamide

2-[1-(4-clorobencil)-1H-indol-3-il]-2-oxo-N-(piridin-4-il)acetamida
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C22H16CIN;O2

N
N
N |
O N
Cl

ismomultinum alfa
ismomultin alfa 47-261-Glycoprotein gp 39 (human clone CDM8-gp39 reduced)
ismomultine alfa [290-isoleucine]glycoprotéine 39 constituant du cartilage humain

(glycoforme alfa)

ismomultina alfa

lanimostimum

fragmento 47-261 de I?Zglicoproteina 39 constituyente del cartilago

humano (variante [Arg

gp39)

C1827H2785N493053OS11

YKLVCYYTSW
SNDHIDTWEW
GSQRFSKIAS
PGRRDKQHFT
KVTIDSSYDI
LFRGQEDASP
GRSFTLASSE
FLRGATVHRI
KDRQLAGAMV
AT

SQYREGDGSC
NDVTLYGMLN
NTQSRRTFIK
TLIKEMKAEF
AK1SQHLDF1
DRFSNTDYAV
TGVGAPISGP
LGQQVPYATK
WALDLDDFQG

FPDALDRFLC
TLKNRNPNLK
SVPPFLRTHG
IKEAQPGKKQ
SIMTYDFHGA
GYMLRLGAPA
GIPGRFTKEA
GNQWVGYDDQ
SFCGQDLRFP

* glycosylation site
* sites de glycosylation
* posiciones de glicosilacién

] producida por el clon humano CDM8-

THI1YSFANI
TLLSVGGWNF
FDGLDLAWLY
LLLSAALSAG
WRGTTGHHSP
SKLVMGIPTF
GTLAYYEICD
ESVKSKVQYL
LTNAIKDALA

lanimostim 4-221-colony-stimulating factor 1 (human clone p3ACSF-69
reduced)

lanimostim facteur-1 de stimulation de colonie de macrophage humain-(4-221)-
peptide (clone humain p3ACSF-69)

lanimostim factor-1 de la estimulo de colonia de macréfago humano -(4-221)-

péptido (clon humano p3ACSF-69)

C2146H3346N5720686S 28

QELSLRLKSC

SEYCSHM 1GSGHLQSLQ RLIDSQMETS CQITFEFVDQ]
EQLKDPVCYL | KKAFLLVQDI MEDTMRFRDN TPNAIAIVQL
FTKDYEEHDK | ACVRTFYETP LQLLEKVKNV
FNETKNLLDK DWNIFSKNCN NSFAECSSQD VVTKPDCNCL
YPKAIPSSDP ASVSPHQPLA PSMAPVAGLT WEDSEGTEGS

SLLPGEQPLH TVDPGSAKQR P

-2
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lemuteporfinum
lemuteporfin

|émutéporfine

lemuteporfina

lenalidomidum
lenalidomide

Iénalidomide

lenalidomide

dimethyl (2RS,2'SR)-8-ethenyl-13,17-bis=
[3-(2-hydroxyethoxycarbonyl)-3-oxopropyl]-2,7,12,18-tetramethyl-
2,2'-dihydrobenzo[b]porphyrin-2',2*dicarboxylate

trans-8-éthényl-13,1 7-bisL3-(2-hyd roxyéthoxy)-3-oxopropyl]-
2,7,12,18-tétraméthyl-2,2 -dihydrobenzo[b]porphyrine-

2' 2%-dicarboxylate de diméthyle

trans-8-etenil-13,1 7-bisLB-(Z-hidroxietoxi)-3-oxopropi|]-
2,7,12,18-tetrametil-2,2 -dihidrobenzo[b]porfirine-21,22-dicarboxylate
de dimetilo

C44H48N4010

wo—/ ©

HO/\/O

(3RS)-3-(4-amino-1-oxo-1,3-dihydro-2H-isoindol-2-yl)piperidine-
2,6-dione

(3RS)-3-(4-amino-1-oxo-1,3-dihydro-2H-isoindol-2-yl)pipéridine-
2,6-dione

(3RS)-3-(4-amino-1-oxo-1,3-dihidro-2H-isoindol-2-il)piperidina-
2,6-diona

C13H13N303
(0]
and enantiomer
N-- NH et énantiomere
H y enantiémero
(0]
NH,
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lestaurtinibum

lestaurtinib (9S,10S,12R)-10-hydroxy-10-(hydroxymethyl)-9-methyl-2,3,9,10,11,12-
hexahydro-1H-9,12-epoxydiindolo[1,2,3-fg:3",2',1'-kl]pyrrolo=
[3,4-i][1,6]benzodiazocin-1-one

lestaurtinib (9S,10S,12R)-10-hydroxy-10-(hydroxyméthyl)-9-méthyl-2,3,9,10,11,12-
hexahydro-9,12-époxy-1H-diindolo[1,2,3-fg:3",2',1'-kI]pyrrolo=
3,4-i][1,6]benzodiazocin-1-one

lestaurtinib (9S,10S,12R)-10-hidroxi-10-(hidroximetil)-9-metil-2,3,9,10,11,12-
hexahidro-9,12-epoxi-1H-diindolo[1,2,3-fg:3',2',1'-kl]pirrolo=
[3,4-i][1,6]benzodiazocin-1-ona

CasH21N304

libivirumabum

libivirumab immunoglobulin G, anti- (hepatitis B surface antigen)(human
monoclonal 17.1.41 heavy chain), disulfide with human monoclonal
17.1.41 x-chain, dimer

libivirumab immunoglobuline G, anti-(antigéne de surface du virus de
I'népatite B) ; dimére du disulfure entre la chaine lourde et la
chaine « de I'anticorps monoclonal humain 17.1.41

libivirumab inmunoglobulina G, anti-(antigeno de superficie del virus de la
hepatitis B) ; dimero del disulfuro entre la cadena pesada y la
cadena « del anticuerpo monoclonal humano 17.1.41

C6598H 10232N 178802060846

maravirocum

maraviroc isopropyl, 4,4-difluoro-N-[(1S)-3-{(1R,3s,5S)-3-[3-methyl-5-(propan-
2-yl)-4H-1,2,4-triazol-4-yl]-8-azabicyclo[3.2.1]octan-8-yl}-
1-phenylpropyl]cyclohexanecarboxamide

maraviroc 4,4-difluoro-N-[(1S)-3-[(1R,3s,5S)-3-[3-méthyl-5-(1-méthyléthyl)-
4H-1,2,4-triazol-4-yl]-8-azabicyclo[3.2.1]oct-8-yl]-1-phénylpropyl]=
cyclohexanecarboxamide

maraviroc 4,4-difluoro-N-[(1S)-1-fenil-3-[(1R,3s,5S)-3-[3-isopropil-5-metil-
4H-1,2,4-triazol-4-il]-8-azabiciclo[3.2.1]oct-8-il] propil]=
ciclohexanocarboxamida
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mecaserminum rinfabas
mecasermin rinfabate

mécasermine rinfabate

mecasermina rinfabato

milataxelum
milataxel

milataxel

milataxel

CZQHM F2N5O

insulin-like growth factor | (human), complex with insulin-like growth
factor-binding protein IGFBP-3 (human)

facteur | de croissance humain analogue a l'insuline (mécasermine)
lié a la [5-alanine]protéine-3 humaine se liant au facteur de
croissance analogue a l'insuline (IGFBP-3 humaine)

factor | del crecimiento humano semejante a la insulina
(mecasermina) unida a la [5-alanina]proteina-3 humana unida con el
factor de crecimiento similar a la insulina (IGFBP-3 humana)

C1231H1967N3710384S20

[GPETLCGAEL
TGIVDECCFR

GASSAGLGPV
GCCLTCALSE
LDGRGLCVNA
SVESPSVSST
VDYESQSTDT
NVLSPRGVHI

YGQPLPGYTT

VDALQFVCGD
SCDLRRLEMY

VRCEPCDARA
GQPCGIYTER
SAVSRLRAYL
HRVSDPKFHP
QNFSSESKRE
PNCDKKGFYK
KGKEDVHCYS

RGFYFNKPTG
CAPLKPAKSA

LAQCAPPPAV
CGSGLRCQPS
LPAPPAPGNA
LHSK 11 1KK
TEYGPCRREM
KKQCRPSKGR
MQSK

YGSSSRRAPQ |

CAELVREPGC
PDEARPLQAL
SESEEDRSAG
GHAKDSQRYK
EDTLNHLKFL
KRGFCWCVDK

1,10B-dihydroxy-9-oxo-5f,20-epoxy-3(-tax-11-ene-20.,4,73,13a-
tetrayl 4-acetate 2-benzoate 13-[(2R,3R)-3-(tert-
butoxycarbonylamino)-3-(furan-2-yl)-2-hydroxypropanoate]

7-propanoate

12b-acétate, 12-benzoate, 9-[(2R,3R)-3-[[(1,1-
diméthyléthoxy)carbonyl]lamino]-3-(furan-2-yl)-2-hydroxypropanoate]
et 4-propanoate de (2aR,4S,4aS,6R,7E,9S,11S,12S,12bS)-6,11-
dihydroxy-4a,8,13,13-tétraméthyl-5-oxo0-3,4,4a,5,6,9,10,11,12,12a-
décahydro-7,11-méthano-1H-cyclodéca[3,4]benzo[1,2-b]Joxéte-
4,9,12,12b(2aH)-tétrayle

12b-acetato, 12-benzoato, 9-[(2R,3R)-3-[[(1,1-
dimetiletoxi)carbonillamino]-3-(furan-2-il)-2-hidroxipropanoato] y
4-propanoato de (2aR,4S,4aS,6R,7E,9S,11S,12S,12bS)-6,11-
dihidroxi-4a,8,13,13-tetrametil-5-ox0-3,4,4a,5,6,9,10,11,12,12a-
decahidro-7,11-metano-1H-ciclodeca[3,4]benzo[1,2-b]oxeto-
4,9,12,12b(2aH)-tetrail
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Cu4H55NO16

O H OH

H NH o
o=(
O
H3C\/

N\
HaC CHg

mirococeptum

mirococept protein APT070 (synthetic human clone pET04-01 complement
receptor type 1 short consensus repeat 1-3 fragment), (198—>17')-
disulfide with N-(tetradecanoyl)glycyl-L-seryl-L-seryl-L-lysyl-L-seryl-
L-prolyl-L-seryl-L-lysyl-L-lysyl-L-lysyl-L-lysyl-L-lysyl-L-lysyl-
L-prolylglycyl-L-aspartyl-L-cysteinamide

mirococept (238-17")-disulfure entre le [41-méthionyl]précurseur du récepteur de
type 1 du complément-(41-238)-peptide et
le (N-tétradécanoylglycyl)-L-séryl-L-séryl-L-lysyl-L-séryl-L-prolyl-
L-séryl-L-lysyl-L-lysyl-L-lysyl-L-lysyl-L-lysyl-L-lysyl-L-prolylglycyl-
L-aspartyl-L-cystéinamide

mirococept (238-17")-disulfuro entre el [41-metionil]precursor del receptor de tipo
1 del complemento -(41-238)- péptido y el (N-tetradecanoilglicil)-
L-seril-L-seril-L-lisil-L-seril-L-prolil-L-seril-L-lisil-L-lisil-L-lisil-L-lisil-L-lisil-
L-lisil-L-prolilglicil-L-aspartil-L-cisteinamida

C1054H1635N2930312816

H-MQCNAPEWLP FARPTNLTDE FEFPIGTYLN YECRPGYSGR
PFémLKNS VWTGAKDRCR RKSCRNPPDP VNGMVHV IKG
IQFGSQIKYS CTKGYRLIGS SSA%IISGD TVIWDNETPI
DRIPCGLPP TITNGDFIST NRENFHYGSV VTYRCNPGSG
GRKVFELVGE PSIYCTSNDD QVGIWSGPAP Qém,NKC—OH

GSSKSPSKKK  KKKPGDC-NH,
CHg
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paclitaxelum ceribas
paclitaxel ceribate

céribate de paclitaxel

ceribato de paclitaxel

palosuranum
palosuran

palosuran

palosuran

7B-[(2RS)-2,3-dihydroxypropoxycarbonyloxy]-1-hydroxy-9-oxo-
5B,20-epoxytax-11-ene-2a,4,10p,13a-tetrayl 4,10-diacetate
2-benzoate 13-[(2R,3S)-3-benzamido-2-hydroxy-
3-phenylpropanoate]

6,12b-diacétate, 12-benzoate, 4-[[(2RS)-2,3-dihydroxypropoxy]=
carboxylate] et 9-[(2R,3S)-3-(benzoylamino)-2-hydroxy-
3-phénylpropanoate] de
(2aR,4S,4aS,6R,7E,9S,11S,12S,12aR,12bS)-11-hydroxy-
4a,8,13,13-tétraméthyl-5-oxo-3,4,4a,5,6,9,10,11,12,12a-décahydro-
7,11-méthano-1H-cyclodécal[3,4]benzo[1,2-bJoxéte-
4,6,9,12,12b(2aH)-pentayle

6,12b-diacetato, 12-benzoato, 4-[[(2RS)-2,3-dihidroxipropoxi]=
carboxilato] y 9-[(2R,3S)-3-(benzoilamino)-3-fenilpropanoato-
2-hidroxi] de (2aR,4S,4aS,6R,7E,9S,11S,12S,12aR,12bS)-11-
hidroxi-4a,8,13,13-tetrametil-5-ox0-3,4,4a,5,6,9,10,11,12,12a-
decahidro-7,11-metano-1H-ciclodeca[3,4]benzo[1,2-b]oxeto-
4,6,9,12,12b(2aH)-pentailo

C51H57NO18

Moion
M Yo
H and epimer at C*

-H .
> j\ et 'épimere en C*

o \/O y el epimero en el C*
(o]

(0]

0 0o

1-[2-(4-benzyl-4-hydroxypiperidin-1-yl)ethyl]-3-(2-methylquinolin-
4-yl)urea

1-[2-(4-benzyl-4-hydroxypipéridin-1-yl)éthyl]-3-(2-méthylquinoléin-
4-yl)urée

1-[2-(4-bencil-4-hidroxipiperidin-1-il)etil]-3-(2-metilquinolin-4-il)urea
CZSH30N4OZ

CHg3

LAl O
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panitumumabum
panitumumab

panitumumab

panitumumab

pegamotecanum
pegamotecan

pégamotécan

pegamotecan

pelitinibum
pelitinib

pélitinib

pelitinib

immunoglobulin, anti-(human epidermal growth factor receptor)
(human monoclonal ABX-EGF heavy chain), disulfide with human
monoclonal ABX-EGF light chain, dimer

immunoglobuline, anti-(récepteur du facteur de croissance épidermal
humain) dimére du disulfure entre la chaine lourde et la chaine
légere de I'anticorps monoclonal humain ABX-EGF

inmunoglobulina, anti-(receptor del factor de crecimiento epidérmico
humano) dimero del disulfuro entre la cadena pesada y la cadena
ligera del anticuerpo monoclonal humano ABX-EGF

CGSOGH 9732N 167201 994846

o-{2-[(2S)-1-{[(4S)-4-ethyl-3,14-diox0-3,4,12,14-tetrahydro-
1H-pyrano[3',4":6,7]indolizino[1,2-b]quinolin-4-ylJoxy}-1-oxopropan-
2-ylamino]-2-oxoethyl}-w-(2-[(2S)-1-{[(4S)-4-ethyl-3,14-dioxo-
3,4,12,14-tetrahydro-1H-pyrano[3',4":6,7]indolizino[1,2-b]quinolin-
4-ylloxy}-1-oxopropan-2-ylamino]-2-oxoethoxy)poly(oxyethane-
1,2-diyl)

dérivé pégylé de la camptothécine obtenu par amidification entre le
(2S)-2-aminopropanoate de (4S)-4-éthyl-3,14-dioxo-3,4,12,14-
tétrahydro-1H-pyrano[3',4":6,7]indolizino[1,2-b]quinoléin-4-yle
(L-alaninate de camptothécine) et le a-(carboxyméthyl)-
-(carboxyméthoxy)poly(oxyéthylene)

derivado pegilado de la camptotecina obtenido por amidificacion
entre el (2S)-2-aminopropanoato de (4S)-4-etil-3,14-dioxo-3,4,12,14-
tetrahidro-1H-pirano[3',4":6,7]indolizino[1,2-b]quinolin-4-ilo
(L-alaninato de camptotecina) y el a-(carboximetil)-
-(carboximetoxi)poli(oxietileno)

Cs0H44N6O13 [C2H4O],

(2E)-N-{4-[(3-chloro-4-fluorophenyl)amino]-3-cyano-
7-ethoxyquinolin-6-yl}-4-(dimethylamino)but-2-enamide

(2E)-N-[4-[(3-chloro-4-fluorophényl)amino]-3-cyano-
7-éthoxyquinoléin-6-yl]-4-(diméthylamino)but-2-énamide

(2E)-N-[4-[(3-cloro-4-fluorofenil)yamino]-3-ciano-7-etoxiquinolin-6-il]-
4-(dimetilamino)but-2-enamida
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perflubutanum
perflubutane

perflubutane

perflubutano

perzinfotelum
perzinfotel

perzinfotel

perzinfotel

prasugrelum
prasugrel

prasugrel

prasugrel

C24H23CIFN50,

O N

H3C\/ N

CHs HN CN

N HN Cl
HaC™ MO \C[
F

1,1,1,2,2,3,3,4,4,4-decafluorobutane
décafluorobutane

decafluorobutano

CsF1o

F F
/\/\/CF?:
FF

[2-(8,9-dioxo-2,6-diazabicyclo[5.2.0]non-1(7)-en-2-yl)ethyl]=
phosphonic acid

acide [2-(8,9-dioxo-2,6-diazabicyclo[5.2.0]non-1(7)-én-2-yl)éthyl]=
phosphonique

acido [2-(8,9-dioxo-2,6-diazabiciclo[5.2.0]non-1(7)-en-2-il)etil]=
fosfénico

CoH13N20sP

5-[(1RS)-2-cyclopropyl-1-(2-fluorophenyl)-2-oxoethyl]-
4,5,6,7-tetrahydrothieno[3,2-c]pyridin-2-yl acetate

acétate de 5-[(1RS)-2-cyclopropyl-1-(2-fluorophényl)-2-oxoéthyl]-
4,5,6,7-tétrahydrothiéno[3,2-c]pyridin-2-yle

acetato de 5-[(1RS)-2-ciclopropil-1-(2-fluorofenil)-2-oxoetil]-
4,5,6,7-tetrahidrotieno[3,2-c]piridin-2-ilo
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radafaxinum
radafaxine

radafaxine

radafaxina

ranirestatum
ranirestat

ranirestat

ranirestat

regadenosonum
regadenoson

régadénoson

regadenosoén

oo,

/
A et énantiomere

0 H o
Hsc% Vi N>Y y enantiomero
o \
s O

(2S,3S)-2-(3-chlorophenyl)-3,5,5-trimethylmorpholin-2-ol

and enantiomer

(+)-(2S,3S)-2-(3-chlorophényl)-3,5,5-triméthylmorpholin-2-ol
(+)-(2S,3S)-2-(3-clorofenil)-3,5,5-trimetilmorfolin-2-ol
C13H1sCINO,
CHj
o ‘o '\Ecm
H “CHs

Cl

(3R)-2'-(4-bromo-2-fluorobenzyl)spiro[pyrrolidine-
3,4'(1'H)-pyrrolo[1,2-a]pyrazine]-1',2,3',5(2'H)-tetrone

(-)-(3R)-2'-(4-bromo-2-fluorobenzyl)spiro[pyrrolidine-
3,4'(1'H)-pyrrolo[1,2-a]pyrazine]-1',2,3',5(2'H)-tétrone

(-)-(3R)-2'-(4-bromo-2-fluorobencil)espiro[pirrolidina-
3,4'(1'H)-pirrolo[1,2-a]pirazinal-1',2,3',5(2'H)-tetrona

C17H11BFFN3O4

1-(6-amino-9-B-D-ribofuranosyl-9H-purin-2-yl)-N-methyl-1H-pyrazole-
4-carboxamide

1-(6-amino-9-B-D-ribofuranosyl-9H-purin-2-yl)-N-méthyl-1H-pyrazole-
4-carboxamide

1-(6-amino-9-B-D-ribofuranosil-9H-purin-2-il)-N-metil-1H-pirazol-
4-carboxamida
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reparixinum
reparixin

réparixine

reparixina

retapamulinum
retapamulin

rétapamuline

retapamulina

C15H18N805

NH,

NG N\
o) PN | N>

%N N
|
H3C—NH —N

HO

OH OH

(2R)-2-[4-(2-methylpropyl)phenyl]-N-methylsulfonylpropanamide
(-)-(2R)-2-[4-(2-méthylpropyl)phényl]-N-(méthylsulfonyl)propanamide

(-)-(2R)-2-[4-(2-metilpropil)fenil]-N-(metilsulfonil)propanamida

C14H21NO3sS
H CHz
4 N___CHs
CHs Y 8
o OO
HsC

(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-ethenyl-5-hydroxy-4,6,9,10-
tetramethyl-1-oxodecahydro-3a,9-propanocyclopenta[8]annulen-
8-y{[(1R,3s,5S)-8-methyl-8-azabicyclo[3.2.1]octan-3-
yl]sulfanyl}acetate

[[(1R,3s,5S)-8-méthyl-8-azabicyclo[3.2.1]oct-3-yl]sulfanyl]acétate de
(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-éthényl-5-hydroxy-4,6,9,10-
tétraméthyl-1-oxodécahydro-3a,9-propano-3aH-
cyclopenta[8]annulén-8-yle

[[(1R,3s,5S)-8-metyl-8-azabiciclo[3.2.1]oct-3-il]sulfanil]acetato de
(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-etenil-5-hidroxi-4,6,9,10-
tetrametil-1-oxodecahidro-3a,9-propano-3aH-ciclopenta[8]anulen-
8-ilo

C3oH47NO4S
! H
Ty H HHaG 1O
HyC—N ’ oy | o
___________ sﬁf %
o) H™[ >
H HyCm -
H,C=" \1—<
HO K |'.| CHz
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revaprazanum
revaprazan

révaprazan

revaprazan

rilpivirinum
rilpivirine

rilpivirine

rilpivirina

ritobegronum
ritobegron

ritobégron

ritobegron

N-(4-fluorophenyl)-4,5-dimethyl-6-[(1RS)-1-methyl-
3,4-dihydroisoquinolin-2(1H)-yl]pyrimidin-2-amine

N-(4-fluorophényl)-4,5-diméthyl-6-[(1RS)-1-méthyl-
3,4-dihydroisoquinoléin-2(1H)-yl]pyrimidin-2-amine

N-(4-fluorofenil)-4,5-dimetil-6-[(1RS)-1-metil-3,4-dihidroisoquinolin-
2(1H)-il]pirimidin-2-amina

CozH23F N,
CHj
- H X
H and enantiomer
N N\\/N = et énantiomére
‘ \ ‘ y enantiomero
N S
HsC ‘/ F

4-{[4-({4-[(1E)-2-cyanoethenyl]-2,6-dimethylphenyl}amino)pyrimidin-
2-yllamino}benzonitrile

4-[[4-[[4-[(1E)-2-cyanoéthényl]-2,6-diméthylphényl]lamino]pyrimidin-
2-yllamino]benzonitrile

4-[[4-[[4-[(1E)-2-cianoetenil]-2,6-dimetilfenillamino]pirimidin-
2-illamino]benzonitrilo

CZZH18N6

N
\\/ CH/3(\N CN
\
~
N N)\N
CHj H H

[4-(2-{[(1R,2S)-1-hydroxy-1-(4-hydroxyphenyl)propan-2-yllamino}=
ethyl)-2,5-dimethylphenoxy]acetic acid

acide [4-[2-[[(1S,2R)-2-hydroxy-2-(4-hydroxyphényl)-1-méthyléthyl]=
amino]éthyl]-2,5-diméthylphénoxy]acétique

acido [4-[2-[[(1R,2S)-1-hidroxi-1-(4-hidroxifenil)prop-2-ilJamino]etil]-
2,5-dimetilfenoxilacético

C21H27NOs

H OH y CHs
4 N

/©/ H CHs
HO 0~ > CoLH

CH3
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robenacoxibum
robenacoxib

robénacoxib

robenacoxib

rostafuroxinum
rostafuroxin

rostafuroxine

rostafuroxina

selodenosonum
selodenoson

sélodénoson

selodenosén

{5-ethyl-2-[(2,3,5,6-tetrafluorophenyl)amino]phenyl}acetic acid
acide [5-éthyl-2-[(2,3,5,6-tétrafluorophényl)amino]phényljacétique

acido [5-etil-2-(2,3,5,6-tetrafluoroanilino)fenil]acético

C16H13FsNO>
NH
F F
F F

21,23-epoxy-24-nor-14p,58-chola-20,21-diene-33,14,17 a-triol
17-(furan-3-yl)-5B,14B-androstane-38,14,17 a-triol
17-(furan-3-il)-58,14p-androstano-3f3,14,17 a-triol

Ca23H3404

1-[6-(cyclopentylamino)-9H-purin-9-yl]-1-deoxy-N-ethyl-
f3-D-ribofuranuronamide

1-[6-(cyclopentylamino)-9H-purin-9-yl]-1-désoxy-N-éthyl-
B-D-ribofuranuronamide

1-[6-(ciclopentilamino)-9H-purin-9-il]-1-desoxi-N-etil-
f3-D-ribofuranuronamida

C17H24N6O4
HN
N
’
N
N N
H,;C N O
~~ o
|
OH OH
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taltobulinum
taltobulin

taltobuline

taltobulina

tandutinibum
tandutinib

tandutinib

tandutinib

teglicarum
teglicar

téglicar

teglicar

(2E,4S)-4-{(2S)-N,3,3-trimethyl-2-[(2S)-3-methyl-2-(methylamino)-
3-phenylbutanamido]butanamido}-2,5-dimethylhex-2-enoic acid

acide (2E,4S)-4-[[(2S)-3,3-diméthyl-2-[[(2S)-3-méthyl-
2-(méthylamino)-3-phénylbutanoyllamino]butanoylméthylamino]-
2,5-diméthylhex-2-énoique

acido (2E,4S)-4-{(2S)-N,3,3-trimetil-2-[(2S)-3-metil-2-(metilamino)-
3-fenilbutanamido]butanamido}-2,5-dimetilhex-2-enoico

Ca7H43N30,
Hac. T
CHj
O CH
H H. e
_N p N CO,H
HsC \ N /ﬁ( W
tH H ¢ H

HsC— O _A_ . CH;
/

HaC | HsC”~ “CHj
S

4-{6-methoxy-7-[3-(piperidin-1-yl)propoxy]quinazolin-4-yl}-
N-[4-(propan-2-yloxy)phenyl]piperazine-1-carboxamide

4-[6-méthoxy-7-[3-(pipéridin-1-yl)propoxylquinazolin-4-yl]-
N-[4-(1-méthyléthoxy)phényl]pipérazine-1-carboxamide

4-[6-metoxi-7-[3-(piperidin-1-il)propoxi]quinazolin-4-il]-
N-[4-(1-metiletoxi)fenil]piperazina-1-carboxamida

C31H42NsO4

N

N
Ll

Nﬁ y

N N
QN/\/\O K/ T \©\ ‘CHS
OCH o}
3 O/\CH3

(3R)-3-[(tetradecylaminocarbonylamino]-4-(trimethylazaniumyl)=
butanoate

(3R)-3-[(tétradécylcarbamoyl)amino]-4-(triméthylammonio)butanoate
(3R)-3-[(tetradecilcarbamoil)amino]-4-(trimetilamonio)butanoato
CZZH45N303

co,
o { H CH,
“‘, .
e Ve e e e FaN N-CH
HaC NkN/V o 3
H H 3
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telavancinum

telavancin (3S,6R,7R,22R,23S,26S,36R,38aR)-3-(2-amino-2-oxoethyl)-
10,19-dichloro-44-[(3-{[2-(decanylamino)ethyl]Jamino}-2,3,6-trideoxy-
3-C-methyl-a-L-lyxo-hexopyranosyl-(1—2)-3-D-glucopyranosyl)oxy]-
7,22,28,30,32-pentahydroxy-6-[(2R)-4-methyl-2-(methylamino)=
pentanamido]-2,5,24,38,39-pentaoxo-29-{[(phosphonomethyl)=
amino]methyl}-2,3,4,5,6,7,23,24,25,26,36,37,38,38a-tetradecahydro-
1H,22H-23,36-(epiminomethano)-8,11:18,21-dietheno-13,16:31,35-
bis(metheno)[1,6,9]oxadiazacyclohexadecino[4,5-m][10,2,16]=
benzoxadiazacyclotetracosine-26-carboxylic acid

télavancine acide (3S,6R,7R,22R,23S,26S,36R,38aR)-3-(2-amino-2-oxoéthyl)-
10,19-dichloro-44-[[2-O-[3-[[2-(décylamino)éthyl]amino]-
2,3,6-tridésoxy-3-C-méthyl-a-L-lyxo-hexopyranosyl]-
f3-D-glucopyranosyl]oxy]-7,22,28,30,32-pentahydroxy-
6-[[(2R)-4-méthyl-2-(méthylamino)pentanoyl]amino]-2,5,24,38,39-
pentaoxo-29-[[(phosphonométhyl)amino]méthyl]-
2,3,4,5,6,7,23,24,25,26,36,37,38,38a-tétradécahydro-
23,36-(épiminométhano)-8,11:18,21-diéthéno-22H-13,16:31,35-
diméthéno-1H,13H-[1,6,9]oxadiazacyclohexadécino=
[4,5-m][10,2,16]benzoxadiazacyclotétracosine-26-carboxylique

telavancina acido (3S,6R,7R,22R,23S,26S,36R,38aR)-3-(2-amino-2-oxoetil)-
10,19-dicloro-44-[[2-O-[3-[[2-(decilamino)etillamino]-2,3,6-tridesoxi-
3-C-metil-a-L-lixo-hexopiranosil]-3-D-glucopiranosil]oxi]-
7,22,28,30,32-pentahidroxi-6-[[(2R)-4-metil-2-(metilamino)=
pentanoillamino]-2,5,24,38,39-pentaoxo-29-[[(fosfonometil)amino]=
metil]-2,3,4,5,6,7,23,24,25,26,36,37,38,38a-tetradecahidro-
23,36-(epiminometano)-8,11:18,21-dieteno-22H-13,16:31,35-
dimeteno-1H,13H-[1,6,9]oxadiazaciclohexadecino=
[4,5-m][10,2,16]benzoxadiazaciclotetracosina-26-carboxilico

CBOH1OGC|2N11OZ7P
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tifuvirtidum
tifuvirtide

tifuvirtide

tifuvirtida

tilargininum
tilarginine

tilarginine

tilarginina

topilutamidum
topilutamide

topilutamide

topilutamida

N-acetyl-L-tryptophyl-L-glutaminyl-L-glutamyl-L-tryptophyl-L-glutamyl-
L-glutaminyl-L-lysyl-L-isoleucyl-L-threonyl-L-alanyl-L-leucyl-L-leucyl-
L-glutamyl-L-glutaminyl-L-alanyl-L-glutaminyl-L-isoleucyl-L-glutaminyl-
L-glutaminyl-L-glutamyl-L-lysyl-L-asparagyl-L-glutamyl-L-tyrosyl-
L-glutamyl-L-leucyl-L-glutaminyl-L-lysyl-L-leucyl-L-aspartyl-L-lysyl-
L-tryptophyl-L-alanyl-L-seryl-L-leucyl-L-tryptophyl-L-glutamyl-
L-tryptophyl-L-phenylalaninamide

acétyl-L-tryptophyl-L-glutaminyl-L-glutamyl-L-tryptophyl-L-glutamyl-
L-glutaminyl-L-lysyl-L-isoleucyl-L-thréonyl-L-alanyl-L-leucyl-L-leucyl-
L-glutamyl-L-glutaminyl-L-alanyl-L-glutaminyl-L-isoleucyl-L-glutaminyl-
L-glutaminyl-L-glutamyl-L-lysyl-L-asparaginyl-L-glutamyl-L-tyrosyl-
L-glutamyl-L-leucyl-L-glutaminyl-L-lysyl-L-leucyl-L-aspartyl-L-lysyl-
L-tryptophyl-L-alanyl-L-séryl-L-leucyl-L-tryptophyl-L-glutamyl-
L-tryptophyl-L-phénylalaninamide
acetil-L-triptofil-L-glutaminil-L-glutamil-L-triptofil-L-glutamil-
L-glutaminil-L-lisil-L-isoleucil-L-treonil-L-alanil-L-leucil-L-leucil-
L-glutamil-L-glutaminil-L-alanil-L-glutaminil-L-isoleucil-L-glutaminil-
L-glutaminil-L-glutamil-L-lisil-L-asparaginil-L-glutamil-L-tirosil-
L-glutamil-L-leucil-L-glutaminil-L-lisil-L-leucil-L-aspartil-L-lisil-L-triptofil-
L-alanil-L-seril-L-leucil-L-triptofil-L-glutamil-L-triptofil-L-fenilalaninamida

Ca35H341N57067
(0]
»Trp*Gln*GIU*Trp*GIU*GIn*LyS*IIe —Thr—Ala—Leu—Leu—Glu—
10
HiC
3 GIn—Ala—GIn—lle—GIn—GIn—Glu—Lys —Asn—Glu—-Tyr—Glu—Leu—
20

GIn—Lys—Leu—Asp—Lys—Trp—Ala—Ser —Leu—Trp—Glu—Trp—Phe—NH;
30

N°-(methylamidino)-L-ornithine
acide (2S)-2-amino-5-(3-méthylguanidino)pentanoique

N®-(metilamidino)-L-ornitina

C7H16N402
H H H NH,
N N\/\)\
HsC™ T CO,H
NH

(2RS)-2-hydroxy-2-methyl-N-[4-nitro-3-(trifluoromethyl)phenyl]-
3-[(trifluoroacetyl)amino]propanamide

(2RS)-2-hydroxy-2-méthyl-N-[4-nitro-3-(trifluorométhyl)phényl]-
3-[(trifluoroacétyl)amino]propanamide

(2RS)-2-hidroxi-2-metil-N-[4-nitro-3-(trifluorometil )fenil]-
3-[(trifluoroacetil)amino]propanamida
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torapselum
torapsel

torapsel

torapsel

trodusqueminum
trodusquemine

trodusquémine

trodusquemina

C13H11F6N3O5

n HO /CH3H -
and enantiomer

\
F3C N N CF3
Y \/Y \Cr et énantiomére
o 0 S y enantiémero
“No,

42-89-glycoprotein (human clone PMT21:PL85 P-selectin
glycoprotein ligand fusion protein with immunoglobulin (human
constant region)

dimére de la protéine de fusion de la [48-proline]glycoprotéine
(ligand 1 de la sélectine-P humaine)-(1-48)-peptide avec le peptide
de 224 résidus, partie C-terminale de la chaine lourde de
I'immunoglobuline G1 humaine

dimero de la proteina de fusion de la [48-prolina]glicoproteina
(ligando 1 de la selectina-P humana)-(1-48)-péptido con el péptido
de 224 residuos, parte C-terminal de la cadena pesada de la
inmunoglobulina G1 humana

C2726H4186N7100846S20

[QATEYEYLDY DFLPETEPPE!
MLRNSTDTTP LTGPGTPEST
TVEPAARPHT EPPCPAPEAL:
GAPSVFLFPP KPKDTLMISR

TPEVTCVVVD VSHEDPEVKF
NWYVDGVEVH | NAKTKPREEQ
YNSTYRWSV | LTVLHQDWLN
GKEYKCKVSN KALPVPIEKT
I SKAKGQPRE PQVYTLPPSR
EEMTKNQVSL TCLVKGFYPS
DIAVEWESNG | QPENNYKTTP
PVLDSDGSFF | LYSKLTVDKS
RWQQGNVFSC SVMHEALHNH
YTQKSLSLSP GK

—I2

(24R)-3B-{[3-({4-[(3-aminopropyl)amino]butyl}amino)propylJamino}-
7a-hydroxy-5a-cholestan-24-yl hydrogen sulfate

hydrogénosulfate de (24R)-3-[[3-[[4-[(3-aminopropyl)amino]butyl]=
amino]propyllamino]-7a-hydroxy-5a-cholestan-24-yle

hidrogénosulfato de (24R)-3-[[3-[[4-[(3-aminopropil )amino]butil]=
amino]propillamino]-7 a-hidroxi-5a-colestan-24-ilo
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vandetanibum
vandetanib

vandétanib

vandetanib

vestipitantum
vestipitant

vestipitant

vestipitant

Cs7H72N4O5S

N-(4-bromo-2-fluorophenyl)-6-methoxy-7-[(1-methylpiperidin-
4-yl)methoxy]quinazolin-4-amine

N-(4-bromo-2-fluorophényl)-6-méthoxy-7-[(1-méthylpipéridin-
4-yl)méthoxy]quinazolin-4-amine

N-(4-bromo-2-fluorofenil)-7-[(1-metilpiperidin-4-il)metoxi]-
6-metoxiquinazolin-4-amina

szHz4B|’FN40z

(2S)-N-{(1R)-1-[3,5-bis(trifluoromethyl)phenyl]ethyl}-2-(4-fluoro-
2-methylphenyl)-N-methylpiperazine-1-carboxamide

(+)-(2S)-N-[(1R)-1-[3,5-bis(trifluorométhyl)phényl]éthyl]-2-(4-fluoro-
2-méthylphényl)-N-méthylpipérazine-1-carboxamide

(+)-(2S)-N-[(1R)-1-[3,5-bis(trifluorometil )fenil]etil]-2-(4-fluoro-
2-metilfenil)-N-metilpiperazina-1-carboxamida

CZ3H24F7N30
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AMENDMENTS TO PREVIOUS LISTS |
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 51
Dénominations communes internationales recommandées (DCI Rec.): Liste 51
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 51
(WHO Drug Information, Vol. 18, No. 1, 2004)

p. 94 eptoterminum alfa

eptotermin alfa replace the graphic formula by:
eptotermine alfa remplacer la formule développée par:
eptotermina alfa sustitiyase la férmula desarrollada por la siguiente:

STGSKQRSQN  RSKTPKNQEA  LRMANVAENS  SSDQRQACKK
HELYVSFRDL  GWQDWIITAPE  GYAAYYCEGE CAFPLNSYMN
ATNHAIVQTL  VHFINPETVP  KPCCAPTQLN  AISVLYFDDS
SNVILKKYRN  MVVRACGCH

Recommended International Nonproprietary Names (Rec. INN): List 52
Dénominations communes internationales recommandées (DCI Rec.): Liste 52
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 52
(WHO Drug Information, Vol. 18, No. 3, 2004)

p. 248  beminafilum

beminafil replace the graphic formula by the following:
béminafil remplacer la formule développée par la suivante:
beminafilo sustitiyase la férmula desarrollada por la siguiente:
S
= IN
N SN [ j
H
H,CO CO,H
Cl

p. 264 zanolimumabum

zanolimumab delete the graphic formula
zanolimumab supprimer la formule développée
zanolimumab suprimase la féormula desarrollada
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Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales
applicables aux substances pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccién de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientacion para formar denominaciones comunes internacionales para
sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 42

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3
(Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended
International Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonpropri-
etary Names does not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-73) and Recommended (1-35) international Nonproprietary Names can be found in Cumulative
List No. 9, 1996.

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMENDEES
(DCI Rec): Liste 42

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure & suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org.
mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous
sont choisises par 'Organisation mondiale de la Santé en tant que dénominations communes internationales
recommandées. L'inclusion d'une dénomination dans les listes de DCI recommandées n'implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

Ontrouvera d'autres listes de Dénominations communes internationales proposées (1-73) et recommandées (1-35)

dans la Liste récapitulative No. 9, 1996.

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 42

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominaciones que
acontinuacién se expresan hansido seleccionadas como Denominaciones Comunes Internacionales Recomendadas.
La inclusién de una denominacién en las listas de las Denominaciones Comunes Recomendadas no supone
recomendacién alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-73) y Recomendadas (1-35) se encuentran
reunidas en Cumulative List No. 9, 1996.
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Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula
DCI Recommandée Nom chimique ou description; Formule brute; Formule développée
DCi Recomendada Nombre quimico o descripcion; Férmula empirica; Férmula desarrollada
abaperidonum
abaperidone 7-[3-[4-(6-fluoro-1,2-benzisoxazol-3-yl)piperidino]propoxy]-3-(hydroxymethyl)-
4H-1-benzopyran-4-one
abapéridone 7-[3-[4-(6-fluoro-1,2-benzisoxazol-3-yl)pipéridin-1-yl]propoxy]-
3-(hydroxyméthyl)-4 H-chromén-4-one
abaperidona 7-[3-[4-(6-fluoro-1,2-benzisoxazol-3-il)piperidino]propoxi}-3-(hidroximetil}-
4H-1-benzopiran-4-ona
Ca2sH2sFN20s
O~N
|
F
NoorssP 0
| OH
o}

alitretinoinum
alitretinoin (2E 4E 62 8E)-3,7-dimethyl-9-(2,6,6-trimethyl-1-cyclohexen-1-yl)-
2,4,6,8-nonatetraenocic acid

alitrétinoine acide (2E,4E,6Z,8E)-3,7-diméthyl-9-(2,6,6-triméthylcyclohex-1-ényl)nona-
2,4 6,8-tétraénoique

alitretinoina acido (2E,4E,6Z,8E)-3,7-dimetil-9-(2,6,6-trimetil-1-ciclohexen-1-il)}-
2,4,6,8-nonatetraenocico

Cz0H2:02

H3C CH3 CH3

CHs

CO,H
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anecortavum
anecortave

anécortave
anecortava

artemotilum
artemotil

artémotil

artemotilo

arzoxifenum
arzoxifene

arzoxiféne

arzoxifeno

17,21-dihydroxypregna-4,9(11)-diene-3,20-dione 21-acetate
21-acétate de 17-hydroxy-3,20-dioxoprégna-4,9(11)-dién-21-yle
21-acetato de 17-hidroxi-3,20-dioxopregna-4,9(11)-dien-21-ilo
Ca3H300s

(3R,5a8,6R.8a5,9R,105,12R,12aR)-10-ethoxydecahydro-3,6,9-trimethyl-
3,12-epoxy-12H-pyrano[4,3-]]-1,2-benzodioxepin

(3R,5a5,6R,8aS,9R,105,12R,12aR)-10-éthoxy-3,6,9-triméthyldécahydro-
3,12-époxypyranc[4,3-]-1,2-benzodioxépine

(3R,5a5,6R,8a8,9R,105,12R,12aR)-10-etoxidecahidro-3,6,9-trimetil-
3,12-epoxi-12H-pirano[4,3-]]-1,2-benzodioxepina

C17H280s

2-(p-methoxyphenyl)-3-[p-(2-piperidinoethoxy)phenaoxylbenzo[b]thiophene-
6-ol

2-(4-methoxyphényl)-3-[4-[2-(pipéridin-1-yl)éthoxy]phénoxy]benzo=
[blthiophén-6-ol

2-(p-metoxifenil)-3-[p-(2-piperidinoetoxi)fenoxilbenzo[b]tiofeno-6-ol
CzaHagNO4S
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atorolimumabum
atorolimumab

atorolimumab

atorolimumab

avasimibum
avasimibe

avasimibe

avasimiba

bexarotenum
bexarotene

bexaroténe

bexaroteno

carabersatum
carabersat

carabersate

carabersato

immunoglobulin G3, anti-(human Rh(D) antigen) (human monoclonal clone
P3x22914G4 y3-chain), disulfide with human monoclonal P3x22914G4
k-chain, dimer

immunoglobuline G3, anti-(antigéne Rh(D) humain) (chaine y3 de l'anticorps
monoclonal humain P3x22914G4), dimére du disulfure avec la chaine x de
I'anticorps monoclonal humain P3x22914G4

inmuneglobulina G3, anti-(antigeno Rh(D) humano) (cadena 3 del clon
monoclonal humano P3x22914G4), dimero del disulfuro con la cadena « del
anticuerpo monoclonal humano P3x22914G4

2,6-diisopropylphenyl[(2,4,6-triisopropylphenyl)acetyl]sulfamate

[[2,4,6-tris(1-méthyléthyl)phényl]acétyl]sulfamate de 2,6-bis-
(1-méthyléthyl)phényle

[(2,4,6-triisopropilfenil)acetiljsulfamato de 2,6-diisopropilfenilo
C2gH43NO4S

HsC _CH, “ HaC._ _CHs
N_ _O
/;5\\
0
HsC CHg HaC
CHj CHj CHg

p-[1-(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthyl)vinyl]benzoic acid

acide 4-[1-(3,5,5,8,8-pentaméthyl-5,6,7,8-tétrahydronaphtalén-2-yl)éthényl]=
benzoique

acido p-[1-(5,6,7,8-tetrahidro-3,5,5,8,8-pentametil-2-naftil)vini[lbenzoico
C24H2802

HaC CHa CHa
' l cm‘ CO,H
HaC CHa

N-[(3R,4S)-6-acetyl-3-hydroxy-2,2-dimethyl-4-chromanyl]-p-fluorobenzamide

N-[(3R,45)-6-acétyl-3-hydroxy-2,2-diméthyl-3, 4-dihydro-2H-chromén-4-yl]-
4-fluorobenzamide

N-[(3R,4S)-6-acetil-3-hidroxi-2,2-dimetil-4-cromanil]-p-fluorobenzamida
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caspofunginum
caspofungin

caspofungine

caspofungina

CaoHz0FNOs

(4R,58)-5-[(2-aminoethyl)amino]-N?-(10,12-dimethyltetradecanoyl)-
4-hydroxy-L-ornithyl-L-threonyl-trans-4-hydroxy-L-prolyl-(S)-4-hydroxy-
4-(p-hydroxyphenyl}-L-threonyl-threo-3-hydroxy-L-ornithyl-trans-3-hydroxy-
L-proline cyclic (6—1)-peptide

N-[(2R,65,95,11R,125,14a5,155,205,235,25a5)-12-[(2-aminoéthyl)amino]-
20-[(1R)-3-amino-1-hydroxypropyl]-23-[(15,25)-1,2-dihydroxy-
2-(4-hydroxyphényl)éthyl]-2,11,15-trinydroxy-6-[(1R)-1-hydroxyéthyl]-
5,8,14,19,22,25-hexaoxotétracosahydro-1H-dipyrrolo(2,1-¢:2',1'-]=
[1,4,7,10,13,16]hexaazacyclohénicosén-9-yl]-10,12-diméthyitétradécamide

(4R,58)-5-[(2-aminoetil)amino}-N?-(10,12-dimetiltetradecanoil )-4-hidroxi-
L-ornitil-L-treonil-trans-<4-hydroxy-L-prolil-(S)-4-hidroxi-4-(p-hidroxifenil }-
L-treonil-treo-3-hidroxi-L-ornitil-frans-3-hidroxi-L-prolina, péptido ciclico (6—»1)

CszHasN1001s

HsC o]
CH3 CHg

185



RECOMMENDED INN: List 42

WHO Drug Information, Vol. 13, No. 3, 1999

celecoxibum
celecoxib

célécoxib

celecoxib

corifollitropinum alfa
corifollitropin alfa

corifollitropine alfa

corifolitropina alfa

p-[5-p-tolyl-3-(trifluoromethyl)pyrazol-1-yljbenzenesulfonamide
4-[5-(4-méthylphényl)-3-(trifluorométhyl)-1H-pyrazol-1-yljbenzénesulfonamide
p-[5-p-tolil-3-(trifluorometil)pirazol-1-illbencenosulfonamida

Ci7H14FaN302S8
(0]
Y/
HaC ST
Q NH‘E
N
/ \
N
CFq

follicle-stimulating hormone (human «-subunit reduced), complex with follicle-
stimulating hormone (human B-subunit reduced) fusion protein with
118-145-chorionic gonadotropin (human p-subunit)

hormone folliculostimulante modifiée formée de deux sous-unités « et p sous-
unité «: gonadotropine chorionique (partie protéique réduite de la sous-unité a
humaine) sous-unité : hormone folliculostimulante (partie protéique réduite
de la sous-unité p humaine)-112-139-gonadotropine chorionique (partie
protéique réduite de la sous-unité p humaine)

Hormona estimulante del foliculo modificada, formada por dos subunidades o
y B: Subunidad «: gonadotropina coridnica (fraccion proteica reducida de la
subunidad « humana) Subunidad B: hormona estimulante del foliculo
(fraccion proteica reducida de la subunidad g humana)-
112-139-gonadotropina coridnica (fraccién proteica reducida de la subunidad
B humana)

APDVQDCPEC TLQENPFFSQ PGAPILQCMG CCFSRAYPTP
LRSKKTMLVQ KNVTSESTCC  VAKSYNRVTV MGGFKVENHT
ACHCSTCYYH KS

NSCELTNITI AIEKEECRFC ISINTTWCAG YCYTRDLVYK
DPARPKIQKT CTFKELVYET VRVPGCAHHA DSLYTYPVAT
QCHCGKCDSD STDCTVRGLG ~PSYCSFGEMK  ESSSSKAPPP
SLPSPSRLPG PSDTPILPQ

* glycosylation sites
* sites de glycosylation
* posiciones de glicosilacion
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darbufelonum
darbufelone
darbufélone

darbufelona

depreotidum
depreotide

dépréotide

depreotida

deracoxibum
deracoxib

déracoxib

deracoxib

5-[(£)-3,5-di-tert-butyl-4-hydroxybenzylidene]-2-imino-4-thiazolidinone

(Z)-5-[3,5-bis(1,1-diméthyéthyl)-4-hydroxybenzylidéne]-2-iminothiazolidin-
4-one

5-[(Z)-3,5-di-terc-butil-4-hidroxibencilideno]-2-imino-4-tiazolidinona
C18H24N2028

cyclo(L.-homocysteinyl-N-methyl-L-phenylalanyl-L-tyrosyl-o-tryptophyl-L-lysyl-
w-valyl), (1-»1')-sulfide with 3-(2-mercaptoacetamido)-L-alanyl-L-lysyl-
L-cysteinyl-L-lysinamide

(1—=1")-sulfure de cyclo[L-homocystéinyl-(N-méthyl-L-phénylalanyl)-
L-tyrosyl-o-tryptophyl-i-lysyl-L-valyl] et de [3-[(sulfanylacétyl)amino]-L-alanyl]-
L-lysyl-L-cystéinyl-L-lysinamide

(1—1")-sulfuro de ciclo[L-homocisteinil-(N-metil-L-fenilalanil}-L-tirosil-o-triptofil-
L-lisil-L-valilo] y 3-(2-mercaptoacetamido)-L-alanil-L-lisil-L-cisteinil-L-lisinamida

CesHosN16012S2

s
NH

3
H Ala——Lys—Cys—Lys—NH;

[H MePhe—Tyr—0D-Trp—Lys—Val
s ]

p-[3-(difluoromethyl)-5-(3-fluoro-4-methoxyphenyl)pyrazol-
1-yllbenzenesulfonamide

4-[3-(difluorométhyl)-5-(3-fluoro-4-méthoxyphényl)-1H-pyrazol-
1-yllbenzenesulfonamide

p-[3-(difluorometil)-5-(3-fluoro-4-metoxifenil)pirazol-1-iljbencenosulfonamida
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desloratadinum
desloratadine

desloratadine

desloratadina

desmoteplasum
desmoteplase

desmotéplase

desmoteplasa

dexbudesonidum
dexbudesonide

dexbudésonide

dexbudesonida

C17H14F3N303S
AP
HaCO. S:.
F N
/ \
/ N
F7OF

8-chloro-6,11-dihydro-11-(4-piperidylidene)-5H-benzol[5,6]cyclohepta-
[1,2-b]pyridine

8-chloro-11-(pipéridin-4-ylidéne)-6, 11-dihydro-5H-benzo[5,6]cyclohepta-
[1,2-b]pyridine

8-cloro-6,11-dihidro-11-(4-piperidilideno)-5H-benzo[5,6]ciclohepta-
[1,2-b]piridina

C1gH1sCINz

Cl
N
/\
=—

plasminogen activator (Desmodus rotundus, isoform a1 protein moiety
reduced)

activateur du plasminogéne (Desmodus rotondus, isoforme a1, partie
protéique réduite)

activador del plasminégeno (isoforma a1, fraccién proteica reducida de
Desmodus rotundus)

(R)-11pB,16a,17,21-tetrahydroxypregna-1,4-diene-3,20-dione 16,17-acetal with

butyraldehyde

16a,17-[(1R)-butylidénebis(oxy)]-118,21dihydroxyprégna-1,4-diéne-3,20-dione

16,17-acetal butiraldehidico de (R)-11p,16a,17,21-tetrahidroxipregna-
1,4-dieno-3,20-diona
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ecopipamum
ecopipam

écopipam

ecopipam

emtricitabinum
emtricitabine

emtricitabine

emtricitabina

C2sH3406

(-)-(6aS,13bR)-11-chloro-6,6a,7,8,9, 13b-hexahydro-7-methyl-
5H-benzo[d]naphth[2,1-blazepin-12-ol

(-)-(6aS,13bR)-11-chloro-7-méthyl-6,6a,7,8,9,13b-hexahydro-
5H-benzo[djnaphto[2,1-b]azépin-12-ol

(-)-(6aS,13bR)-11-cloro-6,6a,7,8,9,13b-hexahidro-7-metil-5H-benzo[d]naft=
[2,1-blazepin-12-ol

C1gH20CINO

5-fluoro-1-[(2R,55)-2-(hydroxymethyl)-1,3-oxathiolan-5-yl]cytosine

4-amino-5-fluoro-1-[(2R,5S)-2-(hydroxyméthyl)-1,3-oxathiolan-5-yi]pyrimidin-
2(1H)-one

5-fluoro-1-[(2R,5S)-2-(hidroximetil}-1,3-oxatiolan-5-il]citosina
CgH10FN303S

NH,

oy

N

ke%

s \H
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enrasentanum
enrasentan

enrasentan

enrasentano

eplivanserinum
eplivanserin

éplivansérine

eplivanserina

ethylcellulosum
ethylcellulose

éthylcellulose

etilcelulosa

etilevodopum
etilevodopa

étilévodopa

etilevodopa

(1S,2R,38)-3-[2-(2-hydroxyethoxy)-4-methoxyphenyl]-
1-[3,4-(methylenedioxy)phenyl]-5-propoxy-2-indancarboxylic acid

acide (1S,2R,3S)-1-(1,3-benzodioxol-5-yI)-3-[2-(2-hydroxyéthoxy)-
4-méthoxyphényl]-5-propoxy-2,3-dihydro-1H-indéne-2-carboxylique

acido (1S,2R,35)-3-[2-(2-hidroxietoxi)-4-metoxifenil]-
1-[3,4-(metilenodioxi)fenil]-5-propoxi-2-indanocarboxilico

CzgHa00s

OCHs

CH.
o/ "

(E)-2'-fluoro-4-hydroxychalcone (Z)-O-[2-(dimethylamino)ethyl]oxime

(E)-1-(2-fluorophényl)-3-(4-hydroxyphényl)prop-2-énone
(Z)-0-[2-(diméthylamino)éthyl]oxime

(2)-O-[2-(dimetilamino)etilJoxima de la (E)-2'-fluoro-4-hidroxicalcona
C1gH21FN202

HO
C X
N N.
0”7 "~CHj,

cellulose ethyl ether
éther éthylique de cellulose

éter etilico de celulosa

(-)-3,4-dihydroxy-L-phenylalanine, ethyl ester
(-)-(2S5)-2-amino-3-(3,4-dihydroxyphényl)propanoate d'éthyle

éster etilico de (-)-3,4-dihidroxi-L-fenilalanina
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exisulindum
exisulind
exisulind

exisulind

fanapanelum
fanapanel

fanapanel

fanapanel

C11H1sNO4

o]

0" CH,

H NHp
HO

OH

5-fluoro-2-methyl-1-[(Z)-p-(methylsulfonyl)benzylidene]indene-3-acetic acid

acide 2-[5-fluoro-2-méthyl-1-[(Z)-4-(méthylsulfonyl)benzylidéne]-1H-indén-
3-yllacétique

acido 5-fluoro-2-metil-1-[(Z)-p-(metilsulfonil)bencilideno)indeno-3-acético
CapH17F0O4S

{[3.4-dihydro-7-morpholino-2,3-dioxo-6-(trifluoromethyl)-
1(2H)-quinoxalinyllmethyl]phosphonic acid

acide [[7-(morpholin-4-yl)-2, 3-dioxo-6-(trifluorométhyl)-3,4-dihydroquinoxalin-
1(2H)-yljméthyl]phosphonique

acido [[3,4-dihidro-7-morfolino-2,3-dioxo-6-(trifluorometil)-
1(2H)-quinoxaliniljmetil]fosfénico

C14H15F3N306P

O, OH
W/
N

o’\ OH

k/NHNIO
FC NS0
$ H
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galarubicinum
galarubicin

galarubicine

galarubicina

gantofibanum
gantofiban

gantofiban

gantofiban

gimeracilum
gimeracil

giméracil

gimeracilo

(85,108)-10-[(2,6-dideoxy-2-fluoro-a-L-talopyranosyljoxy}-8-glycoloyl-
7,8,9,10-tetrahydro-6,8,11-trihydroxy-1-methoxy-5,12-naphthacenedione
82-ester with p-alanine

3-aminopropanoate de 2-[(2S,45)-4-[(2-fluoro-2,6-didesoxy-
a-L-talopyranosyl)oxy]-2,5,12-trihydroxy-7-méthoxy-6,11-dioxo-
1,2,3,4,6,11-hexahydrotétracén-2-yl]-2-oxoéthyle

8S,10S)-8-(3-aminopropanoiloxiacetil}-10-[(2,6-didesoxi-2-fluoro-u-L-talopiranosil}=
oxi]-7,8,9,10-tetrahidro-6,8, 11-trihidroxi-1-metoxi-5,12-naftacenodiona

CaoH32FNO13

4-[[(5R)-3-[p-(carboxyamidino)phenyl]-2-oxo-5-oxazolidinylJmethyi]-
1-piperazineacetic acid, 1-ethyl methyl ester

2-[4-[[(5R)-3-[4-[(méthoxycarbonyl)carbamimidoyl]phényl]-2-oxooxazolidin-
5.ylJméthyl]pipérazin-1-ylJacétate d'éthyle

4-[(5R)-3-[(4-metoxicarbonilaminoiminometil)fenil]-2-oxo-5-oxazolidinilmetil]-
1-piperazinilacetato de etilo

C21H20Ns0s
S
,,A(‘N 0
H N\\(o I\/N\)LOACHs
Hac,O\n/N O
2] NH

5-chloro-2,4-pyridinediol
5-chloropyridine-2,4-diol
5-cloro-2,4-piridinadiol
CsHsCINO2

Cl NN

|
HO” " NoH
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hemoglobinum glutamerum

hemoglobin glutamer

hémoglobine glutamére

hemoglobina glutamero

hyetellosum
hyetellose

hyétellose

hietelosa

hymetellosum
hymetellose

hymétellose
himetelosa

hyprolosum
hyprolose

hyprolose
hiprolosa

insulinum detemirum
insulin detemir

insuline détémir

insulina detemir

hemoglobin glutamer; the species specifity should be indicated in brackets
behind the name, "(bovine)"; the average mass of the polymer is given as
e.g., hemoglobin glutamer-250 for 250kD

produit de la réaction du pentanedial avec 'hémoglobine; l'origine de
'hémoglobine doit étre indiquée, "(bovine)"; la masse moléculaire moyenne
doit étre donnée, par exemple: hémoglobine glutamére-250 pour 250 kD

hemoglobina polimerizada con glutaraldehido; debe indicarse entre
paréntesis el origen del material, “(bovino)"; la masa del polimero medio se
da como, por ej., hemoglobina glutamero-250 para 250kD

cellulose 2-hydroxyethyl ether
éther 2-hydroxyéthylique de cellulose

éter 2-hidroxietilico de celulosa

cellulose 2-hydroxyethyl methyl ether
éther 2-hydroxyéthylique et méthylique de cellulose

éter 2-hidroxilico metilico de celulosa

cellulose 2-hydroxypropy! ether
éther 2-hydroxypropylique de celiulose

eter 2-hidroxipropilico de celulosa

298 (NS-myristoyl-L-lysine)-30B-de-L-threonineinsulin (human)
298-(NB-tétradécanoyl-L-lysine)-308-dés-L-thréonineinsuline humaine

298-(NS-miristoil-L-lisina)-308-des-L-treoninainsulina (humana)
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Cas7H402Ns4O7656

Gly—lle- Val—Glu—Gln—C:!r— s—Cys- Tru-Ser—Ile—Gylls—Ser—Leu- Tyr-Gin-Leu—
10

Glu—Asn—Tyr—Cys—Asn
20]

Phe—Val- Asn-Gln-His-Leu-Cy s-Gly -Ser-His-Leu- Val—Glu- Ala—Leu-Tyr-

10
Leu-Val-Cys-Gly —Glu- Arg-Gly -Phe—Phe- Tyr-Thr-Pro-Lys
1 20 N®

HsC o

leridistimum

leridistim 14-L-alanine-50-L-aspartic acid-14-125-interleukin 3 (human reduced) fusion
protein with peptide (synthetic) linked with 17-L-serinegranulocyte colony-
stimulating factor (human reduced)

léridistim protéine de fusion entre la [14-L-alanine-50-acide L-aspartique]-
14-125-interleukine 3 (humaine, réduite) et le [17-L-sérine]facteur de stimula-
tion des colonies de granulocytes
(humain, réduit)

leridistim proteina de fusion de la [14-L-alanina-50-4acido L-aspartico]-

14-125-interleucina-3 (humana reducida) con el [17-L-serinalfactor de
estimulacion de las colonias de granulocitos (humano reducido)

leteprinimum

C1s50H2463N4250462512
ANCSNMIDEIL ITHLKQPPLP LLDFNNLNGE DQDILMDNNL
RRPNLEAFNR AVKSLONASA IESILENLLP CLPLATAAPT
RHPIHIKDGD WNEFRRELTF YLKTLENAQA QRYVEGGGGS
PGEPSGFIST INPSPPSKES HKSFNMATPL GPASSLPQSF
LLKSLEQVRK IQGDGAALQE KLCATYKLCH PEELVLLGHS
LGIFWAPLSS CPSQALQLAG CLSQLHSGLF LYQGLLQALE
GISPELGPTL DTLQLDVADF ATTIWQOMEE LGMAPALQPT
QGAMPAFASA FOQRRAGGVLV ASHLQSFLEV SYRVLRHLAQ
P

leteprinim p-[3-(1,6-dihydro-6-ox0-9H-purin-9-yl)propionamido]benzoic acid
|étéprinim acide 4-[[3-(6-ox0-1,6-dihydro-8H-purin-9-yl)propanoyllamino]benzoique
leteprinim acido p-[3-(1,6-dihidro-6-ox0-9H-purin-8-il)propionamido]benzoico
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C15H13NsO4
o]

H{J N

N~ [y

N N) o)
LY

H

COLH

lopinavirum
lopinavir (aS)-tetrahydro-N-[(a S}-w-[(2S,35)-2-hydroxy-4-phenyl-3-[2-(2,6-xylyloxy)=
acetamido]butyl]phenethyl]-u-isopropyl-2-oxo-1(2H)-pyrimidineacetamide

lopinavir (2S)-N-[(15,35,4S)-1-benzyl-4-[[(2,6-diméthylphénoxy)acétyllamino]-
3-hydroxy-5-phénylpentyl]-3-méthyl-2-(2-oxotétrahydropyrimidin-
1(2H)-yl)butanamide

lopinavir (aS)-tetrahidro-N-[(a.S)-o-[(2S,3S)-2-hidroxi-4-fenil-3-[2-(2,6-xililoxi)=
acetamido]butillfenetil]-a-isopropil-2-oxo-1(2H)-pirimidinacetamida

CarHaaN4Os

lusupultidum

lusupuitide glycyl-L-isoleucyl-L-prolyl-L.-phenylalanyl-.-phenylalanyl-L-prolyl-L-valyl-
L-histidyl-L-leucyl-L-lysyl-L-arginyl-L-leucyl-L-leucyl-L-isoleucyl-L-valyl-L-valyl-
L-valyl-L-valyl-L-valyl-L-valyl-L-leucyl-L-isoleucyl-L-valyl-L-valyl-L-valyl-
L-isoleucyl-L-valylglycyl-L-alanyl-L-leucyl-L-leucyl-L-isoleucylglycyl-L-leucine

lusupultide glycyl-L-isoleucyl-L-prolyl-L-phénylalanyl-L.-phénylalanyl-L-prolyl-L-valyl-
L-histidyl-L-leucyl-L-lysyl-L-arginyl-i-leucyl-L-leucyl-L-isoleucyl-L-valyl-L-valyl-
L-valyl-L-valyl-L-valyl-L-valyl-L-leucyl-L-isoleucyl-L-valyl-L-valyl-L-valyl-
L-isoleucyl-L-valyl-glycyl-L-alanyl-L-leucyl-i-leucyl-L-iscleucyl-glycyl-L-leucine

lusupultida glycil-L-isoleucil-L-prolil-L-fenilalanil-L.-fenilalanil-L-prolil-L-valil-.-histidil-L-leucil-
L-lisil-L-arginil-L-leucil-L-leucil-L-isoleucil-L-valil-L-valil-L-valil-L-valil-L-valil-L-valil-
L-leucil-L-isoleucil-L-valil-L-valil-L-valil-L-iscleucil-L-valilglicil-_-alanil-L-leucil-
t-leucil-L-isoleucilglicil-L-leucina
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maribavirum
maribavir

maribavir

maribavir

minopafantum
minopafant

minopafant

minopafant

C182H310N4003s

Gly—Ile—Pro—Phe—Phe —Pro—Val—His—Leu—Lys—
10

Arg—Leu—Leu—Ile—Val—Val—Val—Val—Val—Val—
20

Leu—lle—Val—Val—Val—lle—Val—Gly—Ala—Leu—
10

Leu—Ille—Gly—Leu

5,6-dichloro-2-(isopropylamino}-1-p-L-ribofuranosylbenzimidazole
5,6-dichloro-N-(1-méthyléthyl)-1-(B-L-ribofuranosyl)-1H-benzimidazol-2-amine

5,6-dicloro-2-(isopropilamino)-1-p-L-ribofuranosilbenzimidazol
antiviral

C1sH1aCl2NaO4
0
OH HO
HO HaG

&) N CH
L
cl N

(+)-1-ethyl-2-[[N-[[(2R)-2-methoxy-3-[[[4-octadecylcarbamoyl Joxy]piperidino]=
carbonyl]oxy]propoxy]carbonyl]-o-anisamido]methyl]pyridinium chloride

(+)-chlorure de 1-éthyl-2-[[(2-méthoxybenzoyl)[[(2R)-2-méthoxy-
3-[[[4-[(octadécylcarbamoyl)oxy]pipéridin-1-yl]carbonyl]oxy]propoxy]=
carbonyl]lamino]méthyl]pyridinium

(+)-1-etil-2-[[N-[[(2R)-2-metoxi-3-[[[4-[(octadecilcarbamoil Joxi]piperidino]=
carbonilloxi]propoxi]carbonil]-o-anisamido]metil]piridinio

Ca6H73CIN4Og

HaC
j HyCO

Nvl-

-

U\ N [e] (0] cl”
g 0)\0/\,(\0 0
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minretumomabum
minretumomab

minrétumomab

minretumomab

mivotilatum
mivotilate

mivotilate

mivotilato

nelarabinum
nelarabine

nélarabine

nelarabina

immunoglobulin G1 anti-(human tumor-associated glycoprotein 72) (mouse
monoclonal Mab CC-49 y1-chain), disuifide with mouse monoclonal Mab
CC-49-chain, dimer

immunoglobuline G1 anti-(glycoprotéine 72 humaine associée aux tumeurs)
(chaine y1 de I'anticorps monoclonal de souris Mab CC-49), dimére du
disulfure avec la chaine x de I'anticorps monoclonal de souris Mab CC-49

Inmunoglobulina G1 anti-(glicoproteina 72 humana asociada a los tumores)
(cadena v1 del anticuerpo monoclonal de ratén Mab CC-49), dimero del
disulfuro con la cadena x del anticuerpo monoclonal de ratén Mab CC-49

isopropy! N-(4-methyl-2-thiazolyl)}-1,3-dithietane-A%¢-malonamate

2-(1,3-dithiétan-2-ylidéne)-3-[(4-méthylthiazol-2-yl)amino]-3-oxopropanoate de
1-méthyléthyle

N-(4-metil-2-tiazolil}-1,3-ditietano-A2*-malonamato de isopropilo
C12H14N203S3

Hacﬁ o 0 ﬂ"’

N™ >N 07 “CHa,

2-amino-f-p-arabinofuranosyl-6-methoxy-9H4-purine
9-(p-p-arabinofuranosyl)-6-méthoxy-9H-purin-2-amine
2-amino-f3-o-arabinofuranosil-6-metoxi-9H-purina
C11H1sNsO5

OCH3z

OH
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nesiritidum
nesiritide

nésiritide

nesiritida

olmesartanum
olmesartan

olmésartan

olmesartan

oseltamivirum
oseltamivir

oséltamivir

oseltamivir

L-seryl-L-prolyl-L-lysyl-L-methionyl-L-valyl-L-glutaminylglycyl-L-serylglycyl-
L-cysteinyl-L-phenylalanylglycyl-L-arginyl-L-lysyl-.-methionyl-L-aspartyl-
L-arginyl-L-isoleucyl-L-seryl-L-seryl-L-seryl-L-serylglycyl-L-leucylglycyl-
L-cysteinyl-L-lysyl-L-valyl-L-leucyl-L-arginyl-L-arginyl-L-histidine

cyclic (10—26)-disulfide

1,32-facteur natriurétique (cerveau humain, clone AhBNP57)

(10-»26)-disulfuro cilico de L-seril-L-prolil-L-lisil-L-metionil-L-valil-
L-glutaminilglicil-L-serilglicil-L-cisteinil-L-fenilalanilglicil-L-arginil-c-lisil-
L-metionil-L-aspartil-L-arginil-L-isoleucil-L-seril-L-seril-L-seril-L-serilglicil-
L-leucilglicl-L-cisteinil-L-lisil-L-valil-.-leucil-L-arginil-L-arginil-L-histidina

C1a3H244N5004254

Ser—Pro—Lys—Met—Val—GIn—Gly—Ser—Gly—Cys—
10}
Phe—Gly—Arg—Lys—Met— Asp—Arg—lle—Ser—Ser—
20

Ser—Ser—-GIy—Leu—GIy—C\_frs—Lys——Val—Leu—Arg—
30

Arg—His

2,3-dihydroxy-2-butenyl 4-(1-hydroxy-1-methylethyl)-2-propyl-
1-[p-(0-1H-tetrazol-5-ylphenyl)benzyllimidazole-5-carboxylate,
cyclic 2,3-carbonate

4-(1-hydroxy-1-méthyléthyl)-2-propyl-1-[4-[2-(1 H-tétrazol-5-yl)phényllbenzyl]-
1H-imidazole-5-carboxylate de (5-méthyl-2-oxo-1,3-dioxol-4-yl)méthyle

4-(1-hidroxi-1-metiletil)-2-propil-1-{[2'-(1H-tetrazol-5-il)-1,1™-bifenil-4-iljmetil}-
1H-imidazol-5-carboxilato de 5(metil-2-oxo-1,3-dioxolen-4-il)metilo

C2gH30NsOs

HC.__o
oo L=
HsC OH Q N=N
HN_ N
HaC Z N 2
N=Q_\

ethyl (3R,4R,5S)-4-acetamido-5-amino-3-(1-ethylpropoxy)-1-cyclohexene-
1-carboxylate

(3R.4R,55)-4-(acétylamino)-5-amino-3-(1-éthylpropoxy)cyclohex-1-éne-
1-carboxylate d’éthyle

(3R,4R,55)-4-acetamido-5-amino-3-(1-etilpropoxi}-1-ciclohexeno-
1-carboxilato de etilo
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oteracilum
oteracil

otéracil

oteracilo

parecoxibum
parecoxib

parécoxib

parecoxib

pegacaristimum
pegacaristim

pégacaristim

pegacaristim

C1gH28N204

1,4,5,6-tetrahydro-4,6-dioxo-s-triazine-2-carboxylic acid

acide 4,6-dioxo-1,4,5,6-tétrahydro-1,3,5-triazine-2-carboxylique
acido 1,4,5,6-tetrahidro-4,6-dioxo-s-triazina-2-carboxilico
C4H3N304

CO,H
HNTSN

A

o] N e}
H

N-[[p-(5-methyl-3-phenyl-4-isoxazolyl)phenyl]sulfonyl]propionamide
N-[[4-(5-méthyl-3-phénylisoxazol-4-yl)phényl]sulfonyl]propanamide
N-[[p-(5-metil-3-fenil-4-isoxazolil)fenil]sulfonil]propionamida
C1gH18N204S

o0 ©
N3
S CH
O ‘ HJ‘I\/ 3

N}\

\D CH3

N-(3-hydroxypropyl)-1-163-megakaryocyte growth and development factor

(human), monoether with polyethylene glycol monomethyl ether

N-[3-[[méthyipoly(oxyéthyléne)Joxy]propyl]-1-163-facteur de croissance et de

développement de mégakaryocyte (humain)

N-(3-hidroxipropil}-1-163-factor de desarrollo y crecimiento de megacariocitos

(humano), monoéter con el éter monometilico de polietilenglicol
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pegnartograstimum

pegnartograstim

pégnartograstim

pegnartograstim

ponazurilum
ponazuril

ponazuril

ponazurilo

éPAPPACDLR VLSKLLRDSH VLHSRLSQCP EVHPLPTPVL
EE— L
LPAVDFSLGE WKTQMEETKA QDILGAVTLL LEGVMAARGQ
T
LGPTCLSSLL GQLSGQVRLL LGALQSLLGT QLPPQGRTTA
1

HEKDPNAIFLS FQHLLRGKVR FLMLVGGSTL CVRRAPPTTA
VPS

* pegylation site

* site de pegylation

* posicion de pegilacidn

N-L-methionyl-1-L-alanine-3-L-threonine-4-L-tyrosine-5-L-arginine-17-L-serine
colony-stimulating factor (human clone 1034), reaction product with succinic
anhydride, esters with polyethylene glycol monomethyl ether

esters entre le produit de réaction du N-.-méthionyl-[1-L-alanine-
3-L-thréonine-4-L-tyrosine-5-L-arginine-17-L-sérine] facteur de stimulation de
colonie (clone humain 1034) avec l'anhydride succinique et le a-meéthyl-
w-hydroxypoly(oxyéthyléne)

ésteres con el éter monometilico de polietilenglicol del producto de reaccién
con anhidrido succinico del N-L-metionil-1-L-alanina-3-L-treonina-4-L-tirosina-
5-L-arginina-17-L-serina-factor-estimulante de colonias (clon humano 1034)

*

M
APTYRASSLP QSFFLKSLEQ VRKIQGDGAA LQEI’(L(I:ATYI'c
[ T 1

LCHPEELVLL GHSLGIPWAP LSSCPSQALQ LAGCLSQLHS
GLFLYQGLLQ ALEGISPELG PTLDTLQLDV  ADFATTIWQQ
MEELGMAPAL QPTQGAMPAF ASAFQRRAGG VLVASHLQSF
LEVSYRVLRH LAQP

* pegylation site

* site de pégylation

* posicion de pegilacion

1-methyl-3-[4-[p-[(trifluoromethyl)sulfonyljphenoxy]-m-tolyl]-s-triazine-
2,4,6(1H,3H,5H)-trione

1-méthyl-3-[3-méthyl-4-[4-[(triflorométhyl)sulfonyl]phénoxy]phényl]-
1,3,5-triazine-2,4,6(1H,3H,5H)-trione

1-metil-3-[4-[p-[(trifluorometil)sulfonil]fenoxi]-m-tolil]-s-triazina-
2,4,6(1H,3H,5H)-triona
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rofecoxibum
rofecoxib

rofécoxib

rofecoxib

sarizotanum
sarizotan

sarizotan

sarizotan

satraplatinum
satraplatin

satraplatine

satraplatino

C1sH1aF3N30sS

4-[p-(methylsulfonyl)phenyl]-3-phenyl-2(5H)-furanone
4-[4-(méthylsulfonyl)phényl]-3-phénylfuran-2(5H)-one
4-[p-(metilsulfonil)fenil]-3-fenil-2(5H)-furanona

C17H1404S
(o]
Y/
\Si
OWO s
0™ ™o

(-}3-[[[(R)-2-chromanylmethyl]amino]methyl]-5-(p-flucrophenyl)pyridine

(-}-N-[[(2R)-3,4-dihydro-2H-chromén-2-yliméthyl][5-(4-fluorophényl)pyridin-
3-yllméthanamine

(-}-3-[[[(R)-2-cromanilmetilJamino]metil]-5-(p-fluorofenil )piridina
CazH21FN20

N
=3
| H H..
NN
0
F

(OC-6-43)-bis(acetato)amminedichloro(cyclohexylamine)platinum
(OC-6-43)-bis(acetato)amminedichloro(cyclohexanamine)platine
(OC-6-43)-bis(acetato)aminadicloro(ciclohexilamina)platino
C10Hz2Cl2N204Pt

HaC.
* c H

Jo.. § .
o Rt.
0
0" & "NH;
A

07 “CHy
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semparatidum
semparatide

semparatide

semparatida

simeticonum
simeticone

siméticone

simeticona

sitamaquinum
sitamagquine

sitamaquine

sitamaquina

L-alanyl-L-valyl-L-seryl-L-a-glutamyl-L-histidyl-L-glutaminyl-L-leucyl-L-leucyl-
L-histidyl-L-a-aspartyl-L-lysylglycyl-L-lysyl-L-seryl-L-isoleucyl-L-glutaminyl-
L-a-aspartyl-L-leucyl-L-arginyl-L-arginyl-L-arginyl-L-c.-glutamyl-L-leucyl-L-leucyl-
L-a-glutamyl-L-lysyl-L-leucyl-L-leucyl-L-a-glutamyl-L-lysyl-L-leucyl-L-histidyl-
L-threonyl-L-alaninamide

L-alanyl-L-valyl-L-seryl-L-glutamyl-L-histidyl-L-glutaminy-L-leucyl-L-leucyl-
L-histidyl-L-aspartyl-L-lysyl-glycyl-L-lysyl-L-seryl-L-isoleucyl-L-glutaminyl-
L-aspartyl-L.-leucyl-L-arginyl-L-arginyl-L-arginyl-L-glutamyl-L-leucyl-L-leucyl-
L-glutamyl-L-lysyl-L-leucyl-L-leucyl-L-glutamyl-L-lysyl-L-leucyl-L-histidyl-
L-thréonyl-L-alaninamide

L-alanil-L-valil-L-seril-L-a-glutamil-L-histidil-L-glutaminil-L-leucil-L-leucil-L-histidil-
L-a-aspartil-L-lisilglicil-L-lisil-L-seril-L-isoleucil-L-glutaminil-.-a-aspartil-L-leucil-
L-arginil-L-arginil-L-arginil-L-a.-glutamil-L-leucil-L.-leucil-L-c-glutamil-L-lisil-
L-leucil-t-leucil-L-a-glutamil-L-lisil-L-leucil-L-histidil-L-treonil-L-alaninamida

C17sH300N560s1

Ala—Val—Ser—Glu—His—GIn—Leu—Leu—His— Asp—
10

Lys—Gly—Lys—Ser—Ille—Gln— Asp—Leu—Arg— Arg—
20

Arg—Glu—Leu—Leu—Glu—Lys—Leu—Leu—Glu—Lys—
30

Leu—His—Thr—Ala—NH,

a-(trimethylsilyl)}-o-methylpoly[oxy(dimethylsilylene)], mixture with silicon
dioxide

mélange de a-(triméthylsilyl}-o-méthylpoly[oxy(diméthylsilyléene)] et de
dioxyde de silicium

a-(trimetilsilil-o-metilpoli[oxi(dimetilsilileno)], mezcla con diéxido de silicio

8-[[6-(diethylamino)hexyl]lamino]-6-methoxy-4-methylquinoline
N,N-diéthyl-N"(6-méthoxy-4-méthylquinoléin-8-yl)hexane-1,6-diamine

8-[[6-(dietilamino)hexilJamino]-6-metoxi-4-metilquinolina

C21HaaNaO
|/CH3
HiC N\/\/\\/-\_
N NH
N
S
=
H3CO

CHsy
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solimastatum
solimastat

solimastat

solimastat

sonepiprazolum
sonepiprazole
sonépiprazole

sonepiprazol

tabimorelinum
tabimorelin

tabimoréline

tabimorelina

(28,3R)-3-[[(15)-2,2-dimethyl-1-(2-pyridylcarbamoyl)propyl]carbamoyl]-
2-methoxy-5-methylhexanohydroxamic acid

(2R,38)-N'-[(18)-2,2-diméthyl-1-[(pyridin-2-yl)carbamoyl]propyl]-N*-hydroxy-
3-méthoxy-2-(2-méthylpropyl)butanediamide

acido (2S,3R)-3-[[(15)-2,2-dimetil-1-(2-piridilcarbamoil )propilJcarbamoil}-
2-metoxi-5-metilhexanohidroxamico

Cz0H32N4O5

(-)-p-[4-[2-[(S)-1-isochromanyl]ethyl]-1-piperazinyl]benzenesulfonamide

(-)-4-[4-[2-[(15)-3,4-dihydro-1H-isochromén-1-yl]éthyl]pipérazin-
1-yl]benzénesulfonamide

(-)}-p-[4-[2-[(S)-1-isocromanil]etil]-1-piperazinil]bencenosulfonamida
C21Hz7N303S

(R)-a-[(E}-5-amino-N,5-dimethyl-2-hexenamido]-N-methyl-
N-[(R)-a-(methylcarbamoyl)phenethyl]-2-naphthalenepropionamide

(E}-5-amino-N-[(1R)-2-[[(1R)-1-benzyl-2-(méthylamino)-2-oxoéthyl]=
ethylamino]-1-(naphtalén-2-yiméthyl}-2-oxoéthyl]-N,5-diméthylhex-2-énamide

(R)yw-[(E)}-5-amino-N,5-dimetil-2-hexenamido)-N-metil-
N-[(R)}a-(metilcarbamoil )fenetil]-2-naftalenopropionamid
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CazH4oN4Oa
HaC  NHgz QO H ) GH @
; " )
Hacwrf)ﬁ-r - ﬁ CHs
CH; O H
tafenoquinum
tafenoquine (£)-8-[(4-amino-1-methylbutyl)amino}-2,6-dimethoxy-4-methyl-
5-[{c, o eu-trifluoro-m-tolylJoxylquinoline
tafénoquine (4RS)-N*-[2,6-diméthoxy-4-méthyl-5-[3-(trifluorométhyl)phénoxy]quinoléin-
8-yllpentane-1,4-diamine
tafenoquina (+)-8-[(4-amino-1-metilbutil)amino]-2,6-dimetoxi-4-metil-5-[(c, ., ai-trifluoro-
m-tolil)oxilquinolina
Co4H28F3N303
H CHs
HQN\/\/“(NH
Ny OCHs
and enantiomer
HaCO = et énantiomeére
y enantiomero
O CHs
CF3
talampanelum
talampanel (R)-7-acetyl-5-(p-aminophenyl)-8,9-dihydro-8-methyl-7H-1,3-dioxolo=
[4,5-h][2,3]benzodiazepine
talampanel (8R)-7-acétyl-5-(4-aminophényl)-8-méthyi-8,9-dihydro-7H-1,3-dioxolo=
[4,5-h][2,3]benzodiazépine
talampanel (R)-7-acetil-5-(p-aminofenil)-8,9-dihidro-8-metil-7H-1,3-dioxolo=

[4,5-h][2,3]benzodiazepina
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telithromycinum
telithromycin

télithromycine

telitromicina

tenatoprazolum
tenatoprazole

ténatoprazole

tenatoprazol

C1gH1gN303

(3aS,4R, 7R 9R,10R,11R,13R,15R,15aR)-4-ethyloctahydro-11-methoxy-
3a,7,9,11,13,15-hexamethyl-1-[4-[4-(3-pyridyl)imidazol-1-yl]butyl]-
10-[[3,4,6-trideoxy-3-(dimethylamino)-B-o-xylo-hexopyranosylloxy]-
2H-oxacyclotetradecino[4,3-d]oxazole-2,6,8,14(1H,7H,9H)-tetrone

(3aS,4R,7R,9R,10R,11R,13R,15R,15aR)-10-[[3-(diméthylamino)-
3,4 6-tridésoxy-p-p-xylo-hexopyranosyl]oxy]-4-éthyl-11-méthoxy-

3a,7,9,11,13,15-hexaméthyl-1-[4-[4-(pyridin-3-y|)-1H-imidazol-1-yl]butyl]=

octahydro-2H-oxacyclotétradécino[4,3-dloxazole-2,6,8,14(1H,7H,9H)-tétrone

(3aS,4R, 7R 9R,10R,11R,13R,15R, 15aR)-4-etiloctahidro-11-metoxi-
3a,7,9,11,13,15-hexametil-1-[4-[4-(3-piridil imidazol-1-il]butil]-

10-[ [3,4,6-tridesoxy-3-(dimetilamino)-p-p-xilo-hexopiranosil]oxi]-
2H-oxaciclotetradecino[4,3-dJoxazol-2,6,8,14(1H,7H,9H)-tetrona

Ca3HesNsO1g

(£)-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridyl)methyl]sulfinyl]-
1H-imidazo[4,5-b]pyridine

5-méthoxy-2-[(RS)-[(4-méthoxy-3,5-diméthylpyridin-2-yl)méthyl]sulfinyl]-
1H-imidazo[4,5-b)pyridine
(4)-5-metoxi-2-[[(4-metoxi-3,5-dimetil-2-piridil)metilsuifinil]-
1H-imidazo[4,5-b]piridina

205



RECOMMENDED INN: List 42

WHO Drug Information, Vol. 13, No. 3, 1999

teriflunomidum
teriflunomide

tériflunomide

teriflunomida

timcodarum
timcodar

timcodar

timcodar

C16H18N40O3S
HaCO
° QNH CHa and enantiomer
NA SN OCH3 et énantiomére
? | y enantiomero
o Nz

CHs

(Z)-2-cyano-a,a,a-trifluoro-3-hydroxy-p-crotonotoluidide
(2)-2-cyano-3-hydroxy-N-[4-(trifluorométhyl)phényl]but-2-énamide
(Z)-2-ciano-a, o, a-trifluoro-3-hidroxi-p-crotonotoluidida
C12HgF3aN20;

CF
OH © /@f 3

H
CN

(S)-N-benzyl-p-chloro-a-[N-methyl-2-(3,4,5-trimethoxyphenyl)glyoxylamido]-
N-[3-(4-pyridyl)-1-[2-(4-pyridyl)ethyl]propyl]hydrocinnamamide
(2S)-N-benzyl-3-(4-chlorophényl)-2-[méthyl[2-oxo-
2-(3,4,5-triméthoxyphényl)acétyllamino]-N-[3-(pyridin-4-yl)-1-[2-(pyridin-
4-yl)éthylpropyl]propanamide

(S)-N-bencil-p-cloro-a-[N-metil-2-(3,4, 5-trimetoxifenil)glioxilamido]=
N-[3-(4-piridil)-1-[2-(4-piridil)etil|propillhidrocinamamida

Ca3HasCIN4Os
Cl
OCHa
H4CO
3 o H = IN
N
HsCO N X
O CHy O
=
-
N
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tipranavirum
tipranavir

tipranavir

tipranavir

tonabersatum
tonabersat

tonabersate

tonabersato

tositumomabum
tositumomab

tositumomab

tositumomab

3'-[(1R)-1-[(BR)-5,6-dihydro-4-hydroxy-2-oxo-6-phenethyl-6-propyl-2H-pyran-
3-yi]propyi}-5-(trifiuoromethyl)-2-pyridinesulfonanilide
N-[3-[(1R)-1-[(BR)4-hydroxy-2-oxo-6-(2-phényléthyl }-6-propyl-5,6-dihydro-
2H-pyran-3-yljpropyljphényl]-5-(trifluorométhyl)pyridine-2-sulfonamide
J-[(1R)}1-[(6R)-5,6-dihidro-4-hidroxi-2-oxo-6-fenetil-6-propil-2H-piran-
3-il]propil]-5-(trifluorometil }-2-piridinasulfonanilida

Ca1HasFaNz0s5
Y/
S«
| =
F3C 2

N-[(3S,4S)-6-acetyl-3-hydroxy-2, 2-dimethyl-4-chromanyi]-3-chloro-
4-fluorobenzamide

N-[(35,4S)-6-acétyl-3-hydroxy-2,2-diméthyl-3,4-dihydro-2H-chromén-4-yl]-
3-chloro-4-fluorobenzamide

N-[(3S,4 S)-6-acetil-3-hidroxi-2, 2-dimetil-4-cromanil]-3-cloro-
4-fluorobenzamida

C20H1eCIFNO4

Cl

immunoglobulin G2a anti-(human antigen CD 20} (mouse monoclonal clone
B1R1 y2a-chain), disulfide with mouse monoclonal clone B1R1 A -chain,
dimer

immunoglobuline G2a anti-(antigéne CD 20 humain) (chaine y2a de
I'anticorps monoclonal de souris B1R1), dimére du disulfure avec la chaine A,
de I'anticorps monoclonal de souris B1R1

Inmunoglobulina G2a anti-(antigeno CD 20 humano) (cadena y2a del
anticuerpo monoclonal de ratén B1R1),dimero del disulfuro con la cadena A,
del anticuerpo monoclonal de raton B1R1
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travoprostum
travoprost

travoprost

travoprost

valdecoxibum
valdecoxib

valdécoxib

valdecoxib

vangatalcitum
vangatalcite

vangatalcite

vangatalcita

isopropyl (£)-7-[(1R,2R,3R,5S)-3,5-dihydroxy-2-[(1E,3R)-3-hydroxy-
4-[(a, 00,0~ trifluoro-m-tolyl)oxy]-1-butenyllcyclopentyl]-5-heptenoate

(52)-7-[(1R,2R,3R,55)-3 5-dihydroxy-2-[(1E)-(3R)-3-hydroxy-
4-[3-(trifluorométhyl)phénoxy]but-1-ényl]cyclopentyl]hept-5-énoate de
1-méthyléthyle

(2)-7-[(1R,2R,3R,55)-3,5-dihidroxi-2-[(1 E,3R)-3-hidroxi-4-[(a,c,a-trifluoro-
m-tolil)oxi]-1-butenil]ciclopentil]-5-heptenoato de isopropilo

Ca6H3sF30s

CFy

p-{5-methyl-3-phenyl-4-isoxazolyl)benzenesulfonamide
4-(5-méthyl-3-phénylisoxazol-4-yl)benzénesulfonamide

p-(5-metil-3-fenil-4-isoxazolil)bencenosulfonamida

C1H14N203S
Y/
S.
L g™
A\
N
o) CH3

dialuminum tetramagnesium carbonate dodecahydroxide trihydrate

carbonate et dodécahydroxyde de dialuminium et de tétramagnésium
trihydrateé

dodecahidroxido carbonato de dialuminio y tetramagnesio trihidrato
AlzMg4(OH)12C0s3, 3 H20
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vepalimomabum
vepalimomab

vépalimomab

vepalimomab

volpristinum
volpristin

volpristine

volpristina

immunoglobulin M (mouse monoclonal 1B2 u-chain anti-human vascular
adhesion protein VAP-1), disulfide with mouse monoclonal 1B2 light chain,
dimer

immunoglobuline M anti-(protéine d’adhésion vasculaire humaine VAP-1)
(chaine p de I'anticorps monoclonal de souris 1B2), dimére du disulfure avec
la chaine légeére de I'anticorps monoclonal de souris 1B2

inmunoglobulina M (cadena p del anticuerpo monoclonal de raton 1B2 dirigido
contra la proteina humana de adhesién vascular VAP-1), dimero del disuifuro
con la cadena ligera del anticuerpo monoclonal de ratén 1B2

(3R4R,5E,10E,12E,145,26aR)-8,9,14,15,24,25,26,26a-octahydro-
14-hydroxy-3-isopropyl-4,12-dimethyi-3H-21,18-nitrilo-1H,22H-pyrrolo=
[2,1-c][1,8,4,19]dioxadiazacyclotetracosine-1,7,16,22(4H,17 H)-tetrone

(5E,10E,12E)-(3R 4R, 14S,26aR)-14-hydroxy-4,12-diméthyl-3-(1-méthyléthyl)-
3,4,8,9,14,15,24,25,26 26a-décahydro-7H-21,18-nitrilo-1H,22H-pyrrolo=
[2.1-¢][1,8,4,19]dioxadiazacyclotétracoséne-1,7,16,22(17H)-tétrone

(3R4R,5E,10E,12E,145,26aR)-8,9,14,15,24,25,26,26a-octahidro-14-hidroxi-
3-isopropil-4,12-dimetil-3H-21,18-nitrilo-1H,22H-pirrolo=
[2,1-c][1,8,4,19]dioxadiazaciclotetracosina-1,7,16,22(4H,17H)-tetrona

Ca2sHa7N3O7
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 29
(WHO Drug Information, Vol. 3, No. 3, 1989)

p.4  dexmedetomidinum
dexmedetomidine replace the chemical name and the graphic formula by the following:
(+)-(S)-4-[1-(2,3-dimethylphenyl)ethyl]-1H-imidazole

Dénominations communes internationales recommendées (DCI Rec.): Liste 29
(Informations Pharmaceutiques OMS, Vol. 3, No. 3, 1989}

p. 4 dexmedetomidinum
dexmédétomidine : remplacer le nom chimique et la formule developpée par:
(+)-(S)-4-[1-(2,3-diméthylphényl)éthyl}-1H-imidazole

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 29
(Informacién Farmacéutica OMS, Vol. 3, No. 3, 1989)

p. 4 dexmedetomidinum
dexmedetomidina sustitayanse el nombre quimico y la férmula desarrollada por:
(+)-(S)-4-[1-(2,3-dimetilfenil)etil]-1H-imidazol
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Recommended International Nonproprietary Names (Rec. INN): List 36
Dénominations communes internationales recommedées (DCI Rec.): Liste 36
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 36
(WHO Drug Information, Vol. 10, No. 3, 1996)

p. 153 odulimomabum
odulimomab replace the description by the following:
immunoglobulin G1, anti-(human CD11 (antigen) a-chain) (mouse mono-
clonal 25.3 y1-chain), disulfide with mouse monoclonal 25.3 light chain, dimer

odulimomab remplacer la description par la suivante:
immunoglobuline G1, anti-(chaine o de I'antigéne CD11 humain) (chaine y1
de I'anticorps monoclonal de souris 25.3), dimére du disulfure avec la chaine
légere de I'anticorps monoclonal de souris 25.3

odulimomab sustituyase la descnipcién por la siguiente:
inmunoglobulina G1, anti-(cadena « del antigeno CD11 humano) (cadena y1
del anticuerpo monoclonal de raton 25.3), dimero del disulfuro con la cadena
ligera del anticuerpo monoclonal de raton 25.3

Recommended International Nonproprietary Names (Rec. INN): List 37
Dénominations communes internationales recommedées (DCI Rec.): Liste 37
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 37
(WHO Drug Information, Vol. 11, No. 1, 1997)

p. 35 bectumomabum
bectumomab replace the description by the following:
immunoglobulin G2a, anti-(human CD22 (antigen)) Fab' fragment (mouse
monoclonal IMMU-LL23 y2a-chain), disulfide with mouse monoclonal IMMU-
LL2 light chain

bectumomab remplacer la description par la suivante:
immunoglobuline G2a, anti-(antigéne CD22 humain) fragment Fab' (chaine
y2a de l'anticorps monoclonal de souris IMMU-LL2), disulfure avec la chaine
légére de I'anticorps monoclonal de souris IMMU-LL2

bectumomab sustituyase la descripcion por la siguiente:
inmunoglobulina G2a, anti-(antigeno CD22 humano) fragmento Fab' (cadena
y2a del anticuerpo monoclonal de ratén IMMU-LL2), disulfuro con la cadena
ligera del anticuerpo monoclonal de raton IMMU-LL2
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p.48 sulesomabum
sulesomab replace the description by the following:
immunoglobulin G1, anti-(human NCA-90 granulocyte cell antigen) Fab'
fragment (mouse monoclonal IMMU-MN3 y1-chain), disulfide with mouse
monocional IMMU-MN3 light chain

sulésomab remplacer la description par la suivante:
immunoglobuline G1, anti-(antigéne cellulaire NCA-90 de granulocyte
humain) fragment Fab’ (chaine y1 de I'anticorps monoclonal de souris
IMMU-MN3), disulfure avec la chaine Iégére de I'anticorps monoclonal de
souris IMMU-MN3

sulesomab sustituyase la descripcion por la siguiente:
inmunoglobulina G1, anti-(antigeno NCA-90 de células de granulocito
humano) fragmento Fab' (cadena y1 del anticuerpo monoclonal de ratén
IMMU-MN3), disulfuro con la cadena ligera del anticuerpo monoclonal de
ratén IMMU-MN3

p. 48 technetium (**™"Tc) pintumomabum
technetium (#¥™Tc) pintumomab  replace the description by the following:
immunoglobulin G1, anti-(human adenocarcinoma antigen) (mouse mono-
clonal 170 y1-chain), disulfide with mouse monoclonal 170 k-chain, dimer,
technetium [**™Tc] salt

technétium (¥**™Tc) pintumomab  remplacer la description par la suivante:
sel de [**™Tc]technétium de I'immunoglobuline G1, anti-(antigéne associé
aux adénocarcinomes humains) (chaine y1 de I'anticorps monoclonal de
souris 170}, dimére du disulfure avec la chaine x de I'anticorps monoclonal
de souris 170

tecnecio (**"Tc) pintumomab sustitiyase la descripcion por la siguiente:
sal de [¥¥™Tc]tecnecio del inmunoglobulina G1, anti-(antigeno asociado a los
adenocarcinomas humanos) fragmento Fab' (cadena y1 del anticuerpo
monoclonal de raton 170), dimero del disulfuro con la cadena x del
anticuerpo monoclonal de raton 170

Recommended International Nonproprietary Names (Rec. INN): List 38
Dénominations communes internationales recommedées (DCI Rec.): Liste 38
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 38
(WHO Drug Information, Vol. 11, No. 3, 1997)

p. 161 basiliximabum
basiliximab replace the description by the following:
immunoglobulin G1, anti-(human interleukin 2 receptor) (human-mouse
monoclonal CHI621 y1-chain), disulfide with human-mouse monoclonal
CHI621 light chain, dimer
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p. 174

p. 178

basiliximab

basiliximab

nerelimomabum
nerelimomab

nérélimomab

nerelimomab

remplacer la description par la suivante:

immunoglobuline G1, anti-(récepteur de l'interleukine 2 humain) (chaine v1
de l'anticorps monoclonal chimérique homme-souris CHI621), dimére du
disulfure avec la chaine légére de I'anticorps monoclonal chimérique
homme-souris CHI621

sustituyase la descripcién por la siguiente:

inmunoglobulina G1, anti-{receptor de interleukina 2 humano) (cadena v1 del
anticuerpo monoclonal hombre-raton CHI621), dimero del disulfuro con la
cadena ligera del anticuerpo monoclonal quimérico hombre-ratén CHIG21

replace the description by the following:

immunoglobulin G1, anti-(human tumor necrosis factor «) (mouse mono-
clonal BAYX1351 y1-chain), disulfide with mouse monoclonal BAYX1351 light
chain, dimer

remplacer la description par la suivante:

immunoglobuline G1, anti-(facteur de nécrose tumorale « humain) (chaine 1
de l'anticorps monoclonal de souris BAYX1351), dimére du disulfure avec la
chaine légere de |'anticorps monoclonal de souris BAYX1351

sustituyase el nombre quimico por:

inmunoglobulina G1, anti-(factor de necrosis tumoral « humano) (cadena 1
del anticuerpo monoclonal de raton BAYX1351), dimero del disulfuro con la
cadena ligera del anticuerpo monoclonal de ratén BAYX1351

technetium (**™Tc) nofetumomabum

merpentanum
technetium (¥¥"Tc) nofetumomab
merpentan

technétium (%"Tc) nofétumomab
merpentan

tecnecio (¥*™Tc) nofetumomab
merpentan

replace the description by the following:

immunoglobulin G2b, anti-(human tumor) Fab fragment (mouse monoclonal
NR-LU-10 y2b-chain), disulfide with mouse monoclonal NR-LU-10 x-chain,
oxo[[N,N*-[1-(3-oxopropyl)-1,2-ethanediyl]bis[2-mercaptoacetamidato]]=
(4-)-N,N', S, S'technetate(1-)-[**"Tc] conjugate

remplacer la description par la suivante:

immunoglobuline G2b, anti-(tumeur humaine) fragment Fab (chaine y2b de
I'anticorps monoclonal de souris NR-LU-10), disulfure avec la chaine x de
I'anticorps monoclonal de souris NR-LU-10, conjuguée avec 'oxo=
[[N.N=[1-(3-oxopropyl)}éthyléne]bis[2-sulfanylacétamidato]]=
(4-)-N,N'.S,S1[*™Tc]technétate(1-)

sustituyase el nombre quimico por:

inmunoglobulina G2b, anti-(tumor humano) fragmento Fab (cadena y2b del
anticuerpo monoclonal de ratén NR-LU-10), disulfuro con la cadena « del
anticuerpo monoclonal de raton NR-LU-10, conjugado con el
oxo[[N,N-[1-(3-oxopropil)etano-1,2-diil]bis[2-sulfanilacetamidato]]=
(4-)-N,N'. S, S[®® Tc]tecnetato(1-)
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Proposed International Nonproprietary Names (Rec. INN): List 39
Dénominations communes internationales proposées (DCI Rec.): Liste 39
Denominaciones Comunes Internacionales Propuestas (DCI Rec.): Lista 39
(WHO Drug Information, Vol. 12, No. 1, 1998)

p.43 cedelizumabum
cedelizumab replace the description by the following:
immunoglobulin G4, anti-(human CD4 (antigen)) (human-mouse monoclonal
OKTcdr4a complementary determining region-grafted y4-chain), disulfide with
human-mouse monoclonal OKTcdr4a complementary determining region-
grafted x-chain, dimer

cédélizumab remplacer la description par la suivante:
immunoglobuline G4, anti-(antigéne CD4 humain) (chaine y4 de I'anticorps
monoclonal de souris OKTcdrda humanisé), dimére du disulfure avec la
chaine k de 'anticorps monoclonal de souris OKTcdr4a humanisé

cedelizumab sustitiyase la descripcion por la siguiente:
inmunoglobulina G4, anti-(antigeno CD4 humano) (cadena y4 del anticuerpo
monoclonal humanizado de ratén OKTcdrda), dimero del disulfuro con la
cadena k del anticuerpo monoclonal humanizado de raton OKTedrda

p. 148 igovomabum

igovomab replace the description by the following:
immunoglobulin G1, anti-(human CA 125 (carbohydrate antigen)) F(ab'),
fragment (mouse monoclonal OC125F(AB'), y1-chain), disulfide with mouse
monoclonal OC125F(AB'), light chain, dimer

igopvomab remplacer la description par la suivante:
immunoglobuline G1, anti-(antigéne osidique CA 125 humain) fragment
F(ab'), (chaine y1 de I'anticorps monoclonal de souris OC125F(AB'),),
dimére du disulfure avec la chaine Iégére de I'anticorps monoclonal de souris
OC125F(AB’),

igovomab sustittiyase la descripcion por la siguiente:
inmunoglobulina G1, anti-[(antigeno hidrato de carbono) CA 125 humano]
(fragmento F(ab'), (cadena y1 del anticuerpo monoclonal de ratén
OC125F(AB'),), dimero del disulfuro con la cadena ligera del anticuerpo
monoclonal de raton OC125F(AB’),
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Proposed International Nonproprietary Names (Rec. INN): List 40
Dénominations communes internationales proposées (DCI Rec.): Liste 40
Denominaciones Comunes Internacionales Propuestas (DCI Rec.): Lista 40
(WHO Drug Information, Vol. 12, No. 2, 1998)

p. 181 fidarestatum

fidarestat replace the graphic formula by the following:
fidarestat remplacer la formule developpée par:
fidarestat sustituyase la formula desarrollada por:

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceuti-
cal Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharma-
ceutical Substances will be reproduced in uneven numbers of proposed INN lists only.

Les textes de la Procédure & suivre en vue de choix de dénominations communes internationales recommandées
pour les substances pharmaceutiques et des Directives générales pour la formation de dénominations communes
internatio-nales applicables aux substances pharmaceutiques ont été publiés avec la liste 81 des DCI proposées et
seront, a nouveau, publiés avec la prochaine liste des DCI proposées.

El texto de los Procedimientos de seleccion de denominaciones comunes internacionales recomendadas para las
sus-tancias farmacéuticas y de los Principios generales de orientacién para formar denominaciones comunes
internacio-nales para sustancias farmacéuticas aparece solamente en los nimeros impares de las listas de DCI
propuestas.
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: Elotuzumab (Genetical Recombination)
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Elotuzumab i1s a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human SLAM family member 7 (SLAMF7) monoclonal
antibody and framework regions and constant regions derived from human IgGl. Elotuzumab is
produced in mouse myeloma (NSO) cell line. Elotuzumab is a glycoprotein (molecular weight: ca.
148,000) composed of 2 H-chains (y1-chains) consisting of 449 amino acid residues each and 2 L-chains

(k-chains) consisting of 214 amino acid residues each.
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Tabalumab is a recombinant human IgG4 monoclonal antibody against the human B cell activating
factor belonging to the tumor necrosis factor family (BAFF), whose amino acid residue at position 231
in the H-chain is substituted by Pro. Tabalumab is produced in Chinese hamster ovary cells.
Tabalumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 450 amino acid residues each and 2 L-chains (x-chains) consisting of 214 amino acid

residues each.
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5-[(4-Bromo-2-fluorophenyl)amino]-4-fluoro- N-(2-hydroxyethoxy)-1-methyl-1 A-benzimidazole-6-

carboxamide
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Pembrolizumab is a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human PD-1 monoclonal antibody and framework
regions and constant regions derived from human IgG4, whose amino acid residue at position 228
in the H-chain is substituted by Pro. Pembrolizumab is produced in Chinese hamster ovary cells.
Pembrolizumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 447 amino acid residues each and 2 L-chains (k-chains) consisting of 218 amino acid

residues each.
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JAN (3£ 4) : Lumefantrine

H3C

ROSRGE MG

CH;

C30H32C1sNO

ARS-2-CTFNLT I -1-[(D-2,7-> 7 au-9-4-rauaX DY FU)9H T VF L4 VT H ) —)L

(1R9-2-Dibutylamino-1-[(2)-2,7-dichloro-9-(4-chlorobenzylidene)-9 H-fluoren-4-yllethanol



Bk s 26-5-B2
JAN (AARA) : 7vXxi 7 SEBEAKTY
JAN (& 4) : Raloxifene Hydrochloride Hydrate

s
O
©  HCI * H,0
O

C28H27NO4S - HCI - H20

HO

[6-bE FuXx-2-(4-t Faxs 7 =L)XV [PF o -3-14 ][4-2- LY -1/ LT hF)T ==
WA R ) v YRt — K

[6-Hydroxy-2-(4-hydroxyphenyl)benzol blthien-3-yl] [4-(2-piperidin-1-ylethoxy)phenyllmethanone

monohydrochloride monohydrate

X JAN DISAOfE#IZ, 25 & LTHB#RL £ L,
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International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 73

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of
Recommended International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health
Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4
(EB115/2005/REC/1)], the following names are selected as Recommended International Nonproprietary
Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does
not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-109) and Recommended (1-70) International Nonproprietary Names can be found in
Cumulative List No. 15, 2011 (available in CD-ROM only).

Dénominations communes internationales des Substances
pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES: Liste 73

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du
choix de Dénominations communes internationales recommandées pour les Substances pharmaceutiques
[Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9);
résolution EB115.R4 (EB115/2005/REC/1)] les dénominations ci-dessous sont choisies par I'Organisation
mondiale de la Santé en tant que dénominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n'impliqgue aucune recommandation en vue de
I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’'autres listes de Dénominations communes internationales proposées (1-109) et
recommandées (1-70) dans la Liste récapitulative No. 15, 2013 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales para las Sustancias
Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS: Lista 73

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Selecciébn de Denominaciones
Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud,
1955, 60, 3 (Resolucion EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4
(EB115/2005/REC/1) EB115.R4 (EB115/2005/REC/1)], se comunica por el presente anuncio que las
denominaciones que a continuacién se expresan han sido seleccionadas como Denominaciones
Comunes Internacionales Recomendadas. La inclusion de una denominacién en las listas de las
Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-109) y Recomendadas (1-70) se
encuentran reunidas en Cumulative List No. 15, 2013 (disponible sélo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN

DCIl Recommandée

DCl Recomendada

Chemical name or description; Molecular formula;
Graphic formula

Nom chimique ou description; Formule brute; Formule
développée

Nombre quimico o descripcién; Férmula molecular;
Formula desarrollada

abrilumabum #
abrilumab

abrilumab

abrilumab

immunoglobulin G2-kappa, anti-[Homo sapiens integrin
ITGA4_ITGBY7 (integrin alpha4 (CD49d)_beta7, integrin
a4B7, lymphocyte Peyer's patch adhesion molecule 1,
LPAM-1)], Homo sapiens monoclonal antibody;
gamma?2 heavy chain (1-444) [Homo sapiens VH(IGHV1-
24*01 (94.90%) -(IGHD)-IGHJ5*02) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), hinge (217-228), CH2 (229-
337), CH3 (338-442), CHS (443-444)) (119-444)], (132-
214"-disulfide with kappa light chain (1'-214") [Homo
sapiens V-KAPPA (IGKV1-12*01 (95.80%) -IGKJ1*01)
[6.3.9] (1-107") -IGKC*01 (108'-214"]; dimer (220-
220":221-221":224-224":227-227")-tetrakisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens intégrine
ITGA4_ITGB7 (intégrine alpha4 (CD49d)_béta7, intégrine
a4B7, récepteur d’adressage spécifique des plaques de
Peyer, LPAM-1)], Homo sapiens anticorps monoclonal;
chaine lourde gammaz2 (1-444) [Homo sapiens (IGHV1-
24*01 (94.90%) -(IGHD)-IGHJ5*02) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), charniére (217-228), CH2
(229-337), CH3 (338-442), CHS (443-444)) (119-444)],
(132-214")-disulfure avec la chaine légére kappa (1'-214")
[Homo sapiens V-KAPPA (IGKV1-12*01 (95.80%) -
IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
dimére(220-220":221-221":224-224":227-227")-
tétrakisdisulfure

inmunoglobulina G2-kappa, anti-[Homo sapiens integrina
ITGA4_ITGBY (integrina alfa4 (CD49d) beta7, integrina
a4B7, molécula de adhesién especifica de linfocitos de las
placas de Peyer, LPAM-1)], anticuerpo monoclonal de
Homo sapiens;

cadena pesada gammaz2 (1-444) [Homo sapiens (IGHV1-
24*01 (94.90%) -(IGHD)-IGHJ5*02) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), bisagra (217-228), CH2 (229-
337), CH3 (338-442), CHS (443-444)) (119-444)], (132-
214"-disulfuro con la cadena ligera kappa (1'-214") [Homo
sapiens V-KAPPA (IGKV1-12*01 (95.80%) -IGKJ1*01)
[6.3.9] (1-107") -IGKC*01 (108'-214")]; dimero(220-
220":221-221":224-224":227-227")-tetrakisdisulfuro

62



WHO Drug Information, Vol. 29, No. 1, 2015 Recommended INN: List 73

acorafloxacinum
acorafloxacin

acorafloxacine

acorafloxacino

acumapimodum
acumapimod

acumapimod

acumapimod

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKVSGYTLS DLSIHWVRQA PGKGLEWMGG 50
FDPQDGETIY AQKFQGRVTM TEDTSTDTAY MELSSLKSED TAVYYCATGS 100
SSSWFDPWGQ GTLVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSNFGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF PPKPKDTLMI 250
SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300
SVLTVVHQDW LNGKEYKCKV SNKGLPAPIE KTISKTKGQP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPMLDSDGS 400
FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL SPGK 444

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS VSASVGDRVT ITCRASQGIS SWLAWYQQKP GKAPKLLIYG 50
ASNLESGVPS RFSGSGSGTD FTLTISSLQP EDFANYYCQQ ANSFPWTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  258-318  364-422
22"-96" 145"-201" 258"-318" 364"-422"
Intra-L (C23-C104) 23'-88'  134'-194'
23"-88™ 134"-194™
Inter-H-L (CH1 10-CL 126) 132-214' 132"-214™
Inter-H-H (h 4, h 5, h 8, h 11) 220-220" 221-221" 224-224" 227-227"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
294, 294"

7-[(3E)-3-(2-amino-1-fluoroethylidene)piperidin-1-yl]-
1-cyclopropyl-6-fluoro-8-methoxy-4-oxo-
1,4-dihydroquinoline-3-carboxylic acid

acide 7-[(3E)-3-(2-amino-1-fluoroéthylidéne)pipéridin-1-yl]-
1-cyclopropyl-6-fluoro-8-méthoxy-4-oxo-
1,4-dihydroquinoléine-3-carboxylique

acido 7-[(3E)-3-(2-amino-1-fluoroetilideno)piperidin-1-il]-
1-ciclopropil-6-fluoro-8-metoxi-4-oxo-1,4-dihidroquinolina-
3-carboxilico

CZlH23F2N3O4
Y
F N N
H,N F CO,H

3-[5-amino-4-(3-cyanobenzoyl)-1H-pyrazol-1-yl]-
N-cyclopropyl-4-methylbenzamide

3-[5-amino-4-(3-cyanobenzoyl)-1H-pyrazol-1-yl]-
N-cyclopropyl-4-méthylbenzamide

3-[5-amino-4-(3-cianobenzoil)-1H-pirazol-1-il]-N-ciclopropil-
4-metilbenzamida
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albenatidum #
albenatide

albénatide

albenatida

C22H19N502

AN i )

CH3

S*3.{1-[(23S)-23-{[exendin-4 Heloderma suspectum
precursor-(48-86)-peptidyl (exenatidyl)Jamino}-3,12,24-
trioxo-7,10-dioxa-4,13,18,25-tetraazapentacosyl]-
2,5-dioxopyrrolidin-3-yl}human serum albumin.

Peptide is synthetic, and human serum albumin is
produced in Saccharomyces cerevisiae.

S*%.{1-[(23S)-23-{[précurseur de I'exendin-4 de
Heloderma suspectum-(48-86)-peptidyl
(exénatidyl)lamino}-3,12,24-trioxo-7,10-dioxa-4,13,18,25-
tétraazapentacosyl]-2,5-dioxopyrrolidin-3-yl}albumine
sérique humaine.

Le peptide est synthétique et I'albumine sériqgue humaine
est produite par Saccharomyces cerevisiae.

S*3.{1-[(23S)-23-{[precursor de la exendina-4 de
Heloderma suspectum-(48-86)-peptidil (exenatidil)Jamino}-
3,12,24-trioxo-7,10-dioxa-4,13,18,25-tetraazapentacosil]-
2,5-dioxopirrolidin-3-il}albimina sérica humana.

El péptido es sintético y la albumina sérica humana la
produce el Saccharomyces cerevisiae.

Human Albumin / Albumine humaine / Albumina humana

DAHKSEVAHR FKDLGEENFK ALVLIAFAQY LQQCPFEDHV KLVNEVTEFA 50
KTCVADESAE NCDKSLHTLF GDKLCTVATL RETYGEMADC CAKQEPERNE 100
CFLQHKDDNP NLPRLVRPEV DVMCTAFHDN EETFLKKYLY EIARRHPYFY 150
APELLFFAKR YKAAFTECCQ AADKAACLLP KLDELRDEGK ASSAKQRLKC 200
ASLQKFGERA FKAWAVARLS QRFPKAEFAE VSKLVTDLTK VHTECCHGDL 250
LECADDRADL AKYICENQDS ISSKLKECCE KPLLEKSHCI AEVENDEMPA 300
DLPSLAADFV ESKDVCKNYA EAKDVFLGMF LYEYARRHPD YSVVLLLRLA 350
KTYETTLEKC CAAADPHECY AKVFDEFKPL VEEPQNLIKQ NCELFEQLGE 400
YKFQNALLVR YTKKVPQVST PTLVEVSRNL GKVGSKCCKH PEAKRMPCAE 450
DYLSVVLNQL CVLHEKTPVS DRVTKCCTES LVNRRPCFSA LEVDETYVPK 500
EFNAETFTFH ADICTLSEKE RQIKKQTALV ELVKHKPKAT KEQLKAVMDD 550
FAAFVEKCCK ADDKETCFAE EGKKLVAASQ AALGL 585

Exenatidy! / Exénatidyl / Exenatidil
HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS- 39

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
53-62 75-91 90-101 124-169 168-177 200-246 245-253 265-279 278-289
316-361 360-369 392-438 437-448 461-477 A476-487 514-559 558-567
Modified residues / Résidus modifiés / Restos modificados O
[e]
H H
[} 0. N N
34 HN’lL\,/ ~ N TN \ﬂ//\\,j?:;;>§; H
Exenatidyl- K/\/H o 1) ‘>\
Lys-linker-Cys

H,N~ ~CO,H
R = exenatidyl
NH,
H3C
s N o s
58,419 R b HO o
phosphoSer e} H 420,422 HO—P
/ phosphoThr I H
H,N™ ~COLH H,N” YCOH
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asvasiranum
asvasiran

asvasiran

asvasiran

small interfering ARN (siRNA) inhibitor of human
Respiratory Syncytial Virus replication;

duplex of guanylyl-(3'—5")-guanylyl-(3'—5")-cytidylyl-
(3'—5")-uridylyl-(3'=5")-cytidylyl-(3'—5")-uridylyl-(3'—5')-
uridylyl-(3'=5"-adenylyl-(3'=5")-guanylyl-(3'=5")-cytidylyl-
(3'>5")-adenylyl-(3'>5")-adenylyl-(3'—5")-adenylyl-(3'-5')-
guanylyl-(3'—>5")-uridylyl-(3'—>5")-cytidylyl-(3'—5")-adenylyl-
(3'—5")-adenylyl-(3'—-5')-guanylyl-(3'—5'")-thymidylyl-
(3'—5")-thymidine and thymidylyl-(5'—3")-thymidylyl-
(5'—3")-cytidylyl-(5'—3")-cytidylyl-(5'—3')-guanylyl-(5'—3')-
adenylyl-(5'—3")-guanylyl-(5'—3")-adenylyl-(5'—3)-
adenylyl-(5'—3")-uridylyl-(5'—3")-cytidylyl-(5'—3")-guanylyl-
(5'—3")-uridylyl-(5'—3")-uridylyl-(5'—3")-uridylyl-(5'—3')-
cytidylyl-(5'—3")-adenylyl-(5'—3")-guanylyl-(5'—3")-uridylyl-
(5'—>3")-uridylyl-(5'—3")-cytidine

petit ARN interférant (siRNA) inhibiteur de la réplication du
virus respiratoire syncytial humain;

duplex de guanylyl-(3'—5'")-guanylyl-(3'—5")-cytidylyl-
(3'—5")-uridylyl-(3'=5")-cytidylyl-(3'>5")-uridylyl-(3'—-5')-
uridylyl-(3'—5")-adénylyl-(3'=5')-guanylyl-(3'—5")-cytidylyl-
(3'>5")-adénylyl-(3'—5"-adénylyl-(3'—>5")-adénylyl-(3'>5')-
guanylyl-(3'=5")-uridylyl-(3'—>5'")-cytidylyl-(3'—5')-adénylyl-
(3'—>5")-adénylyl-(3'—>5")-guanylyl-(3'—5")-thymidylyl-
(3'—5")-thymidine et de thymidylyl-(5'—3")-thymidylyl-
(5'—>3")-cytidylyl-(5'—3")-cytidylyl-(5'—3")-guanylyl-(5'—3')-
adénylyl-(5'—3")-guanylyl-(5'—3")-adénylyl-(5'—3")-
adénylyl-(5'—3")-uridylyl-(5'—3")-cytidylyl-(5'—3")-guanylyl-
(5'—3")-uridylyl-(5'—3")-uridylyl-(5'—3")-uridylyl-(5'—3')-
cytidylyl-(5'—3')-adénylyl-(5'—3')-guanylyl-(5'—3)-uridylyl-
(5'—>3")-uridylyl-(5'—3")-cytidine

ARN pequefio de interferencia (ARNip) (SiRNA) inhibidor
de la replicacién del virus respiratorio sincitial humano;
duplex de guanilil-(3'—5")-guanilil-(3'=5")-citidilil-(3'>5'")-
uridilil-(3'—5")-citidilil-(3'—>5")-uridilil-(3'>5")-uridilil- (3'>5")-
adenilil-(3'—5")-guanilil-(3'>5"-citidilil-(3'—5")-adenilil-
(3'—5"-adenilil-(3'>5"-adenilil-(3'—-5'")-guanilil-(3'>5')-
uridilil-(3'—5")-citidilil-(3'—5')-adenilil-(3'—>5")-adenilil-
(3'>5")-guanilil-(3'>5")-timidilil-(3'>5'")-timidina y de
timidilil-(5'—3")-timidilil-(5'—=3")-citidilil-(5'—3")-citidilil-
(5'—>3")-guanilil-(5'—>3")-adenilil-(5'—3")-guanilil-(5'—3')-
adenilil-(5'>3")-adenilil-(5'—>3")-uridilil-(5'—3")-citidilil-
(5'—3")-guanilil-(5'—3")-uridilil-(5'—3")-uridilil-(5'—3")-uridilil-
(5'—3")-citidilil-(5'—3")-adenilil-(5'—3")-guanilil-(5'—3)-
uridilil-(5'—3)-uridilil-(5'—>3")-citidina
Ca01Hs00N1500200P a0
[(3-5)-6-G-C-U-C-U-U-A-G-C-A-A-A-G-U-C-A-A-G-dT-dT]

[(5-3)-dT-dT-C-C-G-A-G-A-A-U-C-G-U-U-U-C-A-G-U-U-C]
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azeliragonum
azeliragon

azéliragon

azeliragon

basmisanilum
basmisanil

basmisanil

basmisanil

beclabuvirum
beclabuvir

béclabuvir

beclabuvir

3-(4-{2-butyl-1-[4-(4-chlorophenoxy)phenyl]-1H-imidazol-
4-yl}phenoxy)-N,N-diethylpropan-1-amine

3-(4-{2-butyl-1-[4-(4-chlorophénoxy)phényl]-1H-imidazol-
4-yl}phénoxy)-N,N-diéthylpropan-1-amine

3-(4-{2-butil-1-[4-(4-clorofenoxi)fenil]-1H-imidazol-
4-il}fenoxi)-N,N-dietilpropan-1-amina

PO sy -

C32H33CIN3O;

aeles

(1,1-dioxo-1A°-thiomorpholin-4-yl)(6-{[3-(4-fluorophenyl)-
5-methyl-1,2-oxazol-4-ylJmethoxy}pyridin-3-yl)methanone

(1,1-dioxo-1A°-thiomorpholin-4-yl)(6-{[3-(4-fluorophényl)-
5-méthyl-1,2-oxazol-4-yljméthoxy}pyridin-3-yl)méthanone

(1,1-dioxo-1A°-tiomorfolin-4-il) (6-{[3-(4-fluorofenil)-5-metil-
1,2-oxazol-4-iljmetoxi}piridin-3-il)metanona

F

(4bS,5aR)-12-cyclohexyl-N-(dimethylsulfamoyl)-
3-methoxy-5a-[(3-methyl-3,8-diazabicyclo[3.2.1]oct-
8-yl)carbonyl]-4b,5,5a,6-tetrahydrocyclopropa[d]indolo[2,1-
a][2]benzazepine-9-carboxamide

(4bS,5aR)-12-cyclohexyl-N-(diméthylsulfamoyl)-
3-méthoxy-5a-[(3-méthyl-3,8-diazabicyclo[3.2.1]oct-
8-yl)carbonyl]-4b,5,5a,6-tétrahydrocyclopropald]indolo[2,1-
a][2]benzazépine-9-carboxamide

(4bSs,5aR)-12-ciclohexil-N-(dimetilsulfamoil)-3-metoxi-
5a-[(3-metil-3,8-diazabiciclo[3.2.1]oct-8-il)carbonil]-
4h,5,5a,6-tetrahidrociclopropald]indolo[2,1-
a][2]benzazepina-9-carboxamida
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begelomabum #
begelomab

bégélomab

begelomab

C36H45NSOSS

immunoglobulin G2b-kappa, anti-[Homo sapiens
DPP4(dipeptidyl-peptidase 4, dipeptidylpeptidase 1V,
adenosine deaminase complexing protein 2, ADCP2,
TP103, T cell activation antigen CD26, CD26)], Mus
musculus monoclonal antibody;

gammaz2b heavy chain (1-456) [Mus musculus VH (IGHV1-
85*01 (88.80%) -(IGHD)-IGHJ1*01) [8.8.13] (1-120) -
IGHG2B*02 (CH1 (121-217), hinge (218-239), CH2 (240-
349), CH3 (350-454), CHS (455-456)) (121-456)], (135-
213")-disulfide with kappa light chain (1'-213") [Mus
musculus V-KAPPA (IGKV4-57*01 (98.90%) -IGKJ1*01)
[5.3.9] (1'-106") -IGKC*01 (107'-213)]; dimer (229-
229":232-232":235-235":238-238")-tetrakisdisulfide

immunoglobuline G2b-kappa, anti-[Homo sapiens DPP4
(dipeptidyl-peptidase 4, dipeptidylpeptidase IV, protéine 2
complexant I'adénosine désaminase, ADCP2, TP103,
antigene CD26 d’activation des cellules T, CD26)], Mus
musculus anticorps monoclonal;

chaine lourde gamma2b (1-456) [Mus musculus VH
(IGHV1-85*01 (88.80%) -(IGHD)-IGHJ1*01) [8.8.13] (1-
120) -IGHG2B*02 (CH1 (121-217), charniere (218-239),
CH2 (240-349), CH3 (350-454), CHS (455-456)) (121-
456)], (135-213")-disulfure avec la chaine légére kappa (1'-
213") [Mus musculusV-KAPPA (IGKV4-57*01 (98.90%) -
IGKJ1*01) [5.3.9] (1'-106") -IGKC*01 (107'-213")]; dimére
(229-229":232-232":235-235":238-238")-tétrakisdisulfure

inmunoglobulina G2b-kappa, anti-[Homo sapiens DPP4
(dipeptidil-peptidasa 4, dipeptidilpeptidasa 1V, proteina 2
complejante de la adenosina desaminasa, ADCP2, TP103,
antigeno CD26 de activacion de las células T, CD26)],
anticuerpo monoclonal de Mus musculus ;

cadena pesada gamma2b (1-456) [Mus musculus VH
(IGHV1-85*01 (88.80%) -(IGHD)-IGHJ1*01) [8.8.13] (1-
120) -IGHG2B*02 (CH1 (121-217), bisagra (218-239), CH2
(240-349), CH3 (350-454), CHS (455-456)) (121-456)],
(135-213')-disulfuro con la cadena ligera kappa (1'-213')
[Mus musculus V-KAPPA (IGKV4-57*01 (98.90%) -
IGKJ1*01) [5.3.9] (1-106") -IGKC*01 (107'-213")]; dimero
(229-229":232-232":235-235":238-238")-tetrakisdisulfuro
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benzhydrocodonum
benzhydrocodone

benzhydrocodone

benzhidrocodona

bradaniclinum
bradanicline

bradanicline

bradaniclina

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQSGAE LVKPGASVKL SCKASGYTFR SYDINWVRQR PEQGLEWIGW 50
IFPGDGSTKY NEKFKGKATL TTDKSSSTAY MQLSRLTSED SAVYFCARWT 100
VVGPGYFDVW GAGTTVTVSS AKTTPPSVYP LAPGCGDTTG SSVTLGCLVK 150
GYFPESVTVT WNSGSLSSSV HTFPALLQSG LYTMSSSVTV PSSTWPSQTV 200
TCSVAHPASS TTVDKKLEPS GPISTINPCP PCKECHKCPA PNLEGGPSVF 250
IFPPNIKDVL MISLTPKVTC VVVDVSEDDP DVQISWFVNN VEVHTAQTQT 300
HREDYNSTIR VVSTLPIQHQ DWMSGKEFKC KVNNKDLPSP IERTISKIKG 350
LVRAPQVYIL PPPAEQLSRK DVSLTCLVVG FNPGDISVEW TSNGHTEENY 400
KDTAPVLDSD GSYFIYSKLN MKTSKWEKTD SFSCNVRHEG LKNYYLKKTI 450
SRSPGK 456

7

Light chain / Chaine Iégére / Cadena ligera

QIVLTQSPAI MSASPGEKVT ITCSASSSVS YMNWFQQKPG TSPKLWIYST 50
SNLASGVPAR FSGSGSGTSY SLTISRMEAE DAATYYCQQR SSYPNTFGGG 100
TKLEIKRADA APTVSIFPPS SEQLTSGGAS VVCFLNNFYP KDINVKWKID 150
GSERQNGVLN SWTDQDSKDS TYSMSSTLTL TKDEYERHNS YTCEATHKTS 200
TSPIVKSFNR NEC 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-202  270-330  376-434
22"-96" 147"-202" 270"-330" 376"-434"
Intra-L (C23-C104) 23-87" 133-193"
23"-87" 133"-193"
Inter-H-L (CH1 11-CL 126) 135-213" 135"-213"
Inter-H-H (h 12, h 15, h 18, h 21) 229-229" 232-232" 235-235" 238-238"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4:
306, 306"

4,5a-epoxy-3-methoxy-17-methyl-6,7-didehydromorphinan-
6-yl benzoate

benzoate de 4,5a-époxy-3-méthoxy-17-méthyl-
6,7-didéhydromorphinan-6-yle

benzoato de 4,5a-epoxi-17-metil-3-metoxi-
6,7-dideshidromorfinan-6-ilo

CZSH25N04

N-[(2S,3R)-2-[(pyridin-3-yl)methyl]-1-azabicyclo[2.2.2]oct-
3-yl]-1-benzofuran-2-carboxamide

N-[(2S,3R)-2-(pyridin-3-ylméthyl)-1-azabicyclo[2.2.2]oct-
3-yl]-1-benzofurane-2-carboxamide

N-[(2S,3R)-2-(piridin-3-ilmetil)-1-azabiciclo[2.2.2]oct-3-il]-
1-benzofurano-2-carboxamida
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briciclibum
briciclib

briciclib

briciclib

brontictuzumabum #
brontictuzumab

brontictuzumab

C22H23N302

2-methoxy-5-({[(E)-2-(2,4,6-
trimethoxyphenyl)ethenyl]sulfonyl}methyl)phenyl
dihydrogen phosphate

dihydrogénophosphate de 2-méthoxy-5-({[2-(2,4,6-
triméthoxyphényl)éthényl]sulfonyl}méthyl)phenyl

dihidrégenofosfato de 2-metoxi-5-({[2-(2,4,6-
trimetoxifenil)etenil]sulfonil}metil)fenilo

CIQH23OIOPS

OH
HsCO OCH Ox /
N N \\I?—OH

ar o
J7\
OCHj3 0 O och
3

immunoglobulin G2-lambda, anti-[Homo sapiens NOTCH1
(Notch 1, Translocation-associated notch-1, TAN-
1,TAN1)], humanized monoclonal antibody;

gammaz2 heavy chain (1-447) [humanized VH (Homo
sapiens IGHV1-24*01 (80.40%) -(IGHD)-IGHJ4*01 L123>T
(116)) [8.8.14] (1-121) -Homo sapiens IGHG2*01 (CH1
(122-219), hinge (220-231), CH2 (232-340), CH3 (341-
445), CHS (446-447)) (122-447)],(135-214")-disulfide with
lambda light chain (1'-215’) [humanized V-LAMBDA (Homo
sapiens IGLV7-46*01 (83.20%) -IGLJ2*01) [9.3.9] (1'-109")
-Homo sapiens IGLC7*01 (110'-215"]; dimer (223-
223":224-224":227-227":230-230")-tetrakisdisulfide

immunoglobuline G2-lambda, anti-[Homo sapiens
NOTCH1 (Notch 1, notch-1 associé aux translocations,
TAN-1,TAN1)], anticorps monoclonal humanisé;

chaine lourde gammaz2 (1-447) [VH humanisé (Homo
sapiens IGHV1-24*01 (80.40%) -(IGHD)-IGHJ4*01 L123>T
(116)) [8.8.14] (1-121) -Homo sapiens IGHG2*01 (CH1
(122-219), charniére (220-231), CH2 (232-340), CH3 (341-
445), CHS (446-447)) (122-447)], (135-214")-disulfure avec
la chaine légére lambda (1'-215") [V-LAMBDA humanisé
(Homo sapiens IGLV7-46*01 (83.20%) -IGLJ2*01) [9.3.9]
(1'-109") -Homo sapiens IGLC7*01 (110'-215")]; dimére
(223-223":224-224":227-227":230-230")-tétrakisdisulfure
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brontictuzumab inmunoglobulina G2-lambda, anti-[INOTCH1 de Homo
sapiens (Notch 1, notch-1 asociado a las translocaciones,
TAN-1,TAN1)], anticuerpo monoclonal humanizado;
cadena pesada gamma2 (1-447) [VH humanizado (Homo
sapiens IGHV1-24*01 (80.40%) -(IGHD)-IGHJ4*01 L123>T
(116)) [8.8.14] (1-121) -Homo sapiens IGHG2*01 (CH1
(122-219), bisagra (220-231), CH2 (232-340), CH3 (341-
445), CHS (446-447)) (122-447)], (135-214")-disulfuro con
la cadena ligera lambda (1'-215") [V-LAMBDA humanizada
(Homo sapiens IGLV7-46*01 (83.20%) -IGLJ2*01) [9.3.9]
(1'-109") -Homo sapiens IGLC7*01 (110'-215")]; dimero
(223-223":224-224":227-227":230-230")-tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKI SCKVSGYTLR GYWIEWVRQA PGKGLEWIGQ 50
ILPGTGRTNY NEKFKGRVTM TADTSTDTAY MELSSLRSED TAVYYCARFD 100
GNYGYYAMDY WGQGTTVTVS SASTKGPSVF PLAPCSRSTS ESTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSNFGTQ 200
TYTCNVDHKP SNTKVDKTVE RKCCVECPPC PAPPVAGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVQFNWYVD GVEVHNAKTK PREEQFNSTF 300
RVVSVLTVVH QDWLNGKEYK CKVSNKGLPA PIEKTISKTK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPMLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légere / Cadena ligera

QAVVTQEPSL TVSPGGTVTL TCRSSTGAVT TSNYANWFQQ KPGQAPRTLI 50
GGTNNRAPGV PARFSGSLLG GKAALTLSGA QPEDEAEYYC ALWYSNHWVF 100
GGGTKLTVLG QPKAAPSVTL FPPSSEELQA NKATLVCLVS DFYPGAVTVA 150
WKADGSPVKV GVETTKPSKQ SNNKYAASSY LSLTPEQWKS HRSYSCRVTH 200
EGSTVEKTVA PAECS 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  148-204  261-321  367-425
22"-96" 148"-204" 261"-321" 367"-425"
Intra-L (C23-C104) 22'-90' 137'-196'
22"-90™ 137"-196"
Inter-H-L (CH1 10-CL 126)  135-214' 135"-214"
Inter-H-H (h 4, h 5, h 8, h 11) 223-223" 224-224" 227-227" 230-230"
Possible other H-L and H-H crosslinks
Inter-H-L 223-214'  223"-214"
Inter-H-H 135-224" 135"-224 227-227" 230-230"
Possible other H-L and H-H crosslinks
Inter-H-L  135-214" 223"-214™
Inter-H-H  223-135" 224-224" 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

297, 297"
butylphthalidum
butylphthalide rac-3-butyl-2-benzofuran-1(3H)-one
butylphthalide rac-3-butyl-2-benzofuran-1(3H)-one
butilftalida rac-3-butil-2-benzofuran-1(3H)-ona

C12H14OZ

(0]

and enantiomer
O et énantiomere

4 y enantiémero
H T \~CH;

cabotegravirum

cabotegravir (3S,11aR)-N-[(2,4-difluorophenyl)methyl]-6-hydroxy-
3-methyl-5,7-dioxo-2,3,5,7,11,11a-hexahydrooxazolo[3,2-
a]pyrido[1,2-d]pyrazine-8-carboxamide
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cabotégravir

cabotegravir

capmatinibum
capmatinib

capmatinib

capmatinib

cefilavancinum
cefilavancin

(3S,11aR)-N-[(2,4-difluorophényl)méthyl]-6-hydroxy-
3-méthyl-5,7-dioxo-2,3,5,7,11,11a-hexahydrooxazolo[3,2-
a]pyrido[1,2-d]pyrazine-8-carboxamide

(3S,11aR)-N-[(2,4-difluorofenil)metil]-6-hidroxi-3-metil-
5,7-dioxo-2,3,5,7,11,11a-hexahidrooxazolo[3,2-
a]pirido[1,2-d]pirazina-8-carboxamida

CIQH17F2N3OS

2-fluoro-N-methyl-4-{7-[(quinolin-6-yl)methyllimidazo[1,2-
b][1,2,4]triazin-2-yl}benzamide

2-fluoro-N-méthyl-4-{7-[(quinoléin-6-yl)méthyl]imidazo[1,2-
b][1,2,4]triazin-2-yl}benzamide

2-fluoro-N-metil-4-{7-[(quinolein-6-il)metillimidazo[1,2-
b][1,2,4]triazin-2-il}benzamida

Ca3H17FNgO

=
\ O
N - CH
H
%}\N/Nj/d:\
N/J\N/

(6R,7R)-7-[(2Z)-2-(2-amino-5-chloro-1,3-thiazol-4-yl)-2-({3-
[(3S,6R,7R,22R,23S,26S,30aS,,36R,38aR)-3-(2-amino-
2-oxoethyl)-44-{[2-O-(3-amino-2,3,6-trideoxy-3-C-methyl-
a-L-lyxo-hexopyranosyl)-B-D-glucopyranosyljoxy}-
10,19-dichloro-7,22,28,30,32-pentahydroxy-6-[(N-methyl-
D-leucyl)amino]-2,5,24,38,39-pentaoxo-
2,3,4,5,6,7,23,24,25,26,36,37,38,38a-tetradecahydro-
1H,22H-8,11:18,21-dietheno-23,36-(iminomethano)-
13,16:31,35-dimetheno[1,6,9]oxadiazacyclohexadecino
[4,5-m][10,2,16]benzoxadiazacyclotetracosine-
26-carboxamido]propoxy}imino)acetamido]-8-oxo-
3-[(pyridin-1-ium-1-yl)methyl]-5-thia-1-azabicyclo[4.2.0]oct-
2-ene-2-carboxylate
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céfilavancine

cefilavancina

cerdulatinibum
cerdulatinib

(6R,7R)-7-[(2Z)-2-(2-amino-5-chloro-1,3-thiazol-4-yl)-2-({3-
[(3S,6R,7R,22R,23S,26S,30aS,,36R,38aR)-3-(2-amino-
2-oxoéthyl)-44-{[2-O-(3-amino-2,3,6-tridéoxy-3-C-méthyl-
a-L-lyxo-hexopyranosyl)-B-D-glucopyranosyl]oxy}-
10,19-dichloro-7,22,28,30,32-pentahydroxy-6-[(N-méthyl-
D-leucyl)amino]-2,5,24,38,39-pentaoxo-
2,3,4,5,6,7,23,24,25,26,36,37,38,38a-tétradécahydro-
1H,22H-8,11:18,21-diéthéno-23,36-(iminométhano)-
13,16:31,35-diméthéno[1,6,9]oxadiazacyclohexadécino
[4,5-m][10,2,16]benzoxadiazacyclotétracosine-
26-carboxamido]propoxy}imino)acétamido]-8-oxo-
3-[(pyridin-1-ium-1-yl)méthyl]-5-thia-1-azabicyclo[4.2.0]oct-
2-ene-2-carboxylate

(6R,7R)-7-[(2Z)-2-(2-amino-5-cloro-1,3-tiazol-4-il)-2-({3-
[(3S,6R,7R,22R,23S,26S,30aS,,36R,38aR)-3-(2-amino-
2-oxoetil)-44-{[2-O-(3-amino-2,3,6-tridesoxi-3-C-metil-
a-L-lixo-hexopiranosil)-B-D-glucopiranosil]oxi}-
10,19-dicloro-7,22,28,30,32-pentahidroxi-6-[(N-metil-
D-leucil)amino]-2,5,24,38,39-pentaoxo-
2,3,4,5,6,7,23,24,25,26,36,37,38,38a-tetradecahidro-
1H,22H-8,11:18,21-dieteno-23,36-(iminometano)-
13,16:31,35-dimeteno[1,6,9]oxadiazaciclohexadecino
[4,5-m][10,2,16]benzoxadiazaciclotetracosina-
26-carboxamido]propoxi}limino)acetamido]-8-oxo-
3-[(piridin-1-io-1-il)metil]-5-tia-1-azabiciclo[4.2.0]oct-2-eno-
2-carboxilato

CS7H95CI3N1602882

HaC—NH

CH
fe} 3
H

H
HN
H!

4-(cyclopropylamino)-2-({4-[4-(ethanesulfonyl)piperazin-
1-yllphenyl}amino)pyrimidine-5-carboxamide
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cerdulatinib

cerdulatinib

cerliponasum alfa #
cerliponase alfa

cerliponase alfa

cerliponasa alfa

dagrocoratum
dagrocorat

dagrocorat

4-(cyclopropylamino)-2-({4-[4-(éthanesulfonyl)pipérazin-
1-yllphényl}amino)pyrimidine-5-carboxamide

4-(ciclopropilamino)-2-({4-[4-(etanosulfonil)piperazin-
1-ilJfenil}amino)pirimidina-5-carboxamida

C20H27N703S
AV
CHs

)
;

immature human tripeptidyl-peptidase 1 (cell growth-
inhibiting gene 1 protein, lysosomal pepstatin-insensitive
protease, TPP-1, EC 3.4.14.9), 544 residues protein,
produced in Chinese hamster ovary (CHO) cells, glycoform
alfa

tripeptidyl-peptidase 1 humaine immature (protéine du
géne 1 inhibitrice du développement cellulaire, protéase
lysosomiale non-contrdlée par la pepstatine, TPP-1, EC
3.4.14.9), protéine de 544 résidus, produite par des
cellules ovariennes de hamster chinois, forme glycosylée
alfa

tripeptidil-peptidasa 1 humana inmadura (proteina del gen
1 inhibidora del desarrollo celular, proteasa lisosomial no
controlada por la pepstatina, TPP-1, EC 3.4.14.9), proteina
de 544 restos, producida por células ovéricas de hamster
chino, forma glicosilada alfa

c:2657 H4042N 7340793811

Sequence / Séquence / Secuencia

SYSPEPDQRR TLPPGWVSLG RADPEEELSL TFALRQQNVE RLSELVQAVS 50
DPSSPQYGKY LTLENVADLV RPSPLTLHTV QKWLLAAGAQ KCHSVITQDF 100
LTCWLSIRQA ELLLPGAEFH HYVGGPTETH VVRSPHPYQL PQALAPHVDF 150
VGGLHRFPPT SSLRQRPEPQ VTGTVGLHLG VTPSVIRKRY NLTSQDVGSG 200
TSNNSQACAQ FLEQYFHDSD LAQFMRLFGG NFAHQASVAR VVGQQGRGRA 250
GIEASLDVQY LMSAGANIST WVYSSPGRHE GQEPFLQWLM LLSNESALPH 300
VHTVSYGDDE DSLSSAYIQR VNTELMKAAA RGLTLLFASG DSGAGCWSVS 350
GRHQFRPTFP ASSPYVTTVG GTSFQEPFLI TNEIVDYISG GGFSNVFPRP 400
SYQEEAVTKF LSSSPHLPPS SYFNASGRAY PDVAALSDGY WVVSNRVPIP 450
WVSGTSASTP VFGGILSLIN EHRTLSGRPP LGFLNPRLYQ QHGAGLFDVT 500
RGCHESCLDE EVEGQGFCSG PGWDPVTGWG TPNFPALLKT LLNP 544

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
92-103 346-507 503-518

Glycosylation sites (N)/ Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-191 Asn-203 Asn-267 Asn-294 Asn-424

(4bS,7R,8aR)-4b-benzyl-7-hydroxy-N-(2-methylpyridin-
3-yl)-7-(trifluoromethyl)-4b,5,6,7,8,8a,9,10-
octahydrophenanthrene-2-carboxamide

(4bS,7R,8aR)-4b-benzyl-7-hydroxy-N-(2-méthylpyridin-
3-yl)-7-(trifluorométhyl)-4b,5,6,7,8,8a,9,10-
octahydrophénanthrene-2-carboxamide
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dagrocorat

dalazatidum
dalazatide

dalazatide

dalazatida

dapaconazolum
dapaconazole

dapaconazole

dapaconazol

(4bS,7R,8aR)-4b-bencil-7-hidroxi-N-(2-metilpiridin-3-il)-
7-(trifluorometil)-4b,5,6,7,8,8a,9,10-octahidrofenantreno-
2-carboxamida

CZQH29F3N202

a 37-residue, synthetic peptide derivative of the
Stichodactyla toxin:

O-phosphono-L-tyrosyl-2-[2-(2-
aminoethoxy)ethoxylacetyl[potassium channel toxin kappa-
stichotoxin-Shela Stoichactis helianthus (Caribbean sea
anemone)] peptidamide

peptide sythétique de 37 acides aminés dérivé de la toxine
extraite de Stichodactyla:

O-phosphono-L-tyrosyl-2-[2-(2-
aminoéthoxy)éthoxylacétyl[toxine kappa du canal
potassique-stichotoxine-Shela Stoichactis helianthus
(anémone de mer des Antilles)] peptidamide

péptido sintético de 37 aminoacidos derivado de la toxina
extraida de Stichodactyla:
O-fosfono-L-tirosil-2-[2-(2-aminoetoxi)etoxi]acetil[toxina
kappa del canal de potasio-stichotoxina-Shela Stoichactis
helianthus (anémona del Mar de las Antillas)] peptidamida

C184H296N57055PS7

Sequence / Séquence / Secuencia
YXRSCIDTIP KSRCTAFQCK HSMKYRLSFC RKTCGTC 37

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
5-37 14-30 19-34

Modified residues / Résidus modifiés / Restos modificados
X(2)  2-[2-(2-aminoethoxy)ethoxy]acetic acid HQN\/\O/\/O\/COZH

HO_ _O.
T R” H NH c ST M
7\ ke 37 NH
O-phosphonoTyr O OH cysteinamide  HoN 2
CO,H

o
1-[rac-2-(2,4-dichlorophenyl)-
2-{[4-(trifluoromethyl)phenyllmethoxy}ethyl]-1H-imidazole

1-[rac-2-(2,4-dichlorophényl)-
2-{[4-(trifluorométhyl)phényllméthoxy}éthyl]-1H-imidazole

1-[rac-2-(2,4-diclorofenil)-
2-{[4-(trifluorometil)feniljmetoxi}etil]-1H-imidazol
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defactinibum
defactinib

défactinib

defactinib

denintuzumabum mafodotinum #
denintuzumab mafodotin

C19H150|2F3Nzo
Cl
H and enantiomer
% et énantiomére
f0) y enantiomero

FsC CZ

N-methyl-4-({4-({[3-(N-methylmethanesulfonamido)pyrazin-
2-yllmethyl}amino)-5-(trifluoromethyl)pyrimidin-
2-yl}amino)benzamide

N-méthyl-4-({4-({[3-(N-méthylméthanesulfonamido)pyrazin-
2-ylIméthyl}amino)-5-(trifluorométhyl)pyrimidin-
2-yl}amino)benzamide

N-metil-4-({4-({[3-(N-metilmetanesulfonamido)pirazin-
2-illmetil}amino)-5-(trifluorometil)pirimidin-
2-il}amino)benzamida

CZOH21F3NBO3S
O
FsC CH
3 = N H/ 3
s A
HN N N
H
N
AN
[ _ \ 7/
N |/ “CH,
CH,

immunoglobulin G1-kappa auristatin F conjugate, anti-
[Homo sapiens CD19 (B lymphocyte surface antigen B4,
Leu-12)], humanized monoclonal antibody;

gammal heavy chain (1-450) [humanized VH (Homo
sapiens IGHV4-31*02 (84.80%) -(IGHD)-IGHJ4*01)
[10.7.12] (1-120) -Homo sapiens IGHG1*01 (CH1 (121-
218), hinge (219-233), CH2 (234-343), CH3 (344-448),
CHS (449-450)) (121-450)], (223-213")-disulfide with kappa
light chain (1'-213’) [humanized V-KAPPA (Homo sapiens
IGKV3-11*01 (85.30%) -IGKJ2*02) [5.3.9] (1'-106') -Homo
sapiens IGKC*01 (107'-213")]; dimer (229-229":232-232")-
bisdisulfide; conjugated, on an average of 4 cysteinyl, to
monomethylauristatin F (MMAF), via a noncleavable

maleimidocaproyl (mc) linker
For the mafodotin part, please refer to the document "INN for pharmaceutical
substances: Names for radicals, groups and others"*.
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dénintuzumab mafodotine

denintuzumab mafodotina

immunoglobuline G1-kappa conjuguée a l'auristatine F,
anti-[Homo sapiens CD19 (antigéne de surface B4 des
lymphocytes B, Leu-12)], anticorps monoclonal humanisé;
chaine lourde gammal (1-450) [VH humanisé (Homo
sapiens IGHV4-31*02 (84.80%) -(IGHD)-IGHJ4*01)
[10.7.12] (1-120) -Homo sapiens IGHG1*01 (CH1 (121-
218), charniére (219-233), CH2 (234-343), CH3 (344-448),
CHS (449-450)) (121-450)], (223-213")-disulfure avec la
chaine légere kappa (1'-213’) [V-KAPPA humanisé (Homo
sapiens IGKV3-11*01 (85.30%) -IGKJ2*02) [5.3.9] (1'-106")
-Homo sapiens IGKC*01 (107'-213")]; dimere (229-
229":232-232")-bisdisulfure; conjugué, sur 4 cystéinyl en
moyenne, au monomeéthylauristatine F (MMAF), via un

linker maléimidocaproyl (mc) non clivable
Pour la partie mafodotine, veuillez-vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and others"*.

inmunoglobulina G1-kappa conjugada con la auristatina F,
anti-[CD19 de Homo sapiens (antigeno de superficie B4 de
los linfocitos B, Leu-12)], anticuerpo monoclonal
humanizado;

cadena pesada gammal (1-450) [VH humanizado (Homo
sapiens IGHV4-31*02 (84.80%) -(IGHD)-IGHJ4*01)
[10.7.12] (1-120) -Homo sapiens IGHG1*01 (CH1 (121-
218), bisagra (219-233), CH2 (234-343), CH3 (344-448),
CHS (449-450)) (121-450)], (223-213")-disulfuro con la
cadena ligera kappa (1'-213’) [V-KAPPA humanizado
(Homo sapiens IGKV3-11*01 (85.30%) -IGKJ2*02) [5.3.9]
(1'-106") -Homo sapiens IGKC*01 (107'-213")]; dimero
(229-229":232-232")-bisdisulfuro; conjugado, en 4 restos
cisteinil por término medio, con monometilauristatina F
(MMAF), mediante un conector maleimidocaproil (mc) no
escindible

La fraccién mafodotina, pueden encontrarla en el documento "INN for
pharmaceutical substances: Names for radicals, groups and others"*.

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVKPSQTLSL TCTVSGGSIS TSGMGVGWIR QHPGKGLEWI 50
GHIWWDDDKR YNPALKSRVT ISVDTSKNQF SLKLSSVTAA DTAVYYCARM 100
ELWSYYFDYW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légere / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCSASSSVS YMHWYQQKPG QAPRLLIYDT 50
SKLASGIPAR FSGSGSGTDF TLTISSLEPE DVAVYYCFQG SVYPFTFGQG 100
TKLEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD 150
NALQSGNSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-97  147-203  264-324  370-428
22"-97" 147'-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23-87' 133-193'
23"-87" 133"-193"
Inter-H-L (h 5-CL 126) * 223-213' 223"-213"
Inter-H-H (h 11, h 14) * 229-229" 232-232"

*Two inter-chain disulfide bridges are not present on average, the antibody being conjugated
to an average of 4 drug linkers, each bound to a cysteinyl via a thioether bond

*Deux des ponts disulfure inter-chaines ne sont pas présents en moyenne, I'anticorps étant
conjugué a une moyenne de 4 linker-principe actif, chacun via une liaison thioéther.

* Faltan dos puentes disulfuro intercatenarios por estar el anticuerpo conjugado, con sendos
enlaces tioéter, a una media de 4 conectores de principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84.4:
300, 300"
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dianhydrogalactitolum
dianhydrogalactitol

dianhydrogalactitol

dianhidrogalactitol

diclofenaci etalhyaluronas
diclofenac etalhyaluronate

étalhyaluronate de diclofénac

etalhialuronato de diclofenaco

meso-(1R,2S)-1-[(2R)-oxiran-2-yl]-2-[(2S)-oxiran-
2-yllethane-1,2-diol

méso-(1R,2S)-1-[(2R)-oxiran-2-yl]-2-[(2S)-oxiran-
2-ylléthane-1,2-diol

meso-(1R,2S)-1-[(2R)-oxiran-2-il]-2-[(2S)-oxiran-2-il]etano-
1,2-diol

c:6}_110()4

hyaluronic acid partly amidified with 2-(2-{2-[(2,6-
dichlorophenyl)amino]phenyl}acetyloxy)ethanamine

acide hyaluronique partiellement amidifié par la 2-(2-{2-
[(2,6-dichlorophényl)amino]phényl}acétyloxy)éthanamine

acido hialurénico parcialmente amidificado por 2-(2-{2-
[(2,6-diclorofenil)amino]fenil}acetiloxi)etanamina

[(C30H35CI2N3012)a(C14H21NO11)5]aH20

QC.

diridavumabum #
diridavumab

Cl H
0,
(e}

HO
HO

\_\

o

=OH

] N
HN
0
- o
H O NH HO
o

=

CHs

immunoglobulin G1-lambda2, anti-[influenza A virus
hemagglutinin HA2 subunit (H1, H2, H5, H6, H8 and H9
subtypes)], Homo sapiens monoclonal antibody;
gammal heavy chain (1-450) [Homo sapiens VH (IGHV1-
69*01 (84.70%) -(IGHD)-IGHJ6*03) [8.8.14](1-121) -
IGHG1*03 (CH1 (122-219), hinge (220-234), CH2 (235-
344), CH3 (345-449), CHS K2>del (450)(122-450)],(224-
216")-disulfide with lambda2 light chain(1'-217") [Homo
sapiens V-LAMBDA (IGLV1-51*01 (92.90%) -IGLJ2*01)
[8.3.12] (1-111") -IGLC2*01 (112'-217")]; dimer (230-
230":233-233")-bisdisulfide
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diridavumab

diridavumab

eflapegrastimum #
eflapegrastim

immunoglobuline G1-lambda2, anti-[sous-unité HA2 de
I'hnémagglutinine du virus de la grippe A (sous-types H1,
H2, H5, H6, H8 et H9)], Homo sapiens anticorps
monoclonal,

chaine lourde gammal (1-450) [Homo sapiens VH
(IGHV1-69*01 (84.70%) -(IGHD)-IGHJ6*03) [8.8.14](1-
121) -IGHG1*03 (CH1 (122-219), charniére (220-234),
CH2 (235-344), CH3 (345-449), CHS K2>del (450)(122-
450)],(224-216")-disulfure avec la chaine légére lambda2
(1'-217") [Homo sapiens V-LAMBDA (IGLV1-51*01
(92.90%) -IGLJ2*01) [8.3.12] (1'-111") -IGLC2*01 (112"-
217"]; dimére (230-230":233-233")-bisdisulfure

inmunoglobulina G1-lambda2, anti-[subunidad HA2 de la
hemaglutinina del virus de la gripe A (sub-tipos H1, H2,
H5, H6, H8 y H9)], anticuerpo monoclonal de Homo
sapiens ;

cadena pesada gammal (1-450) [Homo sapiens VH
(IGHV1-69*01 (84.70%) -(IGHD)-IGHJ6*03) [8.8.14] (1-
121) -IGHG1*03 (CH1 (122-219), bisagra (220-234), CH2
(235-344), CH3 (345-449), CHS K2>del (450) (122-450)],
(224-216")-disulfuro con la cadena ligera lambda2 (1'-217")
[Homo sapiens V-LAMBDA (IGLV1-51*01 (92.90%) -
IGLJ2*01) [8.3.12] (1'-111") -IGLC2*01 (112'-217")]; dimero
(230-230":233-233")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGAE VKKPGSSVKV SCKASGGPFR SYAISWVRQA PGQGPEWMGG 50
TIPIFGTTKY APKFQGRVTI TADDFAGTVY MELSSLRSED TAMYYCAKHM 100
GYQVRETMDV WGKGTTVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPELLG GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450

Light chain / Chaine légere / Cadena ligera

QSVLTQPPSV SAAPGQKVTI SCSGSSSNIG NDYVSWYQQL PGTAPKLLIY 50
DNNKRPSGIP DRFSGSKSGT SATLGITGLQ TGDEANYYCA TWDRRPTAYV 100
VFGGGTKLTV LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDFYPGAVT 150
VAWKADSSPV KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV 200
THEGSTVEKT VAPTECS 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  148-204  265-325  371-429
22"-96" 148"-204" 265"-325" 371"-429"
Intra-L (C23-C104) 22'-89' 139'-198'
22"-89™ 139"-198™
Inter-H-L (h 5-CL 126) 224-216' 224"-216"
Inter-H-H (h 11, h 14)  230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84.4:
301, 301"

Other post-translational modifications

Autres modifications post-traductionnelles

Otras modificaciones post-traduccionales
Lacking H chain C-terminal lysine (CHS K2>del)

human granulocyte colony-stimulating factor and human
1gG4 Fc dimer linked together with polyethylene glycol
derivative, produced in Escherichia coli:
N**,N*¥-[w-(oxypropane-1,3-diyl)-a-(propane-
1,3-diyl)poly(oxyethylene)] des-(1-L-alanine,37-39)-
[18-L-serine(C>S),69-L-serine(P>S)]human granulocyte
colony-stimulating factor (G-CSF, pluripoietin) (1-174)-
peptide and des-(1-8)-human immunoglobulin G4 Fc
fragment (IGHG4*01 H-CH2-CH3) (9'-229")-peptide dimer
(11'-11")-disulfide

78



WHO Drug Information, Vol. 29, No. 1, 2015 Recommended INN: List 73

éflapégrastim

eflapegrastim

efmoroctocogum alfa #
efmoroctocog alfa

le facteur de stimulation de colonies de granulocytes
humain et le dimere du fragment Fc de I'l|gG4 humaine,
produits par Escherichia coli, reliés par un radical
substituant dérivé du polyéthyleneglycol:

N N**-[w-(oxypropane-1,3-diyl)-a-(propane-
1,3-diyl)poly(oxyethylene)] des-(1-L-alanine,37-39)-
[18-L-sérine(C>S), 69-L-sérine(P>S)]facteur de stimulation
de colonies de granulocytes humain (G-CSF, pluripoiétine)
(1-174)-peptide et (11'-11")-disulfure du dimére de
deés-(1-8)-fragment Fc de 'immunoglobuline G4 humaine
(IGHG4*01 H-CH2-CH3) (9'-229")-peptide

producto de la unién, mediante un radical derivado del
polietilenglicol, del factor estimulante de colonias de
granulocitos humano y el dimero del fragmento Fc de la
1gG4 humana, producidos por Escherichia coli.
N**,N*9-[w-(oxipropano-1,3-diil)-a-(propano-
1,3-diil)poli(oxietileno)] des-(1-L-alanina,37-39)-
[18-L-serina(C>S),69-L-serina(P>S)]]factor estimulante de
colonias de granulocitos humano (G-CSF, pluripoyetina)
(1-174)-péptido y (11'-11")-disulfuro del dimero de
des-(1-8)-fragmento Fc de la inmunoglobulina G4 humana
(IGHG4*01 H-CH2-CH3) (9'-229")-péptido

Human G-CSF derivative sequence / Séquence dérivée du G-CSF humain / Secuencia
derivada de G-CSF humano

TPLGPASSLP QSFLLKSLEQ VRKIQGDGAA LQEKLCATYK LCHPEELVLL 50
GHSLGIPWAP LSSCSSQALQ LAGCLSQLHS GLFLYQGLLQ ALEGISPELG 100
PTLDTLQLDV ADFATTIWQQ MEELGMAPAL QPTQGAMPAF ASAFQRRAGG 150
VLVASHLQSF LEVSYRVLRH LAQP 174

hIGHG4 Fc monomer / Monomere du Fc de hIGHG4 / Mon6émero de Fc de hIGHG4
PS CPAPEFLGGP SVFLFPPKPK DTLMISRTPE VTCVVVDVSQ 50"
EDPEVQFNWY VDGVEVHNAK TKPREEQFNS TYRVVSVLTV LHQDWLNGKE 100*
YKCKVSNKGL PSSIEKTISK AKGQPREPQV YTLPPSQEEM TKNQVSLTCL 150*°
VKGFYPSDIA VEWESNGQPE NNYKTTPPVL DSDGSFFLYS RLTVDKSRWQ 200*
EGNVFSCSVM HEALHNHYTQ KSLSLSLGK 229"

hIGHG4 Fc monomer / Monomere du Fc de hIGHG4 / Monémero de Fc de hIGHG4

PS CPAPEFLGGP SVFLFPPKPK DTLMISRTPE VTCVVVDVSQ 50°*
EDPEVQFNWY VDGVEVHNAK TKPREEQFNS TYRVVSVLTV LHQDWLNGKE 100*°*
YKCKVSNKGL PSSIEKTISK AKGQPREPQV YTLPPSQEEM TKNQVSLTCL 150°*
VKGFYPSDIA VEWESNGQPE NNYKTTPPVL DSDGSFFLYS RLTVDKSRWQ 200" *
EGNVFSCSVM HEALHNHYTQ KSLSLSLGK 229"

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
11-11" 36-42 43-103' 43"-103" 64-74 149'-207" 149"-207"
Modified residues / Résidus modifiés / Restos modificados ~ HO,
P

H AN 3
&1 N o oH
9-1 N\ {\/\ONN
\ n H COH

H COH

recombinant DNA derived (1-742)-(1637-2332)-human
blood coagulation factor VIII fusion protein with
immunoglobulin G1 Fc domain fragment, produced in
HEK293H cells, glycoform alfa:

des-(743-1636)-human blood coagulation factor VIII
(antihemophilic factor, procoagulant component) fusion
protein with human immunoglobulin G1 Fc fragment
(IGHG1*01 H-CH2-CH3)-(6-231)-peptide (1444-6":1447-
9'-bisdisulfide with human immunoglobulin G1 Fc
fragment (IGHG1*01 H-CH2-CH3)-(6-231)-peptide
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efmoroctocog alfa (1-742)-(1637-2332)-facteur VIII de coagulation humain
protéine de fusion avec le fragment Fc de
immunoglobuline G1, produite dans les cellules HEK293H
a partir d’ADN recombinant, forme glycosylée alfa:
des-(743-1636)-facteur VIII de coagulation humain (facteur
antihémophilique, composé procoagulant) protéine de
fusion avec le fragment Fc de I'immunoglobuline G1
humaine (IGHG1*01 H-CH2-CH3)-(6-231)-peptide (1444-
6':1447-9"-bisdisulfure avec le fragment Fc de
'immunoglobuline G1 humaine (IGHG1*01 H-CH2-CH3)-
(6-231)-peptide

efmoroctocog alfa (1-742)-(1637-2332)-factor VIl de coagulacion humano
proteina de fusion con el fragmento Fc de la
inmunoglobulina G1, producida en las células HEK293H a
partir de ADN recombinante, forma glicosilada alfa:
des-(743-1636)-factor VIIl de coagulacion humano (factor
antihemofilico, componente procoagulante) proteina de
fusion con el fragmento Fc de la inmunoglobulina G1
humana (IGHG1*01 H-CH2-CH3)-(6-231)-péptido (1444-
6':1447-9"-bisdisulfuro con el fragmento Fc de la
inmunoglobulina G1 humana (IGHG1*01 H-CH2-CH3)-(6-
231)-péptido

Fusion protein / Protéine de fusion / Proteina de fusion

ATRRYYLGAV ELSWDYMQSD LGELPVDARF PPRVPKSFPF NTSVVYKKTL 50
FVEFTDHLFN 1AKPRPPWMG LLGPTIQAEV YDTVVITLKN MASHPVSLHA 100
VGVSYWKASE GAEYDDQTSQ REKEDDKVFP GGSHTYVWQV LKENGPMASD 150
PLCLTYSYLS HVDLVKDLNS GLIGALLVCR EGSLAKEKTQ TLHKFILLFA 200
VFDEGKSWHS ETKNSLMQDR DAASARAWPK MHTVNGYVNR SLPGLIGCHR 250
KSVYWHVIGM GTTPEVHSIF LEGHTFLVRN HRQASLEISP ITFLTAQTLL 300
MDLGQFLLFC HISSHQHDGM EAYVKVDSCP EEPQLRMKNN EEAEDYDDDL 350
TDSEMDVVRF DDDNSPSFIQ IRSVAKKHPK TWVHYIAAEE EDWDYAPLVL 400
APDDRSYKSQ YLNNGPQRIG RKYKKVRFMA YTDETFKTRE AIQHESGILG 450
PLLYGEVGDT LLIIFKNQAS RPYNIYPHGI TDVRPLYSRR LPKGVKHLKD 500
FPILPGEIFK YKWTVTVEDG PTKSDPRCLT RYYSSFVNME RDLASGLIGP 550
LLICYKESVD QRGNQIMSDK RNVILFSVFD ENRSWYLTEN IQRFLPNPAG 600
VQLEDPEFQA SNIMHSINGY VFDSLQLSVC LHEVAYWYIL SIGAQTDFLS 650
VFFSGYTFKH KMVYEDTLTL FPFSGETVFM SMENPGLWIL GCHNSDFRNR 700
GMTALLKVSS CDKNTGDYYE DSYEDISAYL LSKNNAIEPR SFSQNPPVLK 750
RHQREITRTT LQSDQEEIDY DDTISVEMKK EDFDIYDEDE NQSPRSFQKK 800
TRHYFIAAVE RLWDYGMSSS PHVLRNRAQS GSVPQFKKVV FQEFTDGSFT 850
QPLYRGELNE HLGLLGPYIR AEVEDNIMVT FRNQASRPYS FYSSLISYEE 900
DQRQGAEPRK NFVKPNETKT YFWKVQHHMA PTKDEFDCKA WAYFSDVDLE 950
KDVHSGLIGP LLVCHTNTLN PAHGRQVTVQ EFALFFTIFD ETKSWYFTEN 1000
MERNCRAPCN 1QMEDPTFKE NYRFHAINGY IMDTLPGLVM AQDQRIRWYL 1050
LSMGSNENIH SIHFSGHVFT VRKKEEYKMA LYNLYPGVFE TVEMLPSKAG 1100
IWRVECLIGE HLHAGMSTLF LVYSNKCQTP LGMASGHIRD FQITASGQYG 1150
QWAPKLARLH YSGSINAWST KEPFSWIKVD LLAPMIIHGI KTQGARQKFS 1200
SLYISQFIIM YSLDGKKWQT YRGNSTGTLM VFFGNVDSSG IKHNIFNPPI 1250
IARYIRLHPT HYSIRSTLRM ELMGCDLNSC SMPLGMESKA 1SDAQITASS 1300
YFTNMFATWS PSKARLHLQG RSNAWRPQVN NPKEWLQVDF QKTMKVTGVT 1350
TQGVKSLLTS MYVKEFLISS SQDGHQWTLF FQNGKVKVFQ GNQDSFTPVV 1400
NSLDPPLLTR YLRIHPQSWV HQIALRMEVL GCEAQDLYDK THTCPPCPAP 1450
ELLGGPSVFL FPPKPKDTLM ISRTPEVTCV VVDVSHEDPE VKFNWYVDGV 1500
EVHNAKTKPR EEQYNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKALPAPI 1550
EKTISKAKGQ PREPQVYTLP PSRDELTKNQ VSLTCLVKGF YPSDIAVEWE 1600
SNGQPENNYK TTPPVLDSDG SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL 1650
HNHYTQKSLS LSPG 1664

Immunoglobulin Fc fragment / fragment Fc d'immunoglobuline / fragmento Fc de
inmunoglobulina

DKTHTCPPCP APELLGGPSV FLFPPKPKDT LMISRTPEVT CVVVDVSHED 50"
PEVKFNWYVD GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK 100+
CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPSRDELTK NQVSLTCLVK 150*
GFYPSDIAVE WESNGQPENN YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG 200*
NVFSCSVMHE ALHNHYTQKS LSLSPG 226"

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
6'-1444 9-1447 41-101' 147-205" 153-179 248-329 528-554
630-711 938-964 1005-1009 1127-1275 1280-1432 1479-1539 1585-1643

Modified residues / Résidus modifiés / Restos modificados

Y HO_ _.O;
346, 718, 719, 723, 770, 786 A \©\B'\NHZ
O-sulfoTyr O O {
COH

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-41 Asn-77" Asn-239 Asn-916 Asn-1224 Asn-1515
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efpeglenatidum #
efpeglenatide

efpéglénatide

efpeglenatida

emactuzumabum #
emactuzumab

exenatide derivative and human IgG4 Fc dimer linked
together with polyethylene glycol derivative:

N®2" N*?-[w-(oxypropane-1,3-diyl)-a-(propane-
1,3-diyl)poly(oxyethylene)] [1-(imidazol-4-ylacetic
acid)]exendin-4 Heloderma suspectum (Gila monster),
human immunoglobulin G4 Fc fragment-(9'-229')-peptide
dimer (11'-11")-disulfide

dérivé de I'exénatide et du dimere de I'lgG4 Fc liés par un
pont dérivé du polyéthyléneglycol :

N®?" N*-[w-(oxypropane-1,3-diyl)-a-(propane-
1,3-diyl)poly(oxyéthylene)] [1-acide (imidazol-
4-yl)acétiquelexendine-4 Heloderma suspectum (monstre
de Gila), fragment Fc de I'immunoglobuline G4 humaine-
(9'-229")-peptide (11'-11")-disulfure du dimere

derivado de la exenatida y del dimero de la IgG4 Fc unidos
por un puente derivado del polietilenglicol :

N°®% N'®-[w-(oxipropano-1,3-diil)-a-(propano-
1,3-diil)poli(oxitileno)] [1-acido (imidazol-
4-il)acéticolexendina-4 Heloderma suspectum (monstruo
de Gila), fragmento Fc de la inmunoglobulina G4 humana-
(9'-229")-péptido (11'-11")-disulfuro del dimero

Modified exendin-4 / Exendine-4 modifiée / Exendina-4 modificada
HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 39

hIGHG4 Fc monomer / Monomere du Fc de hIGHG4 / Monémero del Fc de hIGHG4

PS CPAPEFLGGP SVFLFPPKPK DTLMISRTPE VTCVVVDVSQ 50°
EDPEVQFNWY VDGVEVHNAK TKPREEQFNS TYRVVSVLTV LHQDWLNGKE 100"
YKCKVSNKGL PSSIEKTISK AKGQPREPQV YTLPPSQEEM TKNQVSLTCL 150*
VKGFYPSDIA VEWESNGQPE NNYKTTPPVL DSDGSFFLYS RLTVDKSRWQ 200*
EGNVFSCSVM HEALHNHYTQ KSLSLSLGK 229"

hIGHG4 Fc monomer / Monomeére du Fc de hIGHG4 / Monémero del Fc de hIGHG4

PS CPAPEFLGGP SVFLFPPKPK DTLMISRTPE VTCVVVDVSQ 50°*
EDPEVQFNWY VDGVEVHNAK TKPREEQFNS TYRVVSVLTV LHQDWLNGKE 100°*
YKCKVSNKGL PSSIEKTISK AKGQPREPQV YTLPPSQEEM TKNQVSLTCL 150*°*
VKGFYPSDIA VEWESNGQPE NNYKTTPPVL DSDGSFFLYS RLTVDKSRWQ 200*°*
EGNVFSCSVM HEALHNHYTQ KSLSLSLGK 229"*

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
11-11" 43-103' 43"-103" 149'-207' 149"-207"

Modified residues / Résidus modifiés / Restos modificados

P-
H

H S 9 - 27 HN
. 1 . 39
(imidazol-4-yl)acetic serinamide
acid COZH
N H OH
</ ]/\cOzH . /‘§NH2
HN 2 I HZN COH

immunoglobulin G1-kappa, anti-[Homo sapiens CSF1R
(colony stimulating factor 1 receptor, CSF-1R, CSF-1-R,
macrophage colony-stimulating factor 1 receptor, c-fms,
FMS, CD115)], humanized monoclonal antibody;
gammal heavy chain (1-446) [humanized VH (Homo
sapiens IGHV1-18*01 (92.90%) -(IGHD)-IGHJ6*01)
[8.7.10] (1-116) -Homo sapiens IGHG1*01 (CH1 (117-
214), hinge (215-229), CH2 (230-339), CH3 (340-444),
CHS (445-446)) (117-446)], (219-213")-disulfide with kappa
light chain (1’-213’) [humanized V-KAPPA (Homo sapiens
IGKV1-39*01 (86.30%) -IGKJ2*01) [6.3.8] (1'-106') -Homo
sapiens IGKC*01 (107'-213")]; dimer (225-225":228-228")-
bisdisulfide
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émactuzumab

emactuzumab

emibetuzumabum #
emibetuzumab

immunoglobuline G1-kappa, anti-[Homo sapiens CSF1R
(récepteur du facteur 1 stimulant de colonies, CSF-1R,
CSF-1-R, récepteur du facteur 1 stimulant des colonies de
macrophages, c-fms, FMS, CD115)], anticorps monoclonal
humanisé;

chaine lourde gammal (1-446) [VH humanisé (Homo
sapiensIGHV1-18+01 (92.90%) -(IGHD)-IGHJ6*01) [8.7.10] (1-
116) -Homo sapiens IGHG1*01 (CH1 (117-214), charniére
(215-229), CH2 (230-339), CH3 (340-444), CHS (445-446))
(117-446)],(219-213")-disulfure avec la chaine légére kappa
(1-213") [V-KAPPA humanisé (Homo sapiens IGKV1-39*01
(86.30%) -IGKJ2*01) [6.3.8] (1'-106') -Homo sapiens IGKC*01
(107'-213")]; dimére (225-225":228-228")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens CSF1R
(receptor del factor 1 estimulante de colonias, CSF-1R,
CSF-1-R, receptor del factor 1 estimulante de colonias de
macrofagos, c-fms, FMS, CD115)], anticuerpo monoclonal
humanizado;
cadena pesada gammal (1-446) [VH humanizado (Homo
sapiens IGHV1-18*01 (92.90%) -(IGHD)-IGHJ6*01) [8.7.10] (1-
116) -Homo sapiens IGHG1*01 (CH1 (117-214), bisagra (215-
229), CH2 (230-339), CH3 (340-444), CHS (445-446)) (117-
446)], (219-213")-disulfuro con la cadena ligera kappa (1'-213’)
[V-KAPPA humanizado (Homo sapiens IGKV1-39*01 (86.30%)
-IGKJ2*01) [6.3.8] (1'-106") -Homo sapiens IGKC*01 (107'-
213")]; dimero (225-225":228-228")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT SYDISWVRQA PGQGLEWMGY 50
IWTDGGTNYA QKLQGRVTMT TDTSTSTAYM ELRSLRSDDT AVYYCARDQR 100
LYFDVWGQGT TVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSWWTVPSS SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350

PPSRDELTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASEDVN TYVSWYQQKP GKAPKLLIYA 50
ASNRYTGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ SFSYPTFGQG 100
TKLEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD 150
NALQSGNSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95 143-199  260-320  366-424
22"-95" 143"-199" 260"-320" 366"-424"
Intra-L (C23-C104) 23-88' 133'-193'
23"-88™ 133"-193"
Inter-H-L (h 5-CL 126) 219-213' 219"-213"
Inter-H-H (h 11, h 14)  225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84.4:
296, 296"

immunoglobulin G4-kappa, anti-[Homo sapiens MET (met
proto-oncogene, hepatocyte growth factor receptor, HGFR,
scatter factor receptor, HGF/SF receptor, receptor tyrosine-
protein kinase c-Met, papillary renal cell carcinoma 2,
RCCP2)], humanized monoclonal antibody;

gammad heavy chain (1-441) [humanized VH (Homo sapiens
IGHV1-2*02 (87.80%) -(IGHD)-IGHJ5*01 L123>T (110) (1-
115)), IGHG4*01 (CH1 (116-213), hinge S10>P (223) (214-
225), CH2 F1.3>A (229), L1.2>A (230) (226-335), CH3 (336-
440), CHS K2>del (441)) (116-441)],(129-215")-disulfide with
kappa light chain (1°-215’) [humanized V-KAPPA (Homo
sapiens IGKV1-39*01 (84.40%) -IGKJ4*01) [7.3.9] (1'-108") -
Homo sapiens IGKC*01 (109'-215")]; dimer (221-221":224-
224")-bisdisulfide
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émibétuzumab

emibetuzumab

immunoglobuline G4-kappa, anti-[Homo sapiens MET
(proto-oncogene met, récepteur du facteur de croissance
hépatocytaire, HGFR, récepteur du facteur de dispersion,
récepteur de I'HGF/SF, récepteur protéine-tyrosine kinase
c-Met, carcinome papillaire a cellules rénales 2, RCCP2)],
anticorps monoclonal humanisé;

chaine lourde gamma4 (1-441) [VH humanisé (Homo
sapiens IGHV1-2*02 (87.80%) -(IGHD)-IGHJ5*01 L123>T
(110) (1-115)), IGHG4*01 (CH1 (116-213), charniere
S10>P (223) (214-225), CH2 F1.3>A (229), L1.2>A (230)
(226-335), CH3 (336-440), CHS K2>del (441)) (116-441)],
(129-215")-disulfure avec la chaine légére kappa (1'-215’)
[V-KAPPA humanisé (Homo sapiens IGKV1-39*01
(84.40%) -1IGKJ4*01) [7.3.9] (1'-108") -Homo sapiens
IGKC*01 (109'-215")]; dimére (221-221":224-224")-
bisdisulfure

inmunoglobulina G4-kappa, anti-[Homo sapiens MET
(proto-oncogén met, receptor del factor de crecimiento de
hepatocitos, HGFR, receptor del factor de dispersion,
receptor del HGF/SF, receptor proteina-tirosina kinasa c-
Met, carcinoma papilar de células renales 2, RCCP2)],
anticuerpo monoclonal humanizado;

cadena pesada gamma4 (1-441) [VH humanizada (Homo
sapiens IGHV1-2*02 (87.80%) -(IGHD)-IGHJ5*01 L123>T
(110) (1-115)) , IGHG4*01 (CH1 (116-213), bisagra S10>P
(223) (214-225), CH2 F1.3>A (229), L1.2>A (230) (226-
335), CH3 (336-440), CHS K2>del (441)) (116-441)], (129-
215")-disulfuro con la cadena ligera kappa (1'-215’) [V-
KAPPA humanizado (Homo sapiens IGKV1-39*01
(84.40%) -1IGKJ4*01) [7.3.9] (1'-108")-Homo sapiens
IGKC*01 (109'-215")]; dimero (221-221":224-224")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT DYYMHWVRQA PGQGLEWMGR 50
VNPNRRGTTY NQKFEGRVTM TTDTSTSTAY MELRSLRSDD TAVYYCARAN 100
WLDYWGQGTT VTVSSASTKG PSVFPLAPCS RSTSESTAAL GCLVKDYFPE 150
PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS LGTKTYTCNV 200
DHKPSNTKVD KRVESKYGPP CPPCPAPEAA GGPSVFLFPP KPKDTLMISR 250
TPEVTCVVVD VSQEDPEVQF NWYVDGVEVH NAKTKPREEQ FNSTYRVVSV 300
LTVLHQDWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQPRE PQVYTLPPSQ 350
EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFF 400
LYSRLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL G 441

Light chain / Chaine Iégere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCSVSSSVS SIYLHWYQQK PGKAPKLLIY 50
STSNLASGVP SRFSGSGSGT DFTLTISSLQ PEDFATYYCQ VYSGYPLTFG 100
GGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  142-198  256-316  362-420
22"-96" 142"-198" 256"-316" 362"-420"
Intra-L (C23-C104) 23'-89'  135-195'
53m.89™ 135"-195"
Inter-H-L (CH1 10-CL 126) 129-215' 129"-215™
Inter-H-H (h 8, h 11) 221-221" 224-224"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84.4:
292, 292"

Other post-translational modifications

Autres modifications post-traductionnelles

Otras modificaciones post-traduccionales
Lacking H chain C-terminal lysine (CHS K2>del)
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enadenotucirevum #
enadenotucirev

énadénotucirev

enadenotucirev

enceniclinum
encenicline

encénicline

enceniclina

esuberaprostum
esuberaprost

ésubéraprost

esuberaprost

chimeric oncolytic adenovirus Ad3/Ad11p containing two
deletions in the viral genome in the E3 region (2444 bp)
and in the E4 region (24 bp) and 197 non-homologous
nucleotides in the E2B region

adénovirus chimérique oncolytique Ad3/Ad11p contenant
deux suppressions dans le génome viral, dans la région E3
(2444 pb) et dans la région E4 (24 pb) et 197 nucléotides
non-homologues dans la région E2B

adenovirus quimérico oncolitico Ad3/Ad11p que contiene
dos delecciones en el genoma viral, en la region E3 (2444
pb) y en la regién E4 (24 pb) y 197 nucléotidos
no-homologos en la region E2B

N-[(3R)-1-azabicyclo[2.2.2]octan-3-yl]-7-chloro-
1-benzothiophene-2-carboxamide

N-[(3R)-1-azabicyclo[2.2.2]octan-3-yl]-7-chloro-
1-benzothiophéne-2-carboxamide

N-[(3R)-1-azabiciclo[2.2.2]octan-3-il]-7-cloro-
1-benzotiofeno-2-carboxamida

C16H17CIN,OS
N
<] A
*\N)@
H H
S
Cl

(+)-4-{(1R,2R,3aS,8bS)-2-hydroxy-1-[(1E,3S,4S)-3-
hydroxy-4-methyloct-1-en-6-yn-1-yl]-2,3,3a,8b-tetrahydro-
1H-cyclopenta[b][1]benzofuran-5-yl}butanoic acid

(+)-acide4-{(1R,2R,3aS,8bS)-2-hydroxy-1-[(1E,3S,4S)-3-
hydroxy-4-méthyloct-1-én-6-yn-1-yl]-2,3,3a,8b-tétrahydro-
1H-cyclopenta[b][1]benzofuran-5-yl}butanoique

(+)-acido 4-{(1R,2R,3aS,8bS)-2-hidroxi-1-[(1E,3S,4S)-3-
hidroxi-4-metiloct-1-en-6-in-1-il]-2,3,3a,8b-tetrahidro-
1H-ciclopenta[b][1]benzofuran-5-il}butanoico
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evofosfamidum
evofosfamide (1-methyl-2-nitro-1H-imidazol-5-yl)methyl N,N'-bis(2-
bromoethyl)phosphorodiamidate

évofosfamide N,N'-bis(2-bromoéthyl)phosphorodiamidate de (1-méthyl-
2-nitro-1H-imidazol-5-yl)méthyle

evofosfamida N,N'-bis(2-bromoetil)fosforodiamidato de (1-metil-2-nitro-
1H-imidazol-5-il)metilo

CngeBr2N5O4P

ON
ferricum maltolum
ferric maltol tris(2-methyl-4-ox0-kO-4H-pyran-3-olato-kO)iron(lll)
maltol ferrique tris(2-méthyl-4-oxo-kO-4H-pyran-3-olato-kO)fer(lIl)
maltol férrico tris(2-metil-4-oxo-kO-4H-piran-3-olato-kO)hierro(lll)
CigH1sFeOq
o)
CHj o Z CHg
o o\\l ,/O
Fe’
XN o | 0
o
HsC o

filociclovirum

filociclovir 2-amino-9-{(2)-[2,2-
bis(hydroxymethyl)cyclopropylidene]methyl}-1,9-dihydro-
6H-purin-6-one
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filociclovir

filociclovir

firivumabum #
firivumab

firivumab

firivumab

2-amino-9-{(2)-[2,2-
bis(hydroxyméthyl)cyclopropylidene]méthyl}-1,9-dihydro-
6H-purin-6-one

2-amino-9-{(Z)-[2,2-bis(hidroximetil)ciclopropilideno]metil}-
1,9-dihidro-6H-purin-6-ona

C11H13N503

(0]

HN N
| \> OH
HzN)%N N, F ~oH

immunoglobulin G1-kappa, anti-[influenza A virus
hemagglutinin HA], Homo sapiens monoclonal antibody;
gammal heavy chain (1-453) [Homo sapiens VH (IGHV1-
69*01 (86.70%) -(IGHD)-IGHJ5*02) [8.8.16] (1-123) -
IGHG1*03 (CH1 (124-221), hinge (222-236), CH2 (237-
346), CH3 E12>D (362), M14>L (364), A110>G (437)
(347-451), CHS (452-453)) (124-453)], (226-214")-disulfide
with kappa light chain (1'-214") [Homo sapiens V-KAPPA
(IGKV3-15*01 (83.20%) -IGKJ3*01) [6.3.9] (1-107") -
IGKC*01 (108'-214"]; dimer (232-232":235-235")-
bisdisulfide

immunoglobuline G1-kappa, anti-lhémagglutinine HA du
virus de la grippe A], Homo sapiens anticorps monoclonal;
chaine lourde gammal (1-453) [Homo sapiens VH
(IGHV1-69*01 (86.70%) -(IGHD)-IGHJ5*02) [8.8.16] (1-
123) -IGHG1*03 (CH1 (124-221), charniere (222-236),
CH2 (237-346), CH3 E12>D (362), M14>L (364), A110>G
(437) (347-451), CHS (452-453)) (124-453)], (226-214")-
disulfure avec la chaine Iégere kappa (1'-214") [Homo
sapiens V-KAPPA (IGKV3-15*01 (83.20%) -IGKJ3*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére (232-
232":235-235")-bisdisulfure

inmunoglobulina G1-kappa, anti-[hemaglutinina HA del
virus de la gripe A], anticuerpo monoclonal de Homo
sapiens;

cadena pesada gammal (1-453) [Homo sapiens VH
(IGHV1-69*01 (86.70%) -(IGHD)-IGHJ5*02) [8.8.16] (1-
123) -IGHG1*03 (CH1 (124-221), bisagra (222-236), CH2
(237-346), CH3 E12>D (362), M14>L (364), A110>G (437)
(347-451), CHS (452-453)) (124-453)], (226-214")-disulfuro
con la cadena ligera kappa (1'-214') [Homo sapiens
V-KAPPA (IGKV3-15*01 (83.20%) -IGKJ3*01) [6.3.9] (1'-
107') -IGKC*01 (108'-214")]; dimero (232-232":235-235")-
bisdisulfuro
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fosdagrocoratum
fosdagrocorat

fosdagrocorat

fosdagrocorat

funapidum
funapide

funapide

funapida

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKMPGSSVKV SCKTSGVFFS SHAISWVRQA PGQGLEWMGG 50
ISPMFGTTHY AQKFQGRVTI TADQSTTTAY MELTSLTSED TAVYYCARDG 100
AGSYYPLNWF DPWGQGTLVT VSSASTKGPS VFPLAPSSKS TSGGTAALGC 150
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG 200
TQTYICNVNH KPSNTKVDKR VEPKSCDKTH TCPPCPAPEL LGGPSVFLFP 250
PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE 300
QYNSTYRVVS VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQPR 350
EPQVYTLPPS RDELTKNQVS LTCLVKGFYP SDIAVEWESN GQPENNYKTT 400
PPVLDSDGSF FLYSKLTVDK SRWQQGNVFS CSVMHEGLHN HYTQKSLSLS 450
PGK 453

Light chain / Chaine Iégére / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCRASENIW NNLAWYQQKP GQAPRLLISG 50
ASTGATGVPS RFRGSGSRTE FTLTISSLQS EDFAIYFCQQ YNSWPRTFGP 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  150-206  267-327  373-431
22"-96" 150"-206" 267"-327" 373"-431"
Intra-L (C23-C104) 23-88'  134'-194'
23".88" 134"-194™
Inter-H-L (h 5-CL 126) 226-214' 226"-214"
Inter-H-H (h 11, h 14)  232-232" 235-235"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84.4:
303, 303"

(2R,4aS,10aR)-4a-benzyl-7-[(2-methylpyridin-
3-yl)carbamoyl]-2-(trifluoromethyl)-1,2,3,4,4a,9,10,10a-
octahydrophenanthren-2-yl dihydrogen phosphate

dihydrogénophosphate de (2R,4aS,10aR)-4a-benzyl-
7-[(2-méthylpyridin-3-yl)carbamoyl]-2-(trifluorométhyl)-
1,2,3,4,4a,9,10,10a-octahydrophénanthrén-2-yle

dihidrégenofosfato de (2R,4aS,10aR)-4a-bencil-
7-[(2-metilpiridin-3-il)carbamoil]-2-(trifluorometil)-
1,2,3,4,4a,9,10,10a-octahidrofenantren-2-ilo

Ca9H30F3N,OsP

(3'S)-1"-{[5-(trifluoromethyl)furan-2-ylJmethyl}-2H,6H-
spiro[furo[2,3-f][1,3]benzodioxole-7,3-indol]-2'(1'H)-one

(3'S)-1"-{[5-(trifluorométhyl)furan-2-yljméthyl}-2H,6H-
spiro[furo[2,3-f][1,3]benzodioxole-7,3-indol]-2'(1'H)-one

(3'S)-1"-{[5-(trifluorometil)furan-2-iljmetil}-2H,6H-
espiro[furo[2,3-f][1,3]benzodioxol-7,3-indol]-2'(1'H)-ona
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furaprevirum
furaprevir

furaprévir

furaprevir

gedatolisibum
gedatolisib

gédatolisib

C22H14F3NOS

L,

Fgc\ﬁﬁ

cyclopentyl {(2R,6S,12Z7,13aS,14aR,16aS)-14a-[(1-
methylcyclopropane-1-sulfonamido)carbonyl]-2-[(2-{4-
[(propan-2-yl)oxy]phenyl}benzofuro[3,2-d]pyrimidin-
4-yl)oxy]-5,16-dioxo-
1,2,3,5,6,7,8,9,10,11,13a,14,14a,15,16,16a-
hexadecahydrocyclopropale]pyrrolo[1,2-
a][1,4]diazacyclopentadecin-6-yl}carbamate

{(2R,6S,12Z,13aS,14aR,16aS)-14a-[(1-
méthylcyclopropane-1-sulfonamido)carbonyl]-2-[(2-{4-
[(propan-2-yl)oxy]phényl}benzofuro[3,2-d]pyrimidin-
4-yl)oxy]-5,16-dioxo-
1,2,3,5,6,7,8,9,10,11,13a,14,144a,15,16,16a-
hexadécahydrocyclopropale]pyrrolo[1,2-
a][1,4]diazacyclopentadécin-6-yl}carbamate de
cyclopentyle

{(2R,6S,127,13aS,14aR,16aS)-14a-[(1-metilciclopropano-
1-sulfonamido)carbonil]-2-[(2-{4-[(propan-2-
iloxi]fenil}benzofuro[3,2-d]pirimidin-4-il)oxi]-5,16-dioxo-
1,2,3,5,6,7,8,9,10,11,13a,14,14a,15,16,16a-
hexadecahidrociclopropale]pirrolo[1,2-
a][1,4]diazaciclopentadecin-6-il}jcarbamato de ciclopentilo

CarHs6NsO10S

N-(4-{[4-(dimethylamino)piperidin-1-yl]carbonyl}phenyl)-
N'-{4-[4,6-di(morpholin-4-yl)-1,3,5-triazin-2-yl]phenyljurea

N-(4-{[4-(diméthylamino)pipéridin-1-ylJcarbonyl}phényl)-
N'-{4-[4,6-di(morpholin-4-yl)-1,3,5-triazin-2-yl]phényl}urée
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gedatolisib N-(4-{[4-(dimetilamino)piperidin-1-iljcarbonil}fenil)-
N'-{4-[4,6-di(morfolin-4-il)-1,3,5-triazin-2-il]feniljurea

CSZH41N904

(0]

(]
N)\N (o]
N)\\N l o N

glasdegibum
glasdegib N-[(2R,4R)-2-(1H-benzimidazol-2-yl)-1-methylpiperidin-
4-yl]-N'-(4-cyanophenyl)urea

glasdégib N-[(2R,4R)-2-(1H-benzimidazol-2-yl)-1-méthylpipéridin-
4-yl]-N'-(4-cyanophényl)urée

glasdegib N-[(2R,4R)-2-(1H-benzoimidazol-2-il)-1-metilpiperidin-4-il]-
N'-(4-cianofenil)urea

CZIHZZNGO

NC CH
o N/ 3
)J\ > N
N N =
H H H
HN
idasanutlinum

idasanutlin 4-[(2R,3S,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-
2-fluorophenyl)-4-cyano-5-(2,2-dimethylpropyl)pyrrolidine-
2-carboxamido]-3-methoxybenzoic acid

T---

idasanutline acide 4-[(2R,3S,4R,5S)-3-(3-chloro-2-fluorophényl)-
4-(4-chloro-2-fluorophényl)-4-cyano-5-(2,2-
diméthylpropyl)pyrrolidine-2-carboxamido]-
3-méthoxybenzoique

idasanutlina acido 4-[(2R,3S,4R,5S)-3-(3-cloro-2-fluorofenil)-4-(4-cloro-
2-fluorofenil)-4-ciano-5-(2,2-dimetilpropil)pirrolidina-
2-carboxamido]-3-metoxibenzoico
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imalumabum #
imalumab

imalumab

imalumab

C31Hng|2F2N304

CO,H

HsC gy N
OCHj3

immunoglobulin G1-kappa, anti-[Homo sapiens MIF
(macrophage migration inhibitory factor, glycosylation-
inhibiting factor, GLIF, GIF)], Homo sapiens monoclonal
antibody;

gammal heavy chain (1-448) [Homo sapiens VH (IGHV3-
23*01 (92.80%) -(IGHD)-IGHJ3*01) [8.8.11] (1-118) -
IGHG1*03 (CH1 (119-216), hinge (217-231), CH2 (232-
341), CH3 (342-446), CHS (447-448)) (119-448)], (221-
214"-disulfide with kappa light chain (1'-214") [Homo
sapiens V-KAPPA (IGKV1-39*01 (85.30%) -IGKJ4*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (227-
227":230-230")-bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens MIF
(facteur inhibiteur de la migration des macrophages,
facteur inhibant la glycosylation, GLIF, GIF)], Homo
sapiens anticorps monoclonal;

chaine lourde gammal (1-448) [Homo sapiens VH
(IGHV3-23*01 (92.80%) -(IGHD)-IGHJ3*01) [8.8.11] (1-
118) -IGHG1*03 (CH1 (119-216), charniere (217-231),
CH2 (232-341), CH3 (342-446), CHS (447-448)) (119-
448)], (221-214")-disulfure avec la chaine Iégere kappa (1'-
214" [Homo sapiens V-KAPPA (IGKV1-39*01 (85.30%) -
IGKJ4*01) [6.3.9] (1-107") -IGKC*01 (108'-214")]; dimere
(227-227":230-230")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens MIF
(facteur inhibidor de la migraciéon de macréfagos, factor
inhibidor de la glicosilacion, GLIF, GIF)], anticuerpo
monoclonal de Homo sapiens ;

cadena pesada gammal (1-448) [Homo sapiens VH
(IGHV3-23*01 (92.80%) -(IGHD)-IGHJ3*01) [8.8.11] (1-
118) -IGHG1*03 (CH1 (119-216), bisagra (217-231), CH2
(232-341), CH3 (342-446), CHS (447-448)) (119-448)],
(221-214")-disulfuro con la cadena kappa (1'-214") [Homo
sapiens V-KAPPA (IGKV1-39*01 (85.30%) -IGKJ4*01)
[6.3.9] (1-107") -IGKC*01 (108'-214")]; dimero (227-
227":230-230")-bisdisulfuro
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indoximodum
indoximod

indoximod

indoximod

lemborexantum
lemborexant

lemborexant

lemborexant

Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGGG LVQPGGSLRL SCAASGFTFS 1YSMNWVRQA PGKGLEWVSS 50
IGSSGGTTYY ADSVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCAGSQ 100
WLYGMDVWGQ GTTVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSNT KVDKRVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKD 250
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSREEMT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD 400
SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chafne légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRSSQRIM TYLNWYQQKP GKAPKLLIFV 50
ASHSQSGVPS RFRGSGSETD FTLTISGLQP EDSATYYCQQ SFWTPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 145-201 262-322 368-426
22"-96" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23'-88' 134'-194'
23"-88"™ 134™-194™
Inter-H-L (h 5-CL 126) 221-214" 221"-214"
Inter-H-H (h 11, h 14) 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84.4:
298, 298"

1-methyl-D-tryptophan
1-méthyl-D-tryptophane
1-metil-D-tript6fano

C12H14N202

(1R,2S)-2-{[(2,4-dimethylpyrimidin-5-yl)oxy]methyl}-
2-(3-fluorophenyl)-N-(5-fluoropyridin-
2-yl)cyclopropanecarboxamide

(1R,2S)-2-{[(2,4-diméthylpyrimidin-5-yl)oxy]méthyl}-
2-(3-fluorophényl)-N-(5-fluoropyridin-
2-yl)cyclopropanecarboxamide

(1R,2S)-2-{[(2,4-dimetilpirimidin-5-il)oxilmetil}-
2-(3-fluorofenil)-N-(5-fluoropiridin-
2-il)ciclopropanocarboxamida

C22H20F2N402
H3(:\ﬁ \Nj:c»-|3 o ﬁ F
N N
Z o / N~ N
: H

T---
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lenzilumabum #
lenzilumab

lenzilumab

lenzilumab

immunoglobulin G1-kappa, anti-[Homo sapiens CSF2
(colony stimulating factor 2 (granulocyte-macrophage),
granulocyte-macrophage colony stimulating factor, GM-
CSF)], Homo sapiens monoclonal antibody;

gammal heavy chain (1-449) [Homo sapiens VH (IGHV1-
3*01 (94.90%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -
IGHG1*03 (CH1 (120-217), hinge (218-232), CH2 (233-
342), CH3 (343-447), CHS (448-449)) (120-449)], (222-
214"-disulfide with kappa light chain (1'-214") [Homo
sapiens V-KAPPA (IGKV3-20*01 (85.40%) -IGKJ4*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (228-
228":231-231")-bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens CSF2
(facteur 2 stimulant de colonies (granulocyte-macrophage),
facteur stimulant des colonies de granulocytes et
macrophages, GM-CSF)], Homo sapiens anticorps
monoclonal;

chaine lourde gammal (1-449) [Homo sapiens VH
(IGHV1-3*01 (94.90%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119)
-IGHG1*03 (CH1 (120-217), charniére (218-232), CH2
(233-342), CH3 (343-447), CHS (448-449)) (120-449)],
(222-214")-disulfure avec la chaine légére kappa (1'-214")
[Homo sapiens V-KAPPA (IGKV3-20*01 (85.40%) -
IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimere
(228-228":231-231")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens CSF2
(factor 2 estimulante de colonias (granulocitos-
macrofagos), factor estimulante de colonias de
granulocitos y macréfagos, GM-CSF)], anticuerpo
monoclonal de Homo sapiens;

cadena pesada gammal (1-449) [Homo sapiens VH
(IGHV1-3*01 (94.90%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119)
-IGHG1*03 (CH1 (120-217), bisagra (218-232), CH2 (233-
342), CH3 (343-447), CHS (448-449)) (120-449)], (222-
214"-disulfuro con la ligera kappa (1'-214") [Homo sapiens
V-KAPPA (IGKV3-20*01 (85.40%) -IGKJ4*01) [6.3.9] (1'-
107') -IGKC*01 (108'-214")]; dimero (228-228":231-231")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYSFT NYYIHWVRQA PGQRLEWMGW 50
INAGNGNTKY SQKFQGRVTI TRDTSASTAY MELSSLRSED TAVYYCVRRQ 100
RFPYYFDYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKRVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

EIVLTQSPAT LSVSPGERAT LSCRASQSVG TNVAWYQQKP GQAPRVLIYS 50
TSSRATGITD RFSGSGSGTD FTLTISRLEP EDFAVYYCQQ FNKSPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L (C23-C104) 23-88'  134'-194'
23"-88" 134"-194"
Inter-H-L (h 5-CL 126) 222-214' 222"-214"
Inter-H-H (h 11, h 14)  228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
299, 299"
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lonoctocogum alfa #
lonoctocog alfa

lonoctocog alfa

lonoctocog alfa

lulizumabum pegolum #
lulizumab pegol

recombinant DNA derived B domain deleted single-chain
human blood coagulation factor VIII, produced in Chinese
hamster ovary (CHO) D944 cells, glycoform alfa:
des-(765-1652)-human blood coagulation factor VIII
(antihemophilic factor, procoagulant component)

facteur VIIl de coagulation humain dont le domaine B a été
supprimé, chaine unique, produit par les cellules
ovariennes de hamsters chinois (CHO) D944 a partir
d'ADN recombinant, forme glycosylée alfa;
deés-(765-1652)-facteur VIII de coagulation humain (facteur
antihémophilique, composé procoagulant)

factor VIII de coagulacién humano al que se ha suprimido
el dominio B, monocatenario, producido por células
ovaricas de hamster chino (CHO) D944 a partir de ADN
recombinante, forma glicosilada alfa;
des-(765-1652)-factor VIl de coagulacion humano (factor
antihemofilico, componente procoagulante)

Sequence / Séquence / Secuencia

ATRRYYLGAV ELSWDYMQSD LGELPVDARF PPRVPKSFPF NTSVVYKKTL 50
FVEFTDHLFN TAKPRPPWMG LLGPTIQAEV YDTVVITLKN MASHPVSLHA 100
VGVSYWKASE GAEYDDQTSQ REKEDDKVFP GGSHTYVWQV LKENGPMASD 150
PLCLTYSYLS HVDLVKDLNS GLIGALLVCR EGSLAKEKTQ TLHKFILLFA 200
VFDEGKSWHS ETKNSLMQDR DAASARAWPK MHTVNGYVNR SLPGLIGCHR 250
KSVYWHVIGM GTTPEVHSIF LEGHTFLVRN HRQASLEISP ITFLTAQTLL 300
MDLGQFLLFC HISSHQHDGM EAYVKVDSCP EEPQLRMKNN EEAEDYDDDL 350
TDSEMDVVRF DDDNSPSFIQ IRSVAKKHPK TWVHYIAAEE EDWDYAPLVL 400
APDDRSYKSQ YLNNGPQRIG RKYKKVRFMA YTDETFKTRE AIQHESGILG 450
PLLYGEVGDT LLITFKNQAS RPYNIYPHGI TDVRPLYSRR LPKGVKHLKD 500
FPILPGEIFK YKWTVTVEDG PTKSDPRCLT RYYSSFVNME RDLASGLIGP 550
LLICYKESVD QRGNQIMSDK RNVILFSVFD ENRSWYLTEN IQRFLPNPAG 600
VQLEDPEFQA SNIMHSINGY VFDSLQLSVC LHEVAYWYIL SIGAQTDFLS 650
VFFSGYTFKH KMVYEDTLTL FPFSGETVFM SMENPGLWIL GCHNSDFRNR 700
GMTALLKVSS CDKNTGDYYE DSYEDISAYL LSKNNAIEPR SFSQNSRHPS 750
TRQKQFNATT IPENTTLQSD QEEIDYDDTI SVEMKKEDFD 1YDEDENQSP 800
RSFQKKTRHY FIAAVERLWD YGMSSSPHVL RNRAQSGSVP QFKKVVFQEF 850
TDGSFTQPLY RGELNEHLGL LGPYIRAEVE DNIMVTFRNQ ASRPYSFYSS 900
LISYEEDQRQ GAEPRKNFVK PNETKTYFWK VQHHMAPTKD EFDCKAWAYF 950
SDVDLEKDVH SGLIGPLLVC HTNTLNPAHG RQVTVQEFAL FFTIFDETKS 1000
WYFTENMERN CRAPCNIQME DPTFKENYRF HAINGYIMDT LPGLVMAQDQ 1050
RIRWYLLSMG SNENIHSIHF SGHVFTVRKK EEYKMALYNL YPGVFETVEM 1100
LPSKAGIWRV ECLIGEHLHA GMSTLFLVYS NKCQTPLGMA SGHIRDFQIT 1150
ASGQYGQWAP KLARLHYSGS INAWSTKEPF SWIKVDLLAP MITHGIKTQG 1200
ARQKFSSLYI SQFIIMYSLD GKKWQTYRGN STGTLMVFFG NVDSSGIKHN 1250
IFNPPIIARY IRLHPTHYSI RSTLRMELMG CDLNSCSMPL GMESKAISDA 1300
QITASSYFTN MFATWSPSKA RLHLQGRSNA WRPQVNNPKE WLQVDFQKTM 1350
KVTGVTTQGY KSLLTSMYVK EFLISSSQDG HQWTLFFQNG KVKVFQGNQD 1400
SFTPVVNSLD PPLLTRYLRI HPQSWVHQIA LRMEVLGCEA QDLY 1444

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
153-179 248-329 528-554 630-711 944-970 1011-1015 1133-1281 1286-1438

Modified residues / Résidus modifiés / Restos modificados
Y

346-718-719-723-776-792 HO O
O-sulfoTyr //S\\ \©\H)£‘H2
o O
CO,H

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacién (N)

Asn-41 Asn-239 Asn-757 Asn-764 Asn-922 Asn-1230

Glycosylation site (O) / Site de glycosylation (O) / Posicién de glicosilacion (O)
er-743

immunoglobulin V-kappa pegylated, anti-[Homo sapiens
CD28 (TP44, T cell specific surface glycoprotein CD28)],
humanized monoclonal antibody;

V-kappa domain (1-107) [humanized V-KAPPA (Homo
sapiens IGKV1D-13*01 (84.30%) D86>C (70) -IGKJ1*01
G119>S (99)) [6.3.9] (1-107)] -arginyl (108); conjugated via
a linker of the maleimide group (thioether bond with
cysteinyl 86 (70)) to two linear chains of methoxy
polyethylene glycol 20 (mPEG20)
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lulizumab pégol

lulizumab pegol

lumretuzumabum #
lumretuzumab

lumrétuzumab

immunoglobuline V-kappa pégylé, anti-[Homo sapiens
CD28 (TP44, glycoprotéine de surface CD28 spécifique
des cellules T)], anticorps monoclonal humanisé;
domaine V-kappa (1-107) [V-KAPPA humanisé (Homo
sapiens IGKV1D-13*01 (84.30%) D86>C (70) -IGKJ1*01
G119>S (99)) [6.3.9] (1-107)] -arginyl (108); conjugué via
un linker du groupe maléimide (liaison thioéther avec
cystéinyl 86 (70)) a deux chaines linéaires de méthoxy
polyéthylene glycol 20 (MPEG20)

inmunoglobulina V-kappa pegilada, anti-[Homo sapiens
CD28 (TP44, glicoproteina de superficie CD28 especifico
de células T)], anticuerpo monoclonal humanizado;
dominio V-kappa (1-107) [V-KAPPA humanizado (Homo
sapiens IGKV1D-13*01 (84.30%) D86>C (70) -IGKJ1*01
G119>S (99)) [6.3.9] (1-107)] -arginil (108); conjugado
mediante conector del grupo maleimida (unién tioéter con
cisteinil 86 (70)) con dos cadenas lineales de metoxi
polietilen glicol 20 (MPEG20)

DIQMTQSPSS LSASVGDRVT ITCRASRPIW PFLEWYQQKP GKAPKLLIYF 50
TSRLRHGVPS RFSGSGSGTC FTLTISSLQP EDFATYYCLQ NVANPATFSQ 100
GTKVEIKR 108

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-L (C23-C104) 23-88

Pegylation site / Site de pegylation / Posicion de pegilacion
D86>C:
70

immunoglobulin G1-kappa, anti-[Homo sapiens ERBB3
(receptor tyrosine-protein kinase erbB-3, HER3)],
humanized monoclonal antibody;

gammal heavy chain (1-449) [humanized VH (Homo
sapiens IGHV1-18*01 (89.80%) -(IGHD)-IGHJ4*01)
[8.8.13] (1-120) -Homo sapiens IGHG1*01(CH1 (121-218),
hinge (219-233), CH2 (234-343), CH3 (344-448), CHS
K2>del (449)) (121-449)],(223-220")-disulfide with kappa
light chain (1'-220’) [humanized V-KAPPA (Homo sapiens
IGKV4-1*01 (93.10%) -IGKJ2*01) [12.3.9] (1'-113') -Homo
sapiens IGKC*01 (114'-220")]; dimer (229-229":232-232")-
bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens ERBB3
(récepteur tyrosine-protéine kinase erbB3, HER3)],
anticorps monoclonal humanisé;

chaine lourde gammal (1-449) [VH humanisé (Homo
sapiensIGHV1-18*01 (89.80%) -(IGHD)-IGHJ4*01) [8.8.13]
(1-120) -Homo sapiens IGHG1*01(CH1 (121-218),
charniére (219-233), CH2 (234-343), CH3 (344-448), CHS
K2>del (449)) (121-449)],(223-220")-disulfure avec la
chaine légere kappa (1'-220’) [V-KAPPA humanisé (Homo
sapiens IGKV4-1*01 (93.10%) -IGKJ2*01) [12.3.9] (1'-113")
-Homo sapiens IGKC*01 (114'-220"]; dimére (229-
229":232-232")-bisdisulfure
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lumretuzumab

merotocinum
merotocin

mérotocine

merotocina

inmunoglobulina G1-kappa, anti-[Homo sapiens ERBB3
(receptor tirosina-proteina kinasa erbB3, HER3)],
anticuerpo monoclonal humanizado;

cadena pesada gammal (1-449) [VH humanizada (Homo
sapiens IGHV1-18*01 (89.80%) -(IGHD)-IGHJ4*01)
[8.8.13] (1-120) -Homo sapiens IGHG1*01 (CH1 (121-
218), bisagra (219-233), CH2 (234-343), CH3 (344-448),
CHS K2>del (449)) (121-449)], (223-220")-disulfuro con la
cadena ligera kappa (1'-220’) [V-KAPPA humanizada
(Homo sapiens IGKV4-1*01 (93.10%) -IGKJ2*01) [12.3.9]
(1'-113") -Homo sapiens IGKC*01 (114'-220")]; dimero
(229-229":232-232")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFR SSYISWVRQA PGQGLEWMGW 50
I'YAGTGSPSY NQKLQGRVTM TTDTSTSTAY MELRSLRSDD TAVYYCARHR 100
DYYSNSLTYW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPG 449

Light chain / Chaine légere / Cadena ligera

DIVMTQSPDS LAVSLGERAT INCKSSQSVL NSGNQKNYLT WYQQKPGQPP 50
KLLIYWASTR ESGVPDRFSG SGSGTDFTLT ISSLQAEDVA VYYCQSDYSY 100
PYTFGQGTKL EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSFNRGEC 220

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23-94'  140'-200
23"-94™ 140™-200™
Inter-H-L (h 5-CL 126) 223-220' 223"-220™
Inter-H-H (h 11, h 14)  229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:

300, 300"

Enriched in bisected non-fucosylated oligosaccharides

Enrichi en oligosaccharides non-fucosylés bissectés

Enriquecido con oligosacaridos bisecados no fucosilados

Other post-translational modifications

Autres modifications post-traductionnelles

Otras modificaciones post-traduccionales
Lacking H chain C-terminal lysine (CHS K2>del)

N-(4-sulfanylbutanoyl)-L-tyrosyl-L-isoleucyl-L-glutaminyl-
L-asparaginyl-L-cysteinyl-N-[(4-fluorophenyl)methyl]glycyl-
L-leucylglycinamide cyclic (1-5)-thioether

(1-5)-thioéthercyclique du N-(4-sulfanylbutanoyl)-L-tyrosyl-
L-isoleucyl-L-glutaminyl-L-asparaginyl-L-cystéinyl-
N-[(4-fluorophényl)méthyl]glycyl-L-leucylglycinamide

(1-5)-tioeterciclico del N-(4-sulfanilbutanoil)-L-tirosil-
L-isoleucil-L-glutaminil-L-asparaginil-L-cisteinil-
N-[(4-fluorofenil)metil]glicil-L-leucilglicinamida

CABHGSFNMOlZS
F
S H o
3 N\)l—Leu—Gly-NH2
Tyr—lle—GIn—Asn—N
H
o o
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mibenratidum
mibenratide

mibenratide

mibenratida

modimelanotidum
modimelanotide

modimélanotide

modimelanotida

an 18 amino acid cyclic peptide largely homologous to
amino acids 202-220 of the B;-adrenergic receptor second
extracellular loop (AR-ECII) that binds to anti-B1-AR
pathological autoantibodies:
cyclo(L-alanyl-L-arginyl-L-arginyl-L-cysteinyl-L-tyrosyl-
L-asparaginyl-L-a-aspartyl-L-prolyl-L-lysyl-L-cysteinyl-
L-seryl-L-a-aspartyl-L-phenylalanyl-L-valyl-L-glutaminyl-
L-alanyl-L-a-aspartyl-L-a-glutamyl), cyclic (4-10)-disulfide

peptide cyclique de 18 acides aminés largement
homologue aux acides aminés 202-220 de la seconde
boucle extracellulaire de I'adrénorécepteur 3; (AR-ECII)
qui se lie aux autoanticorps anti-B1-AR pathologiques:
(4-10)-disulfure cyclique du cyclo(L-alanyl-L-arginyl-
L-arginyl-L-cystéinyl-L-tyrosyl-L-asparaginyl-L-a-aspartyl-
L-prolyl-L-lysyl-L-cystéinyl-L-séryl-L-a-aspartyl-
L-phénylalanyl-L-valyl-L-glutaminyl-L-alanyl-L-a-aspartyl-
L-a-glutamyl)

péptido ciclico de 18 aminoacidos altamente homologo a
los aminoéacidos 202-220 del segundo bucle extracelular
del adrenoreceptor 3; (AR-ECII) que se une a los
autoanticuerpos anti-B1-AR patolégicos:

(4-10)-disulfuro ciclico del ciclo (L-alanil-L-arginil-L-arginil-
L-cisteinil-L-tirosil-L-asparaginil-L-a-aspartil-L-prolil-L-lisil-
L-cisteinil-L-seril-L-a-aspartil-L-fenilalanil-L-valil-L-glutaminil-
L-alanil-L-a-aspartil-L-a-glutamil)

Cg7H120N27030S>

{Ala— Arg— Arg—Cys—Tyr—Asn—Asp—Pro—Lys
1 L ]

1
Glu— Asp— Ala—GIn— Val—Phe—-Asp—Ser—Cys
18 10

acetylhexa-L-lysyl[human melanotropin alpha (alpha-MSH)]

acétylhexa-L-lysyl[mélanotropine alpha humaine (alpha-
MSH)]

acetilhexa-L-lisil[melanotropina alfa humana (alfa-MSH)]
C:113H181N33()25S

(0]
>—Lys—Lys—Lys—Lys—Lys—Lys—Ser —Tyr—Ser—Met—
HsC 10

—Glu—His—Phe—Arg—Trp—Gly—Lys—Pro—Val—NH,
19

96



WHO Drug Information, Vol. 29, No. 1, 2015 Recommended INN: List 73

mongersenum
mongersen

mongersen

mongersén

napabucasinum
napabucasin

napabucasine

napabucasina

all-P-ambo-2'-deoxy-P-thioguanylyl-(3'—5')-P-
thiothymidylyl-(3'—5")-2'-deoxy-5-methyl-P-thiocytidylyl-
(3'>5")-2"-deoxy-P-thioguanylyl-(3'—5")-2'-deoxy-P-
thiocytidylyl-(3'—>5")-2'-deoxy-P-thiocytidylyl-(3'>5')-2'-
deoxy-P-thiocytidylyl-(3'—5")-2'-deoxy-P-thiocytidylyl-
(3'—5")-P-thiothymidylyl-(3'—5')-P-thiothymidylyl-(3'—5")-
2'-deoxy-P-thiocytidylyl-(3'>5")-P-thiothymidylyl-(3'>5')-2'-
deoxy-P-thiocytidylyl-(3'—5")-2'-deoxy-P-thiocytidylyl-
(3'>5")-2"-deoxy-P-thiocytidylyl-(3'—5')-2'-deoxy-5-methyl-
P-thiocytidylyl-(3'—5")-2'-deoxy-P-thioguanylyl-(3'—5")-2'-
deoxy-P-thiocytidylyl-(3'—5')-2'-deoxy-P-thioadenylyl-
(3'>5")-2"-deoxy-P-thioguanylyl-(3'—5")-2'-deoxycytidine

tout-P-ambo-2'-déoxy-P-thioguanylyl-(3'—5')-P-
thiothymidylyl-(3'—5")-2'-déoxy-5-méthyl-P-thiocytidylyl-
(3'—>5")-2"-déoxy-P-thioguanylyl-(3'—5')-2"-déoxy-P-
thiocytidylyl-(3'—5')-2'-déoxy-P-thiocytidylyl-(3'—5')-2'-
déoxy-P-thiocytidylyl-(3'—5")-2'-déoxy-P-thiocytidylyl-
(3'—5")-P-thiothymidylyl-(3'—5')-P-thiothymidylyl-(3'—5")-
2'-déoxy-P-thiocytidylyl-(3'>5')-P-thiothymidylyl-(3'—5')-2'-
déoxy-P-thiocytidylyl-(3'—5")-2'-déoxy-P-thiocytidylyl-
(3'—>5")-2"-déoxy-P-thiocytidylyl-(3'—5")-2'-déoxy-5-méthyl-
P-thiocytidylyl-(3'—5')-2'-déoxy-P-thioguanylyl-(3'—5")-2'-
déoxy-P-thiocytidylyl-(3'—>5')-2'-déoxy-P-thioadénylyl-
(3'—>5")-2"-déoxy-P-thioguanylyl-(3'—5')-2"-déoxycytidine

todo-P-ambo-2'-desoxi-P-tioguanilil-(3'—5')-P-tiotimidilil-
(3'>5")-2"-desoxi-5-metil-P-tiocitidilil-(3'>5')-2'-desoxi-P-
tioguanilil-(3'—5")-2"-desoxi-P-tioctidlil-(3'>5')-2'-desoxi-P-
tiocitidilil-(3'—>5')-2'-desoxi-P-tiocitidilil-(3'—5')-2'-desoxi-P-
tiocitidilil-(3'=5")-P-tiotimidilil-(3'—5")-P-tiotimidilil-(3'>5")-
2'-desoxi-P-tiocitidilil-(3'—5")-P-tiotimidilil-(3'—5")-2'-desoxi-
P-tiocitidilil-(3'—>5')-2'-desoxi-P-tiocitidilil-(3'—5')-2'-desoxi-
P-tiocitidilil-(3'>5")-2'-desoxi-5-metil-P-tiocitidilil-(3'>5")-2'-
desoxi-P-tioguanilil-(3'—5")-2"-desoxi-P-tiocitidilil-(3'—5")-2'-
desoxi-P-tioadenilil-(3'—5'")-2"-desoxi-P-tioguanilil-(3'>5")-
2'-desoxicitidina

c:200H261N690107P20820

(3-5')d(P-thio)(G-T-m°C-G-C-C-C-C-T-T-C-T-C-C-C-m°C-G-C-A-G-C)
5 o] N NH
m°C Y N 2
ot L
Ho/\Q’ Z e,
2-acetylnaphtho[2,3-b]furan-4,9-dione

2-acétylnaphtho[2,3-b]furan-4,9-dione

2-acetilnafto[2,3-b]furan-4,9-diona
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odalasvirum
odalasvir

odalasvir

odalasvir

olipudasum alfa #
olipudase alfa

olipudase alfa

olipudasa alfa

CIAH804

dimethyl N,N'-(1,4(1,4)-dibenzenacyclohexaphane-

12, 42-diylbis{1H-benzimidazole-5,2-diyl[(2S,3aS,7aS)-
octahydro-1H-indole-2,1-diyl][(2S)-3-methyl-1-oxobutan-
1,2-diyl]})biscarbamate

N,N'-(1,4(1,4)-dibenzénacyclohexaphane-1°,4°-diylbis{1H-
benzimidazole-5,2-diyl[(2S,3aS,7aS)-octahydro-1H-indole-
2,1-diyl][(2S)-3-méthyl-1-oxobutan-1,2-diyl]})biscarbamate
de diméthyle

N,N'-(1,4(1,4)-dibencenaciclohexafano-1°,4>-diilbis{1H-
benzoimidazol-5,2-diil[(2S,3aS,7aS)-octahidro-1H-indol-
2,1-diil][(2S)-3-metil-1-oxobutan-1,2-diil]})biscarbamato de
dimetilo

CGO H72 NS 06

CH
O=CH;

. 3H\\<

N </N o< H
<. _CH
H H N HiC~g  H e

recombinant DNA derived des-(1-13)-human
sphingomyelin phosphodiesterase (acid sphingomyelinase,
EC-3.1.4.12), produced in Chinese hamster ovary (CHO)
cells, glycoform alfa

des-(1-13)-sphingomyéline phosphodiesterase humaine
(sphingomyélinase acide, EC-3.1.4.12), produite par des
cellules ovariennes de hamster chinois a partir d'/ADN
recombinant, forme glycosylée alfa

des-(1-13)-esfingomielina fosfodiesterasa humana
(esfingomielinasa acida, EC-3.1.4.12), producida en
células ovéricas de hamster chino a partir de ADN
recombinante, forma glicosilada alfa
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omipalisibum
omipalisib

omipalisib

omipalisib

orilotimodum
orilotimod

orilotimod

orilotimod

paritaprevirum
paritaprevir

Sequence / Séquence / Secuencia
HPLSPQG HPARLHRIVP RLRDVFGWGN LTCPICKGLF 50

TAINLGLKKE PNVARVGSVA IKLCNLLKIA PPAVCQSIVH LFEDDMVEVW 100
RRSVLSPSEA CGLLLGSTCG HWDIFSSWNI SLPTVPKPPP KPPSPPAPGA 150
PVSRILFLTD LHWDHDYLEG TDPDCADPLC CRRGSGLPPA SRPGAGYWGE 200
YSKCDLPLRT LESLLSGLGP AGPFDMVYWT GDIPAHDVWH QTRQDQLRAL 250
TTVTALVRKF LGPVPVYPAV GNHESTPVNS FPPPFIEGNH SSRWLYEAMA 300
KAWEPWLPAE ALRTLRIGGF YALSPYPGLR LISLNMNFCS RENFWLLINS 350
TDPAGQLQWL VGELQAAEDR GDKVHIIGHI PPGHCLKSWS WNYYRIVARY 400
ENTLAAQFFG HTHVDEFEVF YDEETLSRPL AVAFLAPSAT TYIGLNPGYR 450
VYQIDGNYSG SSHVVLDHET YILNLTQANI PGAIPHWQLL YRARETYGLP 500
NTLPTAWHNL VYRMRGDMQL FQTFWFLYHK GHPPSEPCGT PCRLATLCAQ 550
LSARADSPAL CRHLMPDGSL PEAQSLWPRP LFC 583

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
43-119 46-111 74-85 175-180 181-204 339-385 538-542 548-561

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-40 Asn-129 Asn-289 Asn-349 Asn-457 Asn-474

2,4-difluoro-N-{2-methoxy-5-[4-(pyridazin-4-yl)quinolin-
6-yl]pyridin-3-yl}benzenesulfonamide

2,4-difluoro-N-{2-méthoxy-5-[4-(pyridazin-4-yl)quinoléin-
6-yl]pyridin-3-yl}benzénesulfonamide

2,4-difluoro-N-{2-metoxi-5-[4-(piridazin-4-il)quinolein-
6-il]piridin-3-il}bencenosulfonamida

Cas5H17F2N503S
E
e
A§A
F O

D-y-glutamyl-D-tryptophan
D-y-glutamyl-D-tryptophane
D-y-glutamil-D-tript6fano
C16H19N30s

H_NH,

HO,C

(2R,6S,127,13aS,14aR,16aS)-N-(cyclopropylsulfonyl)-
6-(5-methylpyrazin-2-carboxamido)-5,16-dioxo-
2-(phenanthridin-6-yloxy)-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tetradecahydrocyclopropale]pyrrolo[1,2-
a][1,4]diazacyclopentadecine-14a(5H)-carboxamide
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paritaprévir

paritaprevir

pasotuxizumabum #
pasotuxizumab

pasotuxizumab

(2R,6S,12Z,13aS,14aR,16aS)-N-(cyclopropylsulfonyl)-
6-(5-méthylpyrazin-2-carboxamido)-5,16-dioxo-
2-(phénanthridin-6-yloxy)-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tétradécahydrocyclopropale]pyrrolo[1,2-
a][1,4]diazacyclopentadécine-14a(5H)-carboxamide

(2R,6S,127,13aS,14aR,16aS)-N-(ciclopropilsulfonil)-
6-(5-metilpirazin-2-carboxamido)-5,16-dioxo-2-(fenantridin-6-
iloxi)-1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tetradecahidrociclopropale]pirrolo[1,2-
a][1,4]diazaciclopentadecina-14a(5H)-carboxamida

C40H43N707S

immunoglobulin scFv-scFv, anti-[Homo sapiens FOLH1 (folate
hydrolase, prostate specific membrane antigen, PSMA)]/anti-
[Homo sapiens CD3E (CD3 epsilon)], humanized and chimeric
monoclonal antibody bispecific single chain;

scFv anti-FOLH1 (1-243) [humanized VH (Homo sapiens
IGHV3-11*01 (85.70%)-(IGHD)-IGHJ4*01) [8.8.14](1-121)-15-
mer tris(tetraglycyl-seryl) linker (122-136) -humanized
V-KAPPA (Homo sapiens IGKV1-16*01 (81.10%)-
IGKJ2*01Q120>G (236)) [6.3.9](137-243)] -6-mer seryl-
tetraglycyl-seryl linker (244-249) -scFv anti-CD3E (250-498)
[Mus musculus VH (Mus musculus IGHV10-1*02 (91.90%)-
(IGHD)-IGHJ3*01) [8.10.16] (250-374) -15-mer tris(tetraglycyl-
seryl) linker (375-389) -humanized

V-LAMBDA (Homo sapiens IGLV7-43*01(85.10%)-IGLJ3*02
[9.3.9] (390-498)] -hexahistidine (499-504)

immunoglobuline scFv-scFv, anti-[Homo sapiens FOLH1
(folate hydrolase, antigene membranaire spécifique de la
prostate, PSMA)]/anti-[Homo sapiens CD3E (CD3 epsilon)],
anticorps monoclonal humanisé et chimérique bispécifique a
chaine unique;

scFv anti-FOLH1(1-243) [VH humanisé (Homo sapiens IGHV3-
11*01 (85.70%)-(IGHD)-IGHJ4*01) [8.8.14](1-121)-15-mer
tris(tétraglycyl-séryl) linker (122-136) - V-KAPPA humanisé
(Homo sapiens IGKV1-16*01 (81.10%)-IGKJ2*01Q120>G
(236)) [6.3.9](137-243)] -6-mer séryl-tétraglycyl-séryl linker
(244-249) -scFv anti-CD3E (250-498) [Mus musculus VH (Mus
musculus IGHV10-1*02 (91.90%)-(IGHD)-IGHJ3*01) [8.10.16]
(250-374) -15-mer tris(tétraglycyl-séryl) linker (375-389) —
V-LAMBDA humanisé (Homo sapiens IGLV7-43*01(85.00%)-
IGLJ3*02 [9.3.9] (390-498)] -hexahistidine (499-504)
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pasotuxizumab

patidegibum
patidegib

patidégib

patidegib

inmunoglobulina scFv-scFv, anti-[Homo sapiens FOLH1
(folato hidrolasa, antigeno de membrana especifico de la
prostata, PSMA)]/anti-[Homo sapiens CD3E (CD3
épsilon)], anticuerpo monoclonal humanizado y quimérico
biespecifico monocatenario;

IGHV3-11*01 (85.70%)-(IGHD)-IGHJ4*01) [8.8.14] (1-121)
-15-mer tris(tetraglicil-seril) conector (122-136) - V-KAPPA
humanizado (Homo sapiens IGKV1-16*01 (81.10%)-
IGKJ2*01Q120>G (236)) [6.3.9] (137-243)] -6-mer seril-
tetraglicil-seril conector (244-249) -scFv anti-CD3E (250-
498) [Mus musculus VH (Mus musculus IGHV10-1*02
(91.90%)-(IGHD)-IGHJ3*01) [8.10.16] (250-374) -15-mer
tris(tetraglicil-seril) conector 375-389) -V-LAMBDA
humanizado (Homo sapiens IGLV7-43*01(85.00%)-
IGLJ3*02 [9.3.9] (390-498)] -hexahistidina (499-504)

QVQLVESGGG LVKPGESLRL SCAASGFTFS DYYMYWVRQA PGKGLEWVAI 50
ISDGGYYTYY SDIIKGRFTI SRDNAKNSLY LQMNSLKAED TAVYYCARGF 100
PLLRHGAMDY WGQGTLVTVS SGGGGSGGGG SGGGGSDIQM TQSPSSLSAS 150
VGDRVTITCK ASQNVDTNVA WYQQKPGQAP KSLIYSASYR YSDVPSRFSG 200
SASGTDFTLT ISSVQSEDFA TYYCQQYDSY PYTFGGGTKL EIKSGGGGSE 250
VQLVESGGGL VQPGGSLKLS CAASGFTFNK YAMNWVRQAP GKGLEWVARI 300
RSKYNNYATY YADSVKDRFT ISRDDSKNTA YLQMNNLKTE DTAVYYCVRH 350
GNFGNSYISY WAYWGQGTLV TVSSGGGGSG GGGSGGGGSQ TVVTQEPSLT 400
VSPGGTVTLT CGSSTGAVTS GNYPNWVQQK PGQAPRGLIG GTKFLAPGTP 450
ARFSGSLLGG KAALTLSGVQ PEDEAEYYCV LWYSNRWVFG GGTKLTVLHH 500

504

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain C23 C104 22-96 159-224 271-347 411-479

N-[(2S,3R,3'R,3aS,4'aR,6S,6'aR,6'bS,7aR,12'aS,12'bS)-
3,6,11',12'b-tetramethyl-
2',3',3a,4,4',4'a,5,5'6,6',6'a,6'b,7,7',7a,8',10',12',12'a,12'b-
icosahydro-1'H,3H-spiro[furo[3,2-b]pyridine-2,9'-
naphtho[2,1-aJazulen]-3'-yllmethanesulfonamide

N-[(2S,3R,3'R,3aS,4'aR,6S,6'aR,6'bS,7aR,12'aS,12'bS)-
3,6,11',12'b-tétraméthyl-
2',3',3a,4,4',4'a,5,5'6,6',6'a,6'b,7,7',7a,8',10',12',12'a,12'b-
icosahydro-1'H,3H-spiro[furo[3,2-b]pyridine-2,9'-
naphto[2,1-aJazulen]-3'-ylJméthanesulfonamide

N-[(2S,3R,3'R,3aS,4'aR,6S,6'aR,6'bS,7aR,12'aS,12'bS)-
3,6,11',12'b-tetrametil-
2'3'3a,4,4'4'a,5,5',6,6'6'a,6'b,7,7',7a,8',10',12',12'a,12'b-
icosahidro-1'H,3H-espiro[furo[3,2-b]piridina-2,9'-nafto[2,1-
alazulen]-3'-illmetanosulfonamida

Ca9HagN203S
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peficitinibum
peficitinib

péficitinib

peficitinib

pegargiminasum #
pegargiminase

pégargiminase

pegargiminasa

4-{[(1R,2s,3S,5s,7s)-5-hydroxyadamantan-2-ylJamino}-
1H-pyrrolo[2,3-b]pyridine-5-carboxamide

4-{[(1R,2s,3S,5s,7s)-5-hydroxyadamantan-2-ylJamino}-
1H-pyrrolo[2,3-b]pyridine-5-carboxamide

4-{[(1R,2s,3S,5s,7s)-5-hidroxiadamantan-2-iljamino}-
1H-pirrolo[2,3-b]piridina-5-carboxamida

CIBH22N4OZ
H,N_ O
N
7
x> N
HO
\ NH

[111-glutamic acid,209-serine]arginine deiminase (ADI,
arginine dihydrolase, AD) from Mycoplasma hominis, an
average of five amino groups are amidified with
4-[w-methoxypoly(oxyethylene)]-4-oxobutanoyl, produced
in Escherichia coli

[111-acide glutamique,209-sérine]arginine désiminase
(ADI, arginine dihydrolase, AD) de Mycoplasma hominis,
produite par Escherichia coli, et dont cing groupes amino,
en moyenne, sont amidifiés par le
4-[w-méthoxypoly(oxyéthylene)]-4-oxobutanoyle

[111-&cido glutdmico,209-serialarginina desiminasa (ADI,
arginina dihidrolasa, AD) de Mycoplasma hominis,
producida en Escherichia coli, en la cual 5 grupos amino
por término medio, estan amidificado por
4-[w-metoxipoli(oxietileno)]-4-oxobutanoilo

C2091H3276N5200607S15 ((CsHeO3(C2H10)n)a

Sequence / Séquence / Secuencia

SVFDSKFNGI HVYSEIGELE TVLVHEPGRE IDYITPARLD ELLFSAILES 50
HDARKEHQSF VKIMKDRGIN VVELTDLVAE TYDLASKAAK EEFIETFLEE 100
TVPVLTEANK EAVRAFLLSK PTHEMVEFMM SGITKYELGV ESENELIVDP 150
MPNLYFTRDP FASVGNGVTI HFMRYIVRRR ETLFARFVFR NHPKLVKTPW 200
YYDPAMKMSI EGGDVFIYNN ETLVVGVSER TDLDTITLLA KNIKANKEVE 250
FKRIVAINVP KWTNLMHLDT WLTMLDKNKF LYSPIANDVF KFWDYDLVNG 300
GAEPQPQLNG LPLDKLLASI INKEPVLIPI GGAGATEMEI ARETNFDGTN 350
YLAIKPGLVI GYDRNEKTNA ALKAAGITVL PFHGNQLSLG MGNARCMSMP 400
LSRKDVKW 408

Potential modified residues* / Résidus modifiables* / Restos potencialemente modificados*

s HO—\ H K "
T r X 6-55-62-65-87-90-110-120-135-194 /_/_>\
SN COH  197-207-241-244-247-252-261-277-279 BN o
H 291-315-323-355-367-373-404-407 R—NH 12 2
o

= H3CO
R-= H- orfou/o M3 ‘P/\O%K/\‘C‘/
o

an average of 5 (a) out of 28 are pegylated / 5 (a) sur les 28 sont en moyenne pégylés /
5 (a) cada 28 por térnino medio estan pegilados

*

102



WHO Drug Information, Vol. 29, No. 1, 2015 Recommended INN: List 73

pegcrisantaspasum #
pegcrisantaspase

pegcrisantaspase

pegcrisantaspasa

pegvaliasum #
pegvaliase

pegvaliase

recombinant L-asparaginase derived from Erwinia
chrysanthemi pegylated with 5 kDa methoxy polyethylene
glycol (m-PEG-NHS), produced in Escherichia coli:
L-asparaginase (EC 3.5.1.1, L-asparagine amidohydrolase)
Erwinia chrysanthemi tetramer a,4, an average of 10 (a) out
of 18 amino groups of each monomer are amidified with
5-{[a-methylpoly(oxyethylene)]amino}-5-oxopentanoyl

L-asparaginase recombinante dérivée d’Erwinia
chrysanthemi pégylée par du méthoxy polyéthylene glycol
(m-PEG-NHS) de 5kDa, produite par Escherichia coli:
tétrameére a, de la L-asparaginase (EC 3.5.1.1,
L-asparagine amidohydrolase) d’Erwinia chrysanthemi dont
10 (a) groupes amino, en moyenne, sur les 18 de chaque
monomere sont amidifiés par le radical substituant 5-{[a-
méthylpoly(oxyéthyléne)]amino}-5-oxopentanoyle

L-asparaginasa recombinante derivada de Erwinia
chrysanthemi pegilada por metoxi polietilenglicol (m-PEG-
NHS) de 5kDa, producida en Escherichia coli:

tetramero a, de la L-asparaginasa (EC 3.5.1.1,
L-asparagina amidohidrolasa) d’Erwinia chrysanthemi de la
cual 10 (a) grupos amino, por término medio, de los 18 de
cada monémero estan amidificados por 5-{[a-
metilpoli(oxietileno)]amino}-5-oxopentanoilo

Ci1546H2510N4320476S9(CsHoNO2[C2H40]n)a (Monomer)

Monomer sequence / Séquence du monomére/ Secuencia del mondémero

ADKLPNIVIL ATGGTIAGSA ATGTQTTGYK AGALGVDTLI NAVPEVKKLA 50
NVKGEQFSNM ASENMTGDVV LKLSQRVNEL LARDDVDGVV ITHGTDTVEE 100
SAYFLHLTVK SDKPVVFVAA MRPATAISAD GPMNLLEAVR VAGDKQSRGR 150
GVMVVLNDRI GSARYITKTN ASTLDTFKAN EEGYLGVIIG NRIYYQNRID 200
KLHTTRSVFD VRGLTSLPKV DILYGYQDDP EYLYDAAIQH GVKGIVYAGM 250
GAGSVSVRGI AGMRKAMEKG VVVIRSTRTG NGIVPPDEEL PGLVSDSLNP 300

AHARILLMLA LTRTSDPKVI QEYFHTY 327
Potential modified residues / Résidus modifiés potentiels / Restos potencialmente modificados
H3C, H K
A R >\ 3-30-47-48-53-72-110-113-145-168  R—NH H
1 "SN7coH  178-201-219-243-265-269-318 %
H Ho,NT SCOH

H
R =H or/fou/6 HyC N
o j(\/\cf
n 1l n#120
o o

pegylated, recombinant DNA derived Anabaena variabilis
phenylalanine ammonia lyase mutein (S 503, S 565),
produced in Escherichia coli:

[503,565-diserine (C>S)]phenylalanine ammonia-lyase (EC
4.3.1.24) Anabaena variabilis in which an average of 5
lysy! residues are N°-{6-[w-
methoxypoly(oxyethylene)]lhexanoyl} substituted

mutéine (S 503, S 565) de phénylalanine ammoniac-lyase
de Anabaena variabilis, pégylée, produite par Escherichia
coli a partir d'’ADN recombinant:

[503,565-disérine (C>S)]phénylalanine ammoniac-lyase
(EC 4.3.1.24) de Anabaena variabilis dont une moyenne
de 5 résidus lysyl sont N°-{6-[w-
méthoxypoly(oxyéthylene)lhexanoyl} substitués
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pegvaliasa

polmacoxibum
polmacoxib

polmacoxib

polmacoxib

presatovirum
presatovir

présatovir

muteina (S 503, S 565) de la fenilalanina amoniaco-liasa
de Anabaena variabilis, pegilada, producida en
Escherichia coli a partir de ADN recombinante:
[503,565-diserine (C>S)]fenilalanina amoniaco-liase (EC
4.3.1.24) de Anabaena variabilis de cuyos restos lisil 5, por
término medio, estan N°-{6-[w-
metoxipoli(oxietileno)]hexanoil} substituidos

c:2726 H4321N 7630828820 (C7 H 1202[02 HAO] n)a

Sequence / Séquence / Secuencia

MKTLSQAQSK TSSQQFSFTG NSSANVIIGN QKLTINDVAR VARNGTLVSL 50
TNNTDILQGI QASCDYINNA VESGEPIYGV TSGFGGMANV AISREQASEL 100
QTNLVWFLKT GAGNKLPLAD VRAAMLLRAN SHMRGASGIR LELIKRMEIF 150
LNAGVTPYVY EFGSIGASGD LVPLSYITGS LIGLDPSFKV DFNGKEMDAP 200
TALRQLNLSP LTLLPKEGLA MMNGTSVMTG IAANCVYDTQ ILTAIAMGVH 250
ALDIQALNGT NQSFHPFIHN SKPHPGQLWA ADQMISLLAN SQLVRDELDG 300
KHDYRDHEL I QDRYSLRCLP QYLGPIVDGI SQIAKQIEIE INSVTDNPLI 350
DVDNQASYHG GNFLGQYVGM GMDHLRYYIG LLAKHLDVQI ALLASPEFSN 400
GLPPSLLGNR ERKVNMGLKG LQICGNSIMP LLTFYGNSIA DRFPTHAEQF 450
NQNINSQGYT SATLARRSVD IFQNYVAIAL MFGVQAVDLR TYKKTGHYDA 500
RASLSPATER LYSAVRHVVG QKPTSDRPYI WNDNEQGLDE HIARISADIA 550
AGGVIVQAVQ DILPSLH 567
Modified residues / Résidus modifiés / Restos modificados

ASG
167-168-169
Dianhydroderivative

CH,

—~ X
H,NT COH

K
N 10, 32,115, 145,195,301,  R—NH
H | o 335, 413, 493, 494, 522
Partly pegylated Lysyl R-= H- or/ou/o

. P [e]
en, LG obrciamente pegiado Hzco{\ﬂomé\
n 4
4-[3-(3-fluorophenyl)-5,5-dimethyl-4-oxo0-4,5-dihydrofuran-
2-yl]-benzenesulfonamide

4-[3-(3-fluorophényl)-5,5-diméthyl-4-oxo-4,5-dihydrofuran-
2-yl]-benzenesulfonamide

4-[3-(3-fluorofenil)-5,5-dimetil-4-oxo-4,5-dihidrofuran-2-il]-
bencenosulfonamida

ClngeFNO4S

CHg

N-(2-{[(2S)-2-{5-[(3S)-3-aminopyrrolidin-1-yl]-
6-methylpyrazolo[1,5-a]pyrimidin-2-yl}piperidin-
1-ylJcarbonyl}-4-chlorophenyl)methanesulfonamide

N-(2-{[(2S)-2-{5-[(3S)-3-aminopyrrolidin-1-yl]-
6-méthylpyrazolo[1,5-a]pyrimidin-2-yl}pipéridin-
1-yl]carbonyl}-4-chlorophényl)méthanesulfonamide
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presatovir

rabacfosadinum
rabacfosadine

rabacfosadine

rabacfosadina

rapastinelum
rapastinel

rapastinel

rapastinel

N-(2-{[(2S)-2-{5-[(3S)-3-aminopirrolidin-1-il]-
6-metilpirazolo[1,5-a]pirimidin-2-il}piperidin-1-iljcarbonil}-
4-clorofenil)metanosulfonamida

Cz4H30C|N7O3S

O
\ _CH
OZS/ 3

|
NH

H
o )
o N D
N H(ﬁ
N\
Nz
U N CHs

diethyl N,N'-[({2-[2-amino-6-(cyclopropylamino)-9H-purin-
9-yllethoxy}methyl)phosphinylidene]bis-L-alaninate

N,N'-[({2-[2-amino-6-(cyclopropylamino)-9H-purin-
9-ylJéthoxy}méthyl)phosphinylidene]bis-L-alaninate de
diéthyle

N,N'-[({2-[2-amino-6-(ciclopropilamino)-9H-purin-
9-illetoxiymetil)fosfinilideno]bis-L-alaninato de dietilo

Ca21H3sNgO6P
A f
NH H3G,
H—Y" 07 ch,
NG | N\> O\\P,NH
)% _/ “NH
H,NT N7 N o
\_/ H O._-CHs

L-threonyl-L-prolyl-L-prolyl-L-threoninamide
L-thréonyl-L-prolyl-L-prolyl-L-thréoninamide
L-treonil-L-prolil-L-prolil-L-treoninamida

C18H31N506

HO..
(o] H Q
1 ”\ IJ\N <
H,N b [\\]b H
Ho=—( H
CH3
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relenopridum
relenopride

rélénopride

relenoprida

reveglucosidasum alfa #
reveglucosidase alfa

révéglucosidase alfa

reveglucosidasa alfa

4-amino-N-[(1-{(3S)-3-[(carbamoyl)oxy]-
3-(4-fluorophenyl)propyl}-piperidin-4-yl)methyl]-5-chloro-
2-methoxybenzamide

4-amino-N-[(1-{(3S)-3-[(carbamoyl)oxy]-
3-(4-fluorophényl)propyl}-pipéridin-4-yl)méthyl]-5-chloro-
2-méthoxybenzamide

4-amino-N-[(1-{(3S)-3-[(carbamoil)oxi]-
3-(4-fluorofenil)propil}-piperidin-4-il)metil]-5-cloro-
2-metoxibenzamida

Cz4H30CIFN404
o]
cl F
N
H
N
H,N OCHy <
O H
>/-—NH2
o

des-(2-7)-human insulin-like growth factor Il fusion protein
with glycyl-L-alanyl-L-prolyl-human lysosomal alpha-
glucosidase (acid maltase, aglucosidase alfa) produced in
Chinese hamster ovary (CHO) cells, glycoform alfa

des-(2-7)-facteur Il de croissance humain semblable a
I'insuline, protéine de fusion avec la glycyl-L-alanyl-L-prolyl-
alpha-glucosidase lysosomiale humaine (maltase acide,
aglucosidase alfa), forme gylcosylée alfa produite par des
cellules ovariennes de hamster chinois (CHO)

des-(2-7)-factor Il de crecimiento humano semejante a la
insulina, proteina de fusién con la glicil-L-alanil-L-prolil-alfa-
glucosidasa lisosdmica humana (maltasa acida,
aglucosidasa alfa), forma glicosilada alfa, producida por
células ovéricas de hamster chino (CHO)

Ci735H7189N126101371S 38

Sequence / Séquence / Secuencia

ALCGGELVDT DRGF YFSRPASRVS RRSRGIVEEC CFRSCDLALL 50
ETYCATPAKS EGAPAHPGRP RAVPTQCDVP PNSRFDCAPD KAITQEQCEA 100
RGCCY IPAKQ GLQGAQMGQP WCFFPPSYPS YKLENLSSSE MGYTATLTRT 150
TPTFFPKDIL TLRLDVMMET ENRLHFTIKD PANRRYEVPL ETPHVHSRAP 200
SPLYSVEFSE EPFGVIVHRQ LDGRVLLNTT VAPLFFADQF LQLSTSLPSQ 250
YITGLAEHLS PLMLSTSWTR ITLWNRDLAP TPGANLYGSH PFYLALEDGG 300
SAHGVFLLNS NAMDVVLQPS PALSWRSTGG ILDVYIFLGP EPKSVVQQYL 350
DVVGYPFMPP YWGLGFHLCR WGYSSTAITR QVVENMTRAH FPLDVQWNDL 400
DYMDSRRDFT FNKDGFRDFP AMVQELHQGG RRYMMIVDPA 1SSSGPAGSY 450
RPYDEGLRRG VFITNETGQP LIGKVWPGST AFPDFTNPTA LAWWEDMVAE 500
FHDQVPFDGM WIDMNEPSNF IRGSEDGCPN NELENPPYVP GVVGGTLQAA 550
TICASSHQFL STHYNLHNLY GLTEAIASHR ALVKARGTRP FVISRSTFAG 600
HGRYAGHWTG DVWSSWEQLA SSVPEILQFN LLGVPLVGAD VCGFLGNTSE 650
ELCVRWTQLG AFYPFMRNHN SLLSLPQEPY SFSEPAQQAM RKALTLRYAL 700
LPHLYTLFHQ AHVAGETVAR PLFLEFPKDS STWTVDHQLL WGEALLITPV 750
LQAGKAEVTG YFPLGTWYDL QTVPIEALGS LPPPPAAPRE PAIHSEGQWV 800
TLPAPLDTIN VHLRAGYIIP LQGPGLTTTE SRQQPMALAV ALTKGGEARG 850
ELFWDDGESL EVLERGAYTQ VIFLARNNTI VNELVRVTSE GAGLQLQKVT 900
VLGVATAPQQ VLSNGVPVSN FTYSPDTKVL DICVSLLMGE QFLVSWC 947

-
o

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
3-41 15-54 40-45 77-103 87-104 98-122 528-553 642-653 933-947

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-135 Asn-228 Asn-465 Asn-487 Asn-647 Asn-877 Asn-920
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revusiranum
revusiran

révusiran

[(2S,4R)-1-{30-(2-acetamido-2-deoxy-
B-D-galactopyranosyl)-14,14-bis[16-(2-acetamido-2-deoxy-B-D-
galactopyranosyl)-5,11-dioxo-2,16-dioxa-6,10-diazahexadecyl]-
12,19,25-trioxo-16,30-dioxa-13,20,24-triazatriacontanoyl}-4-
hydroxypyrrolidin-2-ylimethyl hydrogen 2'-deoxy-2'-
fluorouridylyl-(3'—5'")-2'-O-methylguanylyl-(3'—5')-2'-deoxy-2'-
fluoroguanylyl-(3'—5")-2'-O-methylguanylyl-(3'—5')-2'-deoxy-2'-
fluoroadenylyl-(3'—5")-2'-O-methyluridylyl-(3'—5")-2'-deoxy-2'-
fluorouridylyl-(3'—5")-2'-O-methyluridylyl-(3'>5")-2"-deoxy-2'-
fluorocytidylyl-(3'—5")-2'-deoxy-2'-fluoroadenylyl-(3'-5')-2'"-
deoxy-2'-fluorouridylyl-(3'—5"-2'-O-methylguanylyl-(3'—5")-2"-
deoxy-2'-fluorouridylyl-(3'—5")-2'-O-methyladenylyl-(3'—5")-2'-
O-methyladenylyl-(3'—>5")-2'-O-methylcytidylyl-(3'>5')-2'-
deoxy-2'-fluorocytidylyl-(3'—5")-2'-O-methyladenylyl-(3'—5")-2'-
deoxy-2'-fluoroadenylyl-(3'—5')-2'-O-methylguanylyl-(3'—5')-2'"-
deoxy-2'-fluoroadenylate duplex with 2'-O-methyl-P-
thiocytidylyl-(5'—3')-2'-deoxy-2'-fluoro-P-thiouridylyl-(5'—3")-2'-
O-methyladenylyl-(5'—3')-2'-deoxy-2'-fluorocytidylyl-(5'—3')-2'-
O-methyleytidylyl-(5'—3')-2'-deoxy-2'-fluorocytidylyl-(5'—3')-2'-
O-methyluridylyl-(5'—3")-2'-deoxy-2'-fluoroadenylyl-(5'—3')-2'-
O-methyladenylyl-(5'—3'")-2'-deoxy-2'-fluoroadenylyl-(5'—3')-2'-
O-methylguanylyl-(5'—3')-2'-O-methyluridylyl-(5'—3")-2"-O-
methyladenylyl-(5'—3")-2'-deoxy-2'-fluorocytidylyl-(5'—3")-2'-O-
methyladenylyl-(5'—3")-2'-deoxy-2'-fluorouridylyl-(5'—3")-2'-
deoxy-2'-fluorouridylyl-(5'—3')-2'-deoxy-2'-fluoroguanylyl-
(5'—>3")-2'-O-methylguanylyl-(5'—3')-2'-deoxy-2'-fluorouridylyl-
(5'—>3")-2'-O-methyluridylyl-(5'—3")-2'-deoxy-2'-fluorocytidylyl-
(5'—>3")-2'-O-methyluridine

duplex de I'hydrogéno-2'-déoxy-2'-fluorouridylyl-(3'—5")-2'-O-
méthylguanylyl-(3'—5")-2'-déoxy-2'-fluoroguanylyl-(3'—5')-2'-O-
méthylguanylyl-(3'—5')-2'-déoxy-2'-fluoroadénylyl-(3'>5')-2"-O-
méthyluridylyl-(3'—5')-2"-déoxy-2'"-fluorouridylyl-(3'—5')-2'-O-
méthyluridylyl-(3'—5')-2"-déoxy-2'"-fluorocytidylyl-(3'>5')-2'-
déoxy-2'-fluoroadénylyl-(3'—5")-2'-déoxy-2'-fluorouridylyl-
(3'—>5")-2'-O-méthylguanylyl-(3'—5')-2'-déoxy-2'-fluorouridylyl-
(3'>5")-2'-O-méthyladénylyl-(3'>5')-2'-O-méthyladénylyl-
(3'>5")-2'-O-méthylcytidylyl-(3'>5")-2'-déoxy-2'-fluorocytidylyl-
(3'>5"-2'-O-méthyladénylyl-(3'—5")-2'-déoxy-2'-fluoroadénylyl-
(3'>5")-2'-0O-méthylguanylyl-(3'—5")-2'-déoxy-2'-
fluoroadénylate de [(2S,4R)-1-{30-(2-acétamido-2-déoxy-f-D-
galactopyranosyl)-14,14-bis[16-(2-acétamido-2-déoxy-3-D-
galactopyranosyl)-5,11-dioxo-2,16-dioxa-6,10-diazahexadécyl]-
12,19,25-trioxo-16,30-dioxa-13,20,24-triazatriacontanoyl}-4-
hydroxypyrrolidin-2-yljméthyle,avec le 2'-O-méthyl-P-
thiocytidylyl-(5'—3")-2"-déoxy-2'-fluoro-P-thiouridylyl-(5'—3')-2'-
O-méthyladénylyl-(5'—3')-2'-déoxy-2'-fluorocytidylyl-(5'—3")-2'-
O-méthyleytidylyl-(5'—3')-2'-déoxy-2'-fluorocytidylyl-(5'—3')-2'-
O-méthyluridylyl-(5'—3')-2"-déoxy-2'-fluoroadénylyl-(5'—3')-2'-
O-méthyladénylyl-(5'—3')-2'-déoxy-2'-fluoroadénylyl-(5'—3')-2'-
O-méthylguanylyl-(5'—3')-2'-O-méthyluridylyl-(5'—3')-2'-O-
méthyladénylyl-(5'—3")-2'-déoxy-2'-fluorocytidylyl-(5'—3")-2'-O-
méthyladénylyl-(5'—3")-2'-déoxy-2'-fluorouridylyl-(5'—3")-2'-
déoxy-2'-fluorouridylyl-(5'—3')-2'-déoxy-2'-fluoroguanylyl-
(5'—>3")-2'-0O-méthylguanylyl-(5'—3')-2'-déoxy-2'-fluorouridylyl-
(5'—>3")-2'-O-méthyluridylyl-(5'—3")-2'-déoxy-2'-fluorocytidylyl-
(5'—>3")-2'-O-méthyluridine
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revusiran

ribociclibum
ribociclib

ribociclib

ribociclib

daplex del hidrégeno-2'-desoxi-2'-fluorouridilil-(3'=5")-2'-O-
metilguanilil-(3'—>5")-2'-desoxi-2'-fluoroguanilil-(3'-5")-2'-O-
metilguanilil-(3'>5")-2'-desoxi-2'-fluoroadenilil-(3'>5')-2'-O-
metiluridilil-(3'—>5")-2'-desoxi-2'-fluorouridilil-(3'—5")-2'-O-
metiluridilil-(3'>5")-2'-desoxi-2'-fluorocitidilil-(3'—5")-2'-
desoxi-2'-fluoroadenilil-(3'—5")-2'-desoxi-2'-fluorouridilil-
(3'>5")-2"-O-metilguanilil-(3'>5")-2'-desoxi-2'-fluorouridilil-
(3'>5")-2'-O-metiladenilil-(3'>5")-2'-O-metiladenilil-(3'>5")-
2'-O-metilcitidilil-(3'>5")-2'-desoxi-2'-fluorocitidilil-(3'—5")-
2'-O-metiladenilil-(3'—5")-2"-desoxi-2'-fluoroadenilil-(3'—5)-
2'-O-metilguanilil-(3'—5")-2"-desoxi-2'-fluoroadenilato de
[(2S,4R)-1-{30-(2-acetamido-2-desoxi-B-D-
galactopiranosil)-14,14-bis[16-(2-acetamido-2-desoxi-3-D-
galactopiranosil)-5,11-dioxo-2,16-dioxa-6,10-
diazahexadecil]-12,19,25-trioxo-16,30-dioxa-13,20,24-
triazatriacontanoil}-4-hidroxipirolidin-2-iljmetilo, con el
2'-O-metil-P-tiocitidilil-(5'—3")-2'-desoxi-2'-fluoro-P-
tiouridilil-(5'—3")-2'-O-metiladenilil-(5'—3')-2'-desoxi-2'-
fluorocitidilil-(5'—3')-2'-O-metilcitidilil-(5'—3")-2"-desoxi-2'-
fluorocitidilil-(5'—3")-2'-O-metiluridilil-(5'—3")-2'-desoxi-2'-
fluoroadenilil-(5'—3")-2'-O-metiladenilil-(5'—3')-2'-desoxi-2'-
fluoroadenilil-(5'—3')-2'-O-metilguanilil-(5'—3')-2'-O-
metiluridilil-(5'—3")-2'-O-metiladenilil-(5'—3")-2'-desoxi-2'-
fluorocitidilil-(5'—3')-2'-O-metiladenilil-(5'—3')-2'-desoxi-2'-
fluorouridilil-(5'—3')-2'-desoxi-2'-fluorouridilil-(5'—3')-2'-
desoxi-2'-fluoroguanilil-(5'—3')-2'-O-metilguanilil-(5'—3)-2'-
desoxi-2'-fluorouridilil-(5'—3')-2"-O-metiluridilil-(5'—3")-2'-
desoxi-2'-fluorocitidilil-(5'—3')-2'-O-metiluridina

C517H676F22N17lo314p4352

[(3-5) U-G-G-G-A-U-U-U-C-A-U-G-U-A-A-C-C-A-A-G-A-R1]

H
R N
Legend R?( WQ

X = 2'-deoxy-2'-fluoro RO
X = 2'-O-methyl HC
" -P%Zg- 0.0 H\/\/H (
s-=-POSH
HO/IJT vo\/T f
HO' H
OH CHg

7-cyclopentyl-N,N-dimethyl-2-{[5-(piperazin-1-yl)pyridin-
2-yllamino}-7H-pyrrolo[2,3-d]pyrimidine-6-carboxamide

7-cyclopentyl-N,N-diméthyl-2-{[5-(pipérazin-1-yl)pyridin-
2-yllamino}-7H-pyrrolo[2,3-d]pyrimidine-6-carboxamide

7-ciclopentil-N,N-dimetil-2-{[5-(piperazin-1-il)piridin-
2-illamino}-7H-pirrolo[2,3-d]pirimidina-6-carboxamida
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rimiducidum
rimiducid

rimiducid

rimiducid

rociletinibum
rociletinib

rocilétinib

Ca3H30NgO
HN/ﬁ
H3C\

k/N 2N NWN_CH?’
T @ O

Iz

1,1'-{ethane-1,2-diylbis[azanediyl(2-oxoethan-2,1-diyl)oxy-
3,1-phenylene]bis[(1R)-3-(3,4-dimethoxyphenyl)propyl]
bis{(2S)-1-[(2S)-2-(3,4,5-trimethoxyphenyl)butanoyl]-
piperidine-2-carboxylate}

bis{(2S)-1-[(2S)-2-(3,4,5-
triméthoxyphényl)butanoyl]pipéridine-2-carboxylate} de
1,1'-{éthane-1,2-diylbis[azanediyl(2-oxoéthan-2,1-diyl)oxy-
3,1-phénylene]bis[(1R)-3-(3,4-diméthoxyphényl)propyl]

bis{(2S)-1-[(2S)-2-(3,4,5-trimetoxifenil)butanoil]piperidina-
2-carboxilato} de 1,1'-{etano-1,2-diilbis[azanodiil(2-
oxoetan-2,1-diil)oxi-3,1-fenileno]bis[(1R)-3-(3,4-
dimetoxifenil)propil]

C78H98N4020

N-[3-({2-[4-(4-acetylpiperazin-1-yl)-2-methoxyanilino]-
5-(trifluoromethyl)pyrimidin-4-yl}amino)phenyl]prop-
2-enamide

N-[3-({2-[4-(4-acétylpipérazin-1-yl)-2-méthoxyanilino]-
5-(trifluorométhyl)pyrimidin-4-yl}amino)phényl]prop-
2-énamide
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rociletinib

rurioctocogum alfa pegolum #
rurioctocog alfa pegol

rurioctocog alfa pégol

rurioctocog alfa pegol

N-[3-({2-[4-(4-acetilpiperazin-1-il)-2-metoxianilino]-
5-(trifluorometil)pirimidin-4-il}amino)fenil]prop-2-enamida

C27H28F3N7o3

0 o
‘/\N)]\CH3

He L
"X ONH CHy
Cr ™
|
NS
N N)\N
H H

pegylated recombinant DNA derived human blood
coagulation factor VIII, produced in Chinese hamster ovary
(CHO cells), glycoform alfa:

human blood coagulation factor VIII (antihemophilic factor,
procoagulant component)-(1-1648)-peptide associated to
(1649-2332)-peptide, glycoform alfa produced in CHO
cells, some of its lysine residues are N°® substituted with
4-[1,3-bis({[a-
methylpoly(oxyethylene)]carbamoyl}oxy)propan-
2-yloxy]butanoyl radicals

facteur VIII de coagulation humain, produit par des cellules
ovariennes de hamster chinois a partir d'ADN recombinant,
pégylé, forme glycosylée alfa;

association des peptides (1-1648)- et (1649-2332)- du
facteur VIII de coagulation humain (facteur
antihémophilique, composé procoagulant) produite par des
cellules ovariennes de hamster chinois sous forme
glg/cosylée alfa dont quelques résidus lysine sont

N” substitués par le radical 4-[1,3-bis({[a-
méthylpoly(oxyéthyléne)]carbamoyl}oxy)propan-
2-yloxy]butanoyle

factor VIII de coagulaciéon humano, producido por células
ovaricas de hamster chino a partir de ADN recombinante,
pegilado, forma glicosilada alfa;

asociacion de péptidos (1-1648)- y (1649-2332)- del factor
VIII de coagulacién humano (factor antihémofilico,
componente procoagulante) producido por células
ovaricas de hamster chino en forma glicosilada alfa
algunos de cuyos restos lisina estan N° substituidos por
radicales 4-[1,3-bis({[a-
metilpoli(oxietileno)]carbamoil}oxi)propan-2-iloxi]butanoilo
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Heavy chain / Chaine lourde / Cadena pesada

ATRRYYLGAV ELSWDYMQSD LGELPVDARF PPRVPKSFPF NTSVVYKKTL 50
FVEFTDHLFN TAKPRPPWMG LLGPTIQAEV YDTVVITLKN MASHPVSLHA 100
VGVSYWKASE GAEYDDQTSQ REKEDDKVFP GGSHTYVWQV LKENGPMASD 150
PLCLTYSYLS HVDLVKDLNS GLIGALLVCR EGSLAKEKTQ TLHKFILLFA 200
VFDEGKSWHS ETKNSLMQDR DAASARAWPK MHTVNGYVNR SLPGLIGCHR 250
KSVYWHVIGM GTTPEVHSIF LEGHTFLVRN HRQASLEISP ITFLTAQTLL 300
MDLGQFLLFC HISSHQHDGM EAYVKVDSCP EEPQLRMKNN EEAEDYDDDL 350
TDSEMDVVRF DDDNSPSFIQ IRSVAKKHPK TWVHYITAAEE EDWDYAPLVL 400
APDDRSYKSQ YLNNGPQRIG RKYKKVRFMA YTDETFKTRE AIQHESGILG 450
PLLYGEVGDT LLITFKNQAS RPYNIYPHGI TDVRPLYSRR LPKGVKHLKD 500
FPILPGEIFK YKWTVTVEDG PTKSDPRCLT RYYSSFVNME RDLASGLIGP 550
LLICYKESVD QRGNQIMSDK RNVILFSVFD ENRSWYLTEN IQRFLPNPAG 600
VQLEDPEFQA SNIMHSINGY VFDSLQLSVC LHEVAYWYIL SIGAQTDFLS 650
VFFSGYTFKH KMVYEDTLTL FPFSGETVFM SMENPGLWIL GCHNSDFRNR 700
GMTALLKVSS CDKNTGDYYE DSYEDISAYL LSKNNAIEPR SFSQNSRHPS 750
TRQKQFNATT IPENDIEKTD PWFAHRTPMP KIQNVSSSDL LMLLRQSPTP 800
HGLSLSDLQE AKYETFSDDP SPGAIDSNNS LSEMTHFRPQ LHHSGDMVFT 850
PESGLQLRLN EKLGTTAATE LKKLDFKVSS TSNNLISTIP SDNLAAGTDN 900
TSSLGPPSMP VHYDSQLDTT LFGKKSSPLT ESGGPLSLSE ENNDSKLLES 950
GLMNSQESSW GKNVSSTESG RLFKGKRAHG PALLTKDNAL FKVSISLLKT 1000
NKTSNNSATN RKTHIDGPSL LIENSPSVWQ NILESDTEFK KVTPLIHDRM 1050
LMDKNATALR LNHMSNKTTS SKNMEMVQQK KEGPIPPDAQ NPDMSFFKML 1100
FLPESARWIQ RTHGKNSLNS GQGPSPKQLV SLGPEKSVEG QNFLSEKNKV 1150
VVGKGEFTKD VGLKEMVFPS SRNLFLTNLD NLHENNTHNQ EKKIQEEIEK 1200
KETLIQENVV LPQIHTVTGT KNFMKNLFLL STRQNVEGSY DGAYAPVLQD 1250
FRSLNDSTNR TKKHTAHFSK KGEEENLEGL GNQTKQIVEK YACTTRISPN 1300
TSQQONFVTQR SKRALKQFRL PLEETELEKR 11VDDTSTQW SKNMKHLTPS 1350
TLTQIDYNEK EKGAITQSPL SDCLTRSHSI PQANRSPLPI AKVSSFPSIR 1400
PIYLTRVLFQ DNSSHLPAAS YRKKDSGVQE SSHFLQGAKK NNLSLAILTL 1450
EMTGDQREVG SLGTSATNSV TYKKVENTVL PKPDLPKTSG KVELLPKVHI 1500
YQKDLFPTET SNGSPGHLDL VEGSLLQGTE GAIKWNEANR PGKVPFLRVA 1550
TESSAKTPSK LLDPLAWDNH YGTQIPKEEW KSQEKSPEKT AFKKKDTILS 1600
LNACESNHAI AAINEGQNKP EIEVTWAKQG RTERLCSQNP PVLKRHQR 1648

Light chain / Chaine Iégére / Cadena ligera

El 1650
TRTTLQSDQE EIDYDDTISV EMKKEDFDIY DEDENQSPRS FQKKTRHYFI 1700
AAVERLWDYG MSSSPHVLRN RAQSGSVPQF KKVVFQEFTD GSFTQPLYRG 1750
ELNEHLGLLG PYIRAEVEDN IMVTFRNQAS RPYSFYSSLI SYEEDQRQGA 1800
EPRKNFVKPN ETKTYFWKVQ HHMAPTKDEF DCKAWAYFSD VDLEKDVHSG 1850
LIGPLLVCHT NTLNPAHGRQ VTVQEFALFF TIFDETKSWY FTENMERNCR 1900
APCNIQMEDP TFKENYRFHA INGYIMDTLP GLVMAQDQRI RWYLLSMGSN 1950
ENIHSIHFSG HVFTVRKKEE YKMALYNLYP GVFETVEMLP SKAGIWRVEC 2000
LIGEHLHAGM STLFLVYSNK CQTPLGMASG HIRDFQITAS GQYGQWAPKL 2050
ARLHYSGSIN AWSTKEPFSW IKVDLLAPMI THGIKTQGAR QKFSSLYISQ 2100
FI1IMYSLDGK KWQTYRGNST GTLMVFFGNV DSSGIKHNIF NPPIIARYIR 2150
LHPTHYSIRS TLRMELMGCD LNSCSMPLGM ESKAISDAQI TASSYFTNMF 2200
ATWSPSKARL HLQGRSNAWR PQVNNPKEWL QVDFQKTMKV TGVTTQGVKS 2250
LLTSMYVKEF LISSSQDGHQ WTLFFQNGKV KVFQGNQDSF TPVVNSLDPP 2300
LLTRYLRIHP QSWVHQIALR MEVLGCEAQD LY 2332

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
153-179 248-329 528-554 630-711 1832-1858 1899-1903 2021-2169 2174-2326

Modified residues / Résidus modifiés / Restos modificados

Y HO_ O
346-718-719-723-1664-1680 //S\\ H NH,
O-sulfoTyr oo 4

K

COoH

sarolanerum
sarolaner

sarolaner

n# 230 §— =R
o
R*N{i_\—>\ " 0 "
HaC N o\)\/o N CH,
HoN™ "COzH %O//\\41 \W/ %V/A\O%n

. . - O, £l4 (] . .
* potential pegylated residues / résidus pouvant étre pégylés / restos potencialmente pegilados

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-41 Asn-239 Asn-582 Asn-757 Asn-784 Asn-828 Asn-900 Asn-943
Asn-963 Asn-1001 Asn-1005 Asn-1055 Asn-1066 Asn-1185 Asn-1255
Asn-1259 Asn-1282 Asn-1300 Asn-1412 Asn-1442 Asn-1810 Asn-2118

1-{5'-[(5S)-5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-
3'-H-spiro[azetidine-3,1'-[2]benzofuran]-1-yl}-
2-(methanesulfonyl)ethanone

1-{5"-[(5S)-5-(3,5-dichloro-4-fluorophényl)-
5-(trifluorométhyl)-4,5-dihydroisoxazol-3-yl]-
3'-H-spiro[azétidine-3,1'-[2]benzofuran]-1-yl}-
2-(méthanesulfonyl)éthanone
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sarolaner

savolitinibum
savolitinib

savolitinib

savolitinib

sembragilinum
sembragiline

sembragiline

sembragilina

tenofovirum alafenamidum
tenofovir alafenamide

1-{5'-[(5S)-5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol-3-il]-3'-H-espiro[azetidina-
3,1'-[2]benzofuran]-1-il}-2-(metilsulfonil)etanona

C23H15CloF4N205S

1-[(1S)-1-(imidazo[1,2-a]pyridin-6-yl)ethyl]-6-(1-methyl-
1H-pyrazol-4-yl)-1H-1,2,3-triazolo[4,5-b]pyrazine

1-[(1S)-1-(imidazo[1,2-a]pyridin-6-yl)éthyl]-6-(1-méthyl-
1H-pyrazol-4-yl)-1H-1,2,3-triazolo[4,5-b]pyrazine

1-[(1S)-1-(imidazo[1,2-a]piridin-6-il)etil]-6-(1-metil-
1H-pirazol-4-il)-1H-1,2,3-triazolo[4,5-b]pirazina

C17H15N9

N HSCYO
HsC—N __
I >

N-[(3S)-1-{4-[(3-fluorophenyl)methoxy]phenyl}-
5-oxopyrrolidin-3-ylJacetamide

N-[(3S)-1-{4-[(3-fluorophényl)méthoxy]phényl}-
5-oxopyrrolidin-3-ylJacétamide

N-[(3S)-1-{4-[(3-fluorofenil)metoxi]fenil}-5-oxopirrolidin-
3-illacetamida

C19H10FN203

propan-2-yl N-[(S)-({[(2R)-1-(6-amino-9H-purin-
9-yl)propan-2-ylJoxy}methyl)phenoxyphosphinoyl]-
L-alaninate
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ténofovir alafénamide

tenofovir alafenamida

tepotinibum
tepotinib

tépotinib

tepotinib

tradipitantum
tradipitant

tradipitant

tradipitant

N-[(S)-({[(2R)-1-(6-amino-9H-purin-9-yl)propan-
2-ylloxy}méthyl)phénoxyphosphinoyl]-L-alaninate de
propan-2-yle

N-[(S)-({[(2R)-1-(6-amino-9H-purin-9-il)propan-
2-ilJoxi}metil)fenoxifosfinoil]-L-alaninato de propan-2-ilo

CZlHZQNGOSP
NH,
N O,
NT W\ LN
D P:O\%ro CHg
NS |
NT N o—/ CHj
{VH
CHj

3-{1-[(3-{5-[(1-methylpiperidin-4-yl)methoxy]pyrimidin-
2-yl}phenyl)methyl]-6-oxo0-1,6-dihydropyridazin-
3-yl}benzonitrile

3-{1-[(3-{5-[(1-méthylpipéridin-4-yl)méthoxy]pyrimidin-
2-yl}phényl)méthyl]-6-oxo-1,6-dihydropyridazin-
3-yl}benzonitrile

3-{1-[(3-{5-[(1-metilpiperidin-4-il)metoxi]pirimidin-
2-il}fenil)metil]-6-oxo-1,6-dihidropiridazin-3-il}benzonitrilo

Ca9H28N6O2
CN

| AN
O/\O N o
N
HaC”

{2-[1-{[3,5-bis(trifluoromethyl)phenyl]methyl}-5-(pyridin-
4-yl)-1H-1,2,3-triazol-4-yl)pyridin-3-yl}(2-
chlorophenyl)methanone

{2-[1-{[3,5-bis(trifluorométhyl)phényl]méthyl}-5-(pyridin-
4-yl)-1H-1,2,3-triazol-4-yl)pyridin-3-yl}(2-
chlorophényl)méthanone

{2-[1-{[3,5-bis(trifluorometil)feniljmetil}-5-(piridin-4-il)-
1H-1,2,3-triazol-4-il]piridin-3-il}(2-clorofenil)metanona
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CF3
CFs
transcrocetinum
transcrocetin all-trans-8,8'-diapocarotene-8,8'-dioic acid
transcrocétine acide tout-trans-8,8'-diapocarotene-8,8'-dioique
transcrocetina acido todo-trans-8,8'-diapocaroteno-8,8'-dioico

CZOH24O4

CHg CH3
HOZCW\/W\/I\CO H
2
CHg CHg

ulixertinibum

ulixertinib 4-{5-chloro-2-[(propan-2-yl)amino]pyridin-4-yl}-
N-[(1S)-1-(3-chlorophenyl)-2-hydroxyethyl]-1H-pyrrole-
2-carboxamide

ulixertinib 4-{5-chloro-2-[(propan-2-yl)amino]pyridin-4-yl}-
N-[(1S)-1-(3-chlorophényl)-2-hydroxyéthyl]-1H-pyrrole-
2-carboxamide

ulixertinib 4-{5-cloro-2-[(propan-2-il)amino]piridin-4-il}-
N-[(1S)-1-(3-clorofenil)-2-hidroxietil]-1H-pirrol-
2-carboxamida

C21H2,CI:N,O;
/OH
O
H i
N N Cl
\ [ H
CH3

HN—\ (¢]]
\_7
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uprosertibum
uprosertib

uprosertib

uprosertib

vanucizumabum #
vanucizumab

N-[(2S)-1-amino-3-(3,4-difluorophenyl)propan-2-yl]-
5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)furan-
2-carboxamide

N-[(2S)-1-amino-3-(3,4-difluorophényl)propan-2-yl]-
5-chloro-4-(4-chloro-1-méthyl-1H-pyrazol-5-yl)furan-
2-carboxamide

N-[(2S)-1-amino-3-(3,4-difluorofenil)propan-2-il]-5-cloro-
4-(4-cloro-1-metil-1H-pirazol-5-il)furan-2-carboxamida

C1gH16Cl2F2N4O;

cl Cl

immunoglobulin recombined G1-kappa/lambda, anti-[Homo
sapiens ANGPT2 (angiopoietin 2, Ang2)]/anti-Homo
sapiens VEGFA (vascular endothelial growth factor A,
VEGF-A, VEGF)], humanized monoclonal antibody;
gammal heavy chain anti-ANGPT2 (1-463) [Homo sapiens
VH (Homo sapiens IGHV1-2*02 (100.00%) -(IGHD)-
IGHJ3*02) [8.8.22] (1-129) -Homo sapiens IGKC*01
R1.4>A (130), T1.3>S (131) (130-236) -IGHG1*01 hinge-
CH2-CH3-CHS (hinge 6-15 (237-246), CH2 (247-356),
CH3 Y5>C (365), T22>S (382), L24>A (384), Y86>V (423)
(357-461), CHS (462-463)) (237-463)], (236-213")-disulfide
with light chain anti-ANGPT2 (1’-213’) [glutaminyl-prolyl-
glyeyl (1'-3) -Homo sapiens V-LAMBDA (Homo sapiens
IGLV3-21*02 (100.00%) -IGLJ1*01) [6.3.11] (4'-108") -
linker seryl-seryl (109'-110’) -Homo sapiens IGHG1*01
CH1-hinge (CH1 (111'-208") -hinge (1-5) (209’-213)];
gammal heavy chain anti-VEGFA (1-453) [humanized VH
(Homo sapiens IGHV3-23*03 (76.80%) -(IGHD)-IGHJ4*01)
[8.8.16] (1-123) -Homo sapiens IGHG1*01 (CH1 (124-
221), hinge (222-236), CH2 (237-346), CH3 S10>C (360),
T22>W (372) (347-451), CHS (452-453)) (124-453)],(226-
214"-disulfide with kappa light chain anti-VEGFA (1'-214’)
[humanized V-KAPPA (Homo sapiens IGKV1-16*01
(88.40%) -IGKJ1*01) [6.3.9] (1'-107") -Homo sapiens
IGKC*01 (108'-214")]; dimer (242-232":245-235":365-360")-
trisdisulfide
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vanucizumab

vanucizumab

immunoglobuline recombinée G1-kappa/lambda, anti-
[Homo sapiens ANGPT2 (angiopoietine 2, Ang2)]/anti-
Homo sapiens VEGFA (facteur de croissance A de
I'endothélium vasculaire, VEGF-A, VEGF)], anticorps
monoclonal humanisé;

chaine lourde gammal anti-ANGPT2 (1-463) [Homo
sapiens VH (Homo sapiens IGHV1-2*02 (100.00%) -
(IGHD)-IGHJ3*02) [8.8.22] (1-129) -Homo sapiens
IGKC*01 R1.4>A (130), T1.3>S (131) (130-236) -
IGHG1*01 charniere-CH2-CH3-CHS (charniére 6-15 (237-
246), CH2 (247-356), CH3 Y5>C (365), T22>S (382),
L24>A (384), Y86>V (423) (357-461), CHS (462-463))
(237-463)], (236-213")-disulfure avec la chaine légeére anti-
ANGPT2 (1'-213’) [glutaminyl-prolyl-glycyl (1'-3’) -Homo
sapiens V-LAMBDA (Homo sapiens IGLV3-21*02
(100.00%) -IGLJ1*01) [6.3.11] (4'-108") -linker séryl-séryl
(109’-110’) -Homo sapiens IGHG1*01 CH1-charniére (CH1
(111'-208') -charniére (1-5) (209'-213")];

chaine lourde gammal anti-VEGFA (1-453) [VH humanisé
(Homo sapiens IGHV3-23*03 (76.80%) -(IGHD)-IGHJ4*01)
[8.8.16] (1-123) -Homo sapiens IGHG1*01 (CH1 (124-
221), charniéere (222-236), CH2 (237-346), CH3 S10>C
(360) T22>W (372) (347-451), CHS (452-453)) (124-
453)],(226-214")-disulfure avec la chaine Iégére kappa anti-
VEGFA (1'-214’) [V-KAPPA humanisé (Homo sapiens
IGKV1-16*01 (88.40%) -IGKJ1*01) [6.3.9] (1'-107") -Homo
sapiens IGKC*01 (108'-214")]; dimére (242-232":245-
235":365-360")-trisdisulfure

inmunoglobulina recombinada G1-kappa/lambda, anti-
[Homo sapiens ANGPT2 (angiopoyetina 2, Ang2)]/anti-
Homo sapiens VEGFA (factor de crecimiento A del
endotelio vascular, VEGF-A, VEGF)], anticuerpo
monoclonal humanizado;

cadena pesada gammal anti-ANGPT2 (1-463) [Homo
sapiens VH (Homo sapiens IGHV1-2*02 (100.00%) -
(IGHD)-IGHJ3*02) [8.8.22] (1-129) -Homo sapiens
IGKC*01 R1.4>A (130), T1.3>S (131) (130-236) -
IGHG1*01 bisagra-CH2-CH3-CHS (bisagra 6-15 (237-
246), CH2 (247-356), CH3 Y5>C (365), T22>S (382),
L24>A (384), Y86>V (423) (357-461), CHS (462-463))
(237-463)], (236-213")-disulfuro con la cadena ligera anti-
ANGPT2 (1'-213’) [glutaminil-prolil-glicil (1’-3") -Homo
sapiens V-LAMBDA (Homo sapiens IGLV3-21*02
(100.00%) -IGLJ1*01) [6.3.11] (4'-108") —conector seril-seril
(109’-110’) -Homo sapiens IGHG1*01 CH1-bisagra (CH1
(111'-208") -bisagra (1-5) (209'-213")];

cadena pesada gammal anti-VEGFA (1-453) [VH
humanizado (Homo sapiens IGHV3-23*03 (76.80%) -
(IGHD)-IGHJ4*01) [8.8.16] (1-123) -Homo sapiens
IGHG1*01 (CH1 (124-221), bisagra (222-236), CH2 (237-
346), CH3 S10>C (360) T22>W (372) (347-451), CHS
(452-453)) (124-453)], (226-214")-disulfuro con la cadena
ligera kappa anti-VEGFA (1'-214") [V-KAPPA humanizado
(Homo sapiens IGKV1-16*01 (88.40%) -IGKJ1*01) [6.3.9]
(1'-107") -Homo sapiens IGKC*01 (108'-214")]; dimero
(242-232":245-235":365-360")-trisdisulfuro
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varlilumabum #
varlilumab

varlilumab

anti- ANGPT2 Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT GYYMHWVRQA PGQGLEWMGW 50
INPNSGGTNY AQKFQGRVTM TRDTSISTAY MELSRLRSDD TAVYYCARSP 100
NPYYYDSSGY YYPGAFDIWG QGTMVTVSSA SVAAPSVFIF PPSDEQLKSG 150
TASVVCLLNN FYPREAKVQW KVDNALQSGN SQESVTEQDS KDSTYSLSST 200
LTLSKADYEK HKVYACEVTH QGLSSPVTKS FNRGECDKTH TCPPCPAPEL 250
LGGPSVFLFP PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV 300
HNAKTKPREE QYNSTYRVVS VLTVLHQDWL NGKEYKCKVS NKALPAPIEK 350
TISKAKGQPR EPQVCTLPPS RDELTKNQVS LSCAVKGFYP SDIAVEWESN 400
GQPENNYKTT PPVLDSDGSF FLVSKLTVDK SRWQQGNVFS CSVMHEALHN 450
HYTQKSLSLS PGK 463

anti- ANGPT2 Light chain / Chaine légere / Cadena ligera

QPGLTQPPSV SVAPGQTARI TCGGNNIGSK SVHWYQQKPG QAPVLVVYDD 50
SDRPSGIPER FSGSNSGNTA TLTISRVEAG DEADYYCQVW DSSSDHYVFG 100
TGTKVTVLSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK DYFPEPVTVS 150
WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT YICNVNHKPS 200
NTKVDKKVEP KSC 213

anti-VEGFA Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGYTFT NYGMNWVRQA PGKGLEWVGW 50
INTYTGEPTY AADFKRRFTF SLDTSKSTAY LQMNSLRAED TAVYYCAKYP 100
HYYGSSHWYF DVWGQGTLVT VSSASTKGPS VFPLAPSSKS TSGGTAALGC 150
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG 200
TQTYICNVNH KPSNTKVDKK VEPKSCDKTH TCPPCPAPEL LGGPSVFLFP 250
PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE 300
QYNSTYRVVS VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQPR 350
EPQVYTLPPC RDELTKNQVS LWCLVKGFYP SDIAVEWESN GQPENNYKTT 400
PPVLDSDGSF FLYSKLTVDK SRWQQGNVFS CSVMHEALHN HYTQKSLSLS 450
PGK 453

anti-VEGFA Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCSASQDIS NYLNWYQQKP GKAPKVLIYF 50
TSSLHSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YSTVPWTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  156-216  277-337 383-441
22"-96" 150"-206" 267"-327" 373"-431"
Intra-L (C23-C104) 22'-87" 137-193'
23"-88" 134"-194"
Inter-H-L  236-213' 226"-214"
Inter-H-H  242-232" 245-235" 365-360"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84.4:
313, 303"

immunoglobulin G1-kappa, anti-[Homo sapiens anti-CD27
(TNFRSF7, tumor necrosis factor receptor superfamily
member 7)], Homo sapiens monoclonal antibody;
gammal heavy chain (1-452)[Homo sapiens VH (IGHV3-
33*01 (99.00%) -(IGHD)-IGHJ4*01) [8.8.12](1-119) -
IGHG1*01 (CH1 (120-217), hinge (218-232), CH2 (233-
342), CH3 (343-447), CHS (448-449) (120-449) -glycyl-
seryl-seryl (450-452)],(222-214")-disulfide with kappa light
chain (1'-214") [Homo sapiens V-KAPPA (IGKV1D-16*01
(97.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-
214"]; dimer (228-228":231-231")-bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens anti-CD27
(TNFRSF7, membre 7 de la superfamille des récepteurs
du facteur de nécrose tumorale)], Homo sapiens anticorps
monoclonal;

chaine lourde gammal (1-452)[Homo sapiens VH (IGHV3-
33*01 (99.00%) -(IGHD)-IGHJ4*01) [8.8.12](1-119) -
IGHG1*01 (CH1 (120-217), charniére (218-232), CH2
(233-342), CH3 (343-447), CHS (448-449) (120-449) -
glycyl-séryl-séryl (450-452)], (222-214")-disulfure avec la
chaine légere kappa (1'-214") [Homo sapiens V-KAPPA
(IGKV1D-16*01 (97.90%) -IGKJ1*01) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; dimére (228-228":231-231")-
bisdisulfure
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varlilumab

velpatasvirum
velpatasvir

velpatasvir

velpatasvir

inmunoglobulina G1-kappa, anti-[Homo sapiens anti-CD27
(TNFRSF7, miembro 7 de la superfamilia de receptores
del factor de necrosis tumoral)] anticuerpo monoclonal de
Homo sapiens;

cadena pesada gammal (1-452) [Homo sapiens VH
(IGHV3-33*01 (99.00%) -(IGHD)-IGHJ4*01) [8.8.12] (1-
119) -IGHG1*01 (CH1 (120-217), bisagra (218-232), CH2
(233-342), CH3 (343-447), CHS (448-449) (120-449) -
glicil-seril-seril (450-452)], (222-214")-disulfuro con la
cadena ligera kappa (1'-214") [Homo sapiens V-KAPPA
(IGKV1D-16*01 (97.90%) -IGKJ1*01) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; dimero (228-228":231-231")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada
QVQLVESGGG VVQPGRSLRL SCAASGFTFS SYDMHWVRQA PGKGLEWVAV 50
IWYDGSNKYY ADSVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCARGS 100
GNWGFFDYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGKG 450
452

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQGIS RWLAWYQQKP EKAPKSLIYA 50
ASSLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YNTYPRTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L (C23-C104) 23'-88" 134'-194'
23"-88™ 134™-194™
Inter-H-L (h 5-CL 126) 222-214' 222"-214™
Inter-H-H (h 11, h 14)  228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
299, 299"

methyl {(2S)-1-[(2S,5S)-2-(9-{2-[(2S,4S)-1-{(2R)-2-
[(methoxycarbonyl)amino]-2-phenylacetyl}-
4-(methoxymethyl)pyrrolidin-2-yl]-1H-imidazol-4-yl}-
1,11-dihydro[2]benzopyrano[4',3":6,7]naphtho[1,2-
d]imidazol-2-yl)-5-methylpyrrolidin-1-yl]-3-methyl-
1-oxobutan-2-yl}carbamate

{(2S)-1-[(2S,5S)-2-(9-{2-[(2S,4S)-1{(2R)-2-
[(méthoxycarbonyl)amino]-2-phénylacétyl}-
4-(méthoxyméthyl)pyrrolidin-2-yl]-1H-imidazol-4-yl}-
1,11-dihydro[2]benzopyrano[4',3":6,7]naphtho[1,2-
d]imidazol-2-yl)-5-méthylpyrrolidin-1-yl]-3-méthyl-
1-oxobutan-2-yl}carbamate de méthyle

{(25)-1-[(2S,5S)-2-(9-{2-[(2S,4S)-1-{(2R)-2-
[(metoxicarbonil)amino]-2-fenilacetil}-
4-(metoximetil)pirrolidin-2-il]-1H-imidazol-4-il}-
1,11-dihidro[2]benzopirano[4',3":6,7]nafto[1,2-d]imidazol-
2-il)-5-metilpirrolidin-1-il]-3-metil-1-oxobutan-2-il}carbamato
de metilo
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venetoclaxum
venetoclax

vénétoclax

venetoclax

verinuradum
verinurad

vérinurad

verinurad

C49H54N808

_CHg / H
HN— {

I
R —
z_:\: >—o
o O
z
O o)
o ©
o/l(z
4 =
I
a

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-
1-yllmethyl}piperazin-1-yl)-N-[(3-nitro-4-{[(oxan-
4-yl)ymethyllamino}phenyl)sulfonyl]-2-[(1H-pyrrolo[2,3-
b]pyridin-5-yl)oxy]benzamide

4-(4-{[2-(4-chlorophényl)-4,4-diméthylcyclohex-1-én-
1-yllméthyl}pipérazin-1-yl)-N-[(3-nitro-4-{[(oxan-
4-ylyméthyllamino}phényl)sulfonyl]-2-[(1H-pyrrolo[2,3-
b]pyridin-5-yl)oxy]benzamide

4-(4-{[2-(4-clorofenil)-4,4-dimetilciclohex-1-en-
1-iljmetil}piperazin-1-il)-N-[(3-nitro-4-{[(oxan-
4-il)metillamino}fenil)sulfonil]-2-[(1H-pirrolo[2,3-b]piridin-
5-il)oxilbenzamida

C45H50C|N7O7S

2-{[3-(4-cyanonaphthalen-1-yl)pyridin-4-yl]sulfanyl}-
2-methylpropanoic acid

acide 2-{[3-(4-cyanonaphtalén-1-yl)pyridin-4-yl]sulfanyl}-
2-méthylpropanoique

acido 2-{[3-(4-cianonaftalen-1-il)piridin-4-il]sulfanil}-
2-metilpropanoico
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vonapanitasum
vonapanitase

vonapanitase

vonapanitasa

vorhyaluronidasum alfa #
vorhyaluronidase alfa

vorhyaluronidase alfa

CZOH].GNZOZS

recombinant DNA derived type | pancreatic elastase,
produced in Pichia pastoris:
[26-tryptophan(Arg>Trp),202-leucine(Val>Leu),225-
arginine(GIn>Arg)]mature human CELA1 (chymotrypsin-
like elastase family member 1, pancreatic elastase 1,
elastase 1, EC 3.4.21.36) non-glycosylated

élastase pancréatique de type |, produite a partir d'ADN
recombinant, produite par Pichia pastoris:
[26-tryptophane(Arg>Trp),202-leucine(Val>Leu),225-
arginine(GIn>Arg)]CELA1 humaine a maturité (membre 1
de la famille des élastases analogues de la chymotrypsine,
élastase 1 pancréatique, élastase 1, EC 3.4.21.36) non-
glycosylée

elastasa pancreatica de tipo I, producida a partir de ADN
recombinante, producida por Pichia pastoris:
[26-triptofano(Arg>Trp),202-leucina(Val>Leu),225-
arginina(GIn>Arg)]CELA1 humana madura (miembro 1 de
la familia de elastasas analogas a la quimotripsina,
elastasa 1 pancredtica, elastasa 1, EC 3.4.21.36) no
glicosilada

Sequence / Séquence / Secuencia

VVGGTEAGRN SWPSQISLQY RSGGSWYHTC GGTLIRQNWY MTAAHCVDYQ 50
KTFRVVAGDH NLSQNDGTEQ YVSVQKIVVH PYWNSDNVAA GYDIALLRLA 100
QSVTLNSYVQ LGVLPQEGAI LANNSPCYIT GWGKTKTNGQ LAQTLQQAYL 150
PSVDYAICSS SSYWGSTVKN TMVCAGGDGV RSGCQGDSGG PLHCLVNGKY 200
SLHGVTSFVS SRGCNVSRKP TVFTRVSAYI SWINNVIASN

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
30-46 127-194 158-174 184-214

human hyaluronidase PH-20 (hyaluronoglucosaminidase
PH-20, sperm adhesion molecule 1, EC 3.2.1.35)
precursor-(36-482)-peptide (mature-(1-447)-peptide),
produced in Chinese hamster ovary (CHO) DG44dhfr-
cells, glycoform alfa

hyaluronidase PH-20 humaine (hyaluronoglucosaminidase
PH-20, molécule adhésive 1 du sperme, EC 3.2.1.35)
précurseur-(36-482)-peptide (a maturité-(1-447)-peptide),
produite par des cellules ovariennes de hamster chinois
DG44dhfr-, forme glycosylée alfa
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vorhialuronidasa alfa hialuronidasa PH-20 humana (hialuronoglucosaminidasa
PH-20, molécula de adhesion 1 de esperma, EC 3.2.1.35)
precursor-(36-482)-péptido (maduro-(1-447)-péptido),
producida por células ovaricas de hamster chino
DG44dhfr-, forma glicosilada alfa

C2327H3553N5890667S20 (Protein)

Sequence / Séquence / Secuencia

LNFRAPPVIP NVPFLWAWNA PSEFCLGKFD EPLDMSLFSF IGSPRINATG 50
QGVTIFYVDR LGYYPYIDSI TGVTVNGGIP QKISLQDHLD KAKKDITFYM 100
PVDNLGMAVI DWEEWRPTWA RNWKPKDVYK NRSIELVQQQ NVQLSLTEAT 150
EKAKQEFEKA GKDFLVETIK LGKLLRPNHL WGYYLFPDCY NHHYKKPGYN 200
GSCFNVEIKR NDDLSWLWNE STALYPSIYL NTQQSPVAAT LYVRNRVREA 250
IRVSKIPDAK SPLPVFAYTR IVFTDQVLKF LSQDELVYTF GETVALGASG 300
IVIWGTLSIM RSMKSCLLLD NYMETILNPY TINVTLAAKM CSQVLCQEQG 350
VCIRKNWNSS DYLHLNPDNF AIQLEKGGKF TVRGKPTLED LEQFSEKFYC 400
SCYSTLSCKE KADVKDTDAV DVCIADGVCI DAFLKPPMET EEPQIFY 447

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
25-316 189-203 341-352 346-400 402-408 423-429

Glycosylation sites (N, T) / Sites de glycosylation (N, T) / Posiciones de glicosilacién (N, T)
Asn-47 Asn-131 Asn-200 Asn-219 Asn-333 Asn-358 Thr-440

AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Non Proprietary Names (Rec. INN): List 57
Dénominations communes internationales proposées (DCI Rec.): Liste 57
Denominaciones Comunes Internacionales Propuestas (DCI Rec.): Lista 57
(WHO Drug Information, Vol. 21, No. 1, 2007)

p. 60 beroctocogum alfa #
beroctocog alfa replace the description by the following one
béroctocog alfa remplacer la description par la suivante
beroctocog alfa sustitlyase la descripcién por la siguiente

human blood-coagulation factor VIII-(1-741)-peptide complex with human
blood-coagulation factor VIII-(1649-2332)-peptide

combinaison du facteur VIII de coagulation humain-(1-741)-peptide avec le
facteur VIII de coagulation humain-(1649-2332)-peptide

combinacién del factor VIII de coagulacién humano-(1-741)-péptido con el
factor VIII de coagulacion humano-(1649-2332)-péptido
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Recommended International Non Proprietary Names (Rec. INN): List 59
Dénominations communes internationales proposées (DCI Rec.): Liste 59
Denominaciones Comunes Internacionales Propuestas (DCI Rec.): Lista 59
(WHO Drug Information, Vol. 22, No. 1, 2008)

p. 74 & beroctocogum alfa #

75 beroctocog alfa  replace the structure by the following one
béroctocog alfa  remplacer la structure par la suivante
beroctocog alfa  sustitlyase la estructura por la siguiente

Heavy chain / Chaine lourde / Cadena pesada

ATRRYYLGAV ELSWDYMQSD LGELPVDARF PPRVPKSFPF NTSVVYKKTL 50
FVEFTDHLFN TAKPRPPWMG LLGPTIQAEV YDTVVITLKN MASHPVSLHA 100
VGVSYWKASE GAEYDDQTSQ REKEDDKVFP GGSHTYVWQV LKENGPMASD 150
PLCLTYSYLS HVDLVKDLNS GLIGALLVCR EGSLAKEKTQ TLHKFILLFA 200
VFDEGKSWHS ETKNSLMQDR DAASARAWPK MHTVNGYVNR SLPGLIGCHR 250
KSVYWHVIGM GTTPEVHSIF LEGHTFLVRN HRQASLEISP ITFLTAQTLL 300
MDLGQFLLFC HISSHQHDGM EAYVKVDSCP EEPQLRMKNN EEAEDYDDDL 350
TDSEMDVVRF DDDNSPSFIQ IRSVAKKHPK TWVHYIAAEE EDWDYAPLVL 400
APDDRSYKSQ YLNNGPQRIG RKYKKVRFMA YTDETFKTRE AIQHESGILG 450
PLLYGEVGDT LLITFKNQAS RPYNIYPHGI TDVRPLYSRR LPKGVKHLKD 500
FPILPGEIFK YKWTVTVEDG PTKSDPRCLT RYYSSFVNME RDLASGLIGP 550
LLICYKESVD QRGNQIMSDK RNVILFSVFD ENRSWYLTEN IQRFLPNPAG 600
VQLEDPEFQA SNIMHSINGY VFDSLQLSVC LHEVAYWYIL SIGAQTDFLS 650
VFFSGYTFKH KMVYEDTLTL FPFSGETVFM SMENPGLWIL GCHNSDFRNR 700
GMTALLKVSS CDKNTGDYYE DSYEDISAYL LSKNNAIEPR S 741

Light chain / Chaine légere / Cadena ligera

El 1650
TRTTLQSDQE EIDYDDTISV EMKKEDFDIY DEDENQSPRS FQKKTRHYFI 1700
AAVERLWDYG MSSSPHVLRN RAQSGSVPQF KKVVFQEFTD GSFTQPLYRG 1750
ELNEHLGLLG PYIRAEVEDN IMVTFRNQAS RPYSFYSSLI SYEEDQRQGA 1800
EPRKNFVKPN ETKTYFWKVQ HHMAPTKDEF DCKAWAYFSD VDLEKDVHSG 1850
LIGPLLVCHT NTLNPAHGRQ VTVQEFALFF TIFDETKSWY FTENMERNCR 1900
APCNIQMEDP TFKENYRFHA INGYIMDTLP GLVMAQDQRI RWYLLSMGSN 1950
ENIHSIHFSG HVFTVRKKEE YKMALYNLYP GVFETVEMLP SKAGIWRVEC 2000
LIGEHLHAGM STLFLVYSNK CQTPLGMASG HIRDFQITAS GQYGQWAPKL 2050
ARLHYSGSIN AWSTKEPFSW IKVDLLAPMI IHGIKTQGAR QKFSSLYISQ 2100
FIIMYSLDGK KWQTYRGNST GTLMVFFGNV DSSGIKHNIF NPPIIARYIR 2150
LHPTHYSIRS TLRMELMGCD LNSCSMPLGM ESKAISDAQI TASSYFTNMF 2200
ATWSPSKARL HLQGRSNAWR PQVNNPKEWL QVDFQKTMKV TGVTTQGVKS 2250
LLTSMYVKEF LISSSQDGHQ WTLFFQNGKV KVFQGNQDSF TPVVNSLDPP 2300
LLTRYLRIHP QSWVHQIALR MEVLGCEAQD LY 2332

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
153-179 248-329 528-554 630-711 1832-1858 1899-1903 2021-2169 2174-2326

Modified residues / Résidus modifiés / Restos modificados

v HO_ _O
346-718-719-723-1664-1680 A H NH;
O-sulfoTyr [elNe) 4
COH

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-41 Asn-239 Asn-1810 Asn-2118

delete/supprimer/suprimase
Ca3821H5813N 100301139 S35 + C3547H5400N95601033S35

Recommended International Non Proprietary Names (Rec. INN): List 71
Dénominations communes internationales proposées (DCI Rec.): Liste 71
Denominaciones Comunes Internacionales Propuestas (DCI Rec.): Lista 71
(WHO Drug Information, Vol. 28, No. 1, 2014)

p. 96 ombitasvirum
ombitasvir replace the chemical name by the following one
ombitasvir remplacer le nom chimique par le suivant
ombitasvir sustitiyase el nombre quimico por el siguiente

dimethyl N,N'-([(2S,5S)-1-(4-tert-butylphenyl)pyrrolidine-
2,5-diyl]bis{4,1-phenyleneazanediylcarbonyl[(2S)-pyrrolidine-
2,1-diyl][(2S)-3-methyl-1-oxobutane-1,2-diyl]})biscarbamate
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p. 115

paclitaxelum trevatidum
paclitaxel trevatide
paclitaxel trévatide
paclitaxel trevatida

vedroprevirum
vedroprevir
védroprévir
vedroprevir

N,N'-([(2S,5S)-1-(4-tert-butylphényl)pyrrolidine-2,5-diyl]bis{4,1-
phényléneazanediylcarbonyl[(2S)-pyrrolidine-2,1-diyl][(2S)-3-méthyl-
1-oxobutane-1,2-diyl]})biscarbamate de diméthyle

N,N'-([(2S,5S)-1-(4-terc-butilfenil)pirrolidina-2,5-diil]bis{4,1-
fenilenoazanodiilcarbonil[(2S)-pirrolidina-2,1-diil][(2S)-3-metil-
1-oxobutano-1,2-diil]})biscarbamato de dimetilo

replace the chemical name by the following one
remplacer le nom chimique par le suivant
sustitiyase el nombre quimico por el siguiente

short modified fragment of human amyloid beta A4 protein
covalently linked to three molecules of paclitaxel through succinyl
linkers:

NZ*NE0 N -tris(4-{[(1S,2R)-1-benzamido-3-{[4,10B-bis(acetyloxy)-
2a-(benzoyloxy)-53,20-epoxy-1,73-dihydroxy-9-oxotax-11-en-13a-
ylJoxy}-3-0xo-1-phenylpropan-2-yl]oxy}-4-oxobutanoyl) ([318-L-
threonine(P>T1),324-L-serine(C>S7),325-L-arginine(G>R8),327-L-
lysine(N>K10),332-L-lysine(D>K15)] human amyloid beta A4 protein
precursor-(318-336)-peptide)

fragment court et modifié de la protéine béta A4 amyloide humaine
lié de facon covalente a trois molécules de paclitaxel par autant de
succinyles :

N>, N®% N -tris(4-{[(1S,2R)-1-benzamido-3-{[4,10B-bis(acétyloxy)-
2a-(benzoyloxy)-58,20-époxy-1,73-dihydroxy-9-oxotax-11-en-13a-
ylloxy}-3-oxo-1-phénylpropan-2-ylloxy}-4-oxobutanoyl) ([318-L-
thréonine(P>T1),324-L-sérine(C>S7),325-L-arginine(G>R8),327-L-
lysine(N>K10),332-L-lysine(D>K15)] précurseur de la protéine
amyloide béta A4 humaine-(318-336)-peptide)

fragmento corto y modificado de la proteina beta A4 amiloide
humana unido covalentemente a tres moléculas de paclitaxel
mediante succinilos :

N>t N N®%.tris(4-{[(1S,2R)-1-benzamido-3-{[4,10B-bis(acetiloxi)-
2a-(benzoiloxi)-58,20-epoxi-1,7B-dihidroxi-9-oxotax-11-en-13a-
iljoxi}-3-oxo-1-fenilpropan-2-ilJoxi}-4-oxobutanoil) ([318-L-
treonina(P>T1),324-L-serina(C>S7),325-L-arginina(G>R8),327-L-
lisina(N>K10),332-L-lisina(D>K15)] precursor de la proteina
amiloide beta A4 humana-(318-336)-péptido

replace the chemical name by the following one
remplacer le nom chimique par le suivant
sustitiyase el nombre quimico por el siguiente

(1R,2R)-1-{(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-bicyclo[3.1.0]hexan-
3-ylJoxy}carbonyl)amino]-3,3-dimethylbutanoyl}-4-[(8-chloro-
7-[2-(morpholin-4-yl)ethoxy]-2-{2-[(propan-2-yl)amino]-1,3-thiazol-
4-yl}quinolin-4-yl)oxy]pyrrolidine-2-carboxamido}-
2-ethylcyclopropane-1-carboxylic acid
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acide (1R,2R)-1-{(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-
bicyclo[3.1.0]hexan-3-yl]loxy}carbonyl)amino]-
3,3-diméthylbutanoyl}-4-[(8-chloro-7-[2-(morpholin-4-yl)éthoxy]-
2-{2-[(propan-2-yl)amino]-1,3-thiazol-4-yl}quinoléin-
4-yl)oxy]pyrrolidine-2-carboxamido}-2-éthylcyclopropane-
1-carboxylique

acido (1R,2R)-1-{(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-
biciclo[3.1.0]hexan-3-ilJoxi}carbonil)amino]-3,3-dimetilbutanoil}-
4-[(8-cloro-7-[2-(morfolin-4-il)etoxi]-2-{2-[(propan-2-il)amino]-
1,3-tiazol-4-il}quinolin-4-il)oxi]pirrolidina-2-carboxamido}-
2-etilciclopropano-1-carboxilico

# Electronic structure available on Mednet: http://mednet.who.int/

WHO Drug Information, Vol. 29, No. 1, 2015

# Structure électronique disponible sur Mednet: http://mednet.who.int/
# Estructura electrénica disponible en Mednet: http:/mednet.who.int/

* http://www.who.int/entity/medicines/services/inn/Radical_Book 2012.pdf

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios
generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names
for Pharmaceutical Substances and General Principles for Guidance in Devising International
Nonproprietary Names for Pharmaceutical Substances will be reproduced in proposed INN lists
only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales
recommandées pour les substances pharmaceutiques et des Directives générales pour la
formation de dénominations communes internationales applicables aux substances
pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccion de denominaciones comunes internacionales
recomendadas para las sustancias farmacéuticas y de los Principios generales de orientacion para
formar denominaciones comunes internacionales para sustancias farmacéuticas aparece
solamente en las listas de DCI propuestas.
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4.2 HERBEE

4.2.1 FEHER

4.2.1.1 $hhz=EH1T5HER

4911 1 Effect of Human Serum on the Anti-HIV-1 Activity of

e FTC, (2R-cis)-4-amino-5-fluoro-1-[2- #HNER 22

gé%gﬂw (hydroxymethy|)-1, 3-oxathiolan-5-y11-2 (1H)- HERE S - 463 SEAN
pyrimidinone

4.2.1.1.2 In vitro synergy studies of FTC in combination with o o~

(5.3.5.4. 20> |NKC 442, AZT, Nelfinavir (NELF). Nevirapine (NEV) *%g;i*j 470 (%Ei%ifﬂﬁ

BHEEH) against HIV RRRRES =

42113 i

(5.3.5.4 30> DX, FTC, and AZT: Time of Addition E%@ig 10247 SEEH

ELCERE) - '

152'31'51;1450) In Vitro Synergy Studies with FTC and other Anti- |#tH&E#H SEEH

S HIV Compounds HERES : 10804 (BEfRH)

4.2.1.1.5 C . . e .

Effect of multiplicity of infection on inhibition HRAEH gy
winma® |of HIV-1 replication by FC HEBEES 11773 SEAN
492116 MAGI-LU ASSAY VALIDATION 1: Inhibitory effect of
('5 3 5.4 40 FTC on HIV-1 xxLAI viral infection is independent HREH sEEY
E%’E‘E%&z) of multiplicity of infection (MOI) of the infecting [EXERZES : 10518-v2 =

" virus
72117 . : HRER

Phosphates of 523W91 and 524W91: Results with dCMP | o -
(5. 3.55. 4.1 Kinase HEBREE SEEH
EEEH) TEIT/92/0005
‘2-52-31-5‘-4880) Phosphorylation of 523091 and 524W91 by Calf Thymus ﬁggﬁ _ R

PR Deoxycytidine Kinase ARERTRS z
HERH) TESF/91/0014
4.2.1.1.9 . . . HRAEH

Kinetic Constants for 523W91 and 524W91 with Calf — o 22
géégg)gw Thymus Deoxycytidine Kinase %E%%ZOOOZ SEAN

Anabolism of ()3 -Thia-2" ,3 -dideoxy-5-[6- e
4.2.1.1.10 a1 £ uorocytidine (52491, (FTC) and (+)3' -Thia- |LPIEH -
(6.3.5.4.10 |7 ., . 3 o HEBRES SEEH
DEEDH) 2’ 3 —dideoxy-5-[6—"H]fluorocytidine TEZA/92/0062

" (524W91, (+)FTC) in Hep G, 2.2.15 (P5A) Cells
4.2.1.1. 11 Anabolism of ()3 -Thia-2" ,3 -dideoxy-5-[6- HRER
(5. 3.5._4. 11 3H]fluorocytidine (524W91, (-)FTC) in CEM T- HERES SEEH
DEMHFE) |lymphoblast Cells TEZA/92/0103
4.2.1.1.12 Anabolism of (-)3" -Thia-2" ,3 -dideoxy-5-[6- HRER
(5.3.5.4.12 *H1fluorocytidine (524W91, (-)FTC) in Hep G, (Human |HEES SEEH
DERFCH)  |Hepatocel lular Carcinoma) Cells TEZA/92/0111

Inhibition of HeLa DNA Polymerases «, B, 7, and
4.2.1.1.13 e, and HIV-1 Reverse Transcriptase by the HREH
(5.3.5.4.13 |Triphosphates of ddC (16Y82), (+)FTC (523W91), (- HERES SEEH
NDEZGE) |)FTC (524W91), (+)3TC (1960U90), and (-)3TC TEZZ/93/0007

(1961U90)
4.2.1.1.14 |Phosphorylation of the 5° -Monophosphate of 524W91 [#KREH
(5.3.5.4.14 |[to the 5 -Di-and-5" -Triphosphate by Cellular HERES SEEH
NDEMHELSE) |Enzymes TGZZ/93/0025
4.2.1.1.15 Evaluation of the Antiviral Activity of P
(5.3.5.4.1 emtricitabine against HIV-1 (Group M and Subtype 0) SHERZEE . 10498 v-2 SEEH
DEHEEH)  |and HIV-2 BRERETS
‘};52'3‘ ;51 4‘$8 Phenotypic Evaluation of FTC, DXG, and NCK-442 on  |#tpaiis -
DEigag) |tecombinant Clinical Isolates of HIV-1 HERES - 11148 z
4.2.1.1.17 Evaluation of the Antiviral Activity of 2R
(5.3.5.4.19 |[Emtricitabine against HIV-1 (Group M and Subtype 0) SHEREE . 11419 v-2 SEEH
DEHREH) |and HIV-2 using the MAGI-LU assay in cMAGI cells BRERETT
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4.2.1.1.18 |Effect of orally administered emtricitabine [(-)- 2 P
(5.3.5.4.20 [FTC] and lamivudine [3TC] in the HuPBMC-SCID mouse SEREE . 11985 sEEH
DEHEEH)  |model of HIV-1 infection BASRET
4.2.1.1.19 Activity of Emtricitabine on the HIV-1 Reverse P
(5.3.5.4.21 |Transcriptase Mutant K65R; Biochemical and SHEREE . 15883 SEEH
NEHEE) |Phenotypic Analyses AR 7
4.2.1.1.20 Antiviral activity of FTC, (2R-cis)-4-amino-5- 2t P
(5.3.5.4.15 |fluoro-1-[2- (hydroxymethyl)-1, 3—oxathiolan-5-y|]- SEREE . 462 V.2 SEEH
DEHRZH) |2(H) -pyrimidinone, against HIV-1 BASRET :
?5231.5142}6 Inhibition of Human Mitochqndrial DNA Polymerase by *il*],étl sEEY
DEERR) (+)FTC, (-)FTC, and DXG Triphosphates AERFES 9501
4.2.1.1.22 |Exploratory Analysis of Genotypic and Phenotypic HREH sEEY
(5.3.5.4.25 [Changes Observed in the TMC278-C204 Clinical Trial |:RERZFES : TMC278- ai?aﬁ)
NEHELE) |- Week 240 Analysis G204-W240-AVNR =
421193 Exploratory Analysis of Genotypic and Phenotypic HREH )
(5.3.5.4. 26— |Changes Observed in the TNC278-TiDP6-C209 and HERES : TMC278- SEEN
W)E*E?E%Z) TMC278-TiDP6-G215 Clinical Trial Virologic Failures |G209-C215-C904-W48- (BR1RH)
i by Week 48 AVNR
491124 Exploratory Ana|y§is of Genotypig and Phenotypic *ilﬂﬁﬂ )
(5354 26— |Changes Observed in the TNC278-TiDP06-C209, TMC278- |3ERZS : THC278- SEEH
e =oaey [TiDP06-C215 and the Pooled Phase 111 Trials by Week ]C209-C215-C904-W96- (BZiH)
ZODE?EEE%Z) 96 AVMR
4.2.1.1.25-1 |Mechanism of action and in vitro antiviral activity |#tREH BsEEY
(5.3.5.4.27 |of TNC278 against wild type and non-nucleoside HERES : TMC278- iﬂ%?aﬂj)
NEHEEEE) |reverse transcriptase inhibitorresistant HIV [V1-AVMR =
HREH P
4.2.1.1.25-2 |Raw data for TMC278-1V1-AVMR-RD HEREES - TMC278- ?Eﬁééﬂﬁ
1V1-AVMR-RD =
4.2.1.1.26-1 |Mechanism of Action and in-Vitro Antiviral Activity |[HtHRZEH sEEY
(5.3.5.4.28 |of TMC278 Against Wild Type and NNRTI-Resistant HIV |iXE&ZE S : TMC278- 7&&;%)
NEHEELE) |(Part 2) 1V2-AVMR =
*imié*il' P~
4.2.1.1.26-2 |Raw data for TMC278-1V2-AVMR-RD HERES . TMC278- ?Eﬁééﬂ:j
1V2-AVMR-RD <
4.2.1.1.27 . ) . S HREH
Tenofovir Alafenamide Antiviral Activity in = = . DA 9N S [ 2
géé%g_‘? Combination with Antiretroviral Agents Eiéé%%-q + PC-120 S 4
4.2.1.1.28 |Antiviral Activity of Tenofovir Alafenamide (GS— HRER
(5.3.5.4.31 |7340) and Tenofovir against a Panel of Animal HAERES . PC-120- ik =g
NEHEE) |Viruses 2003
4.2.1.1.29 Profiling of Tenofovir Alafenamide (GS-7340) HREH
(5.3.5.4.32 |Antiviral Activity against HIV-1 and HIV-2 Clinical |:E&ZES : PC-120- SEEE R
NDEHEELE) |Isolates in Primary Cells 2004
421130 |In Vitro Evaluation of 657340 Effects on Qggﬁ R —
211, Mitochondrial DNA Content e EHi
4.2.1.1.31 o . . . HREH
(5.3.5.4.33 %’Acrg;toxmty Profile of Tenofovir Alafenamide (GS- SHERE S . PC-120- ST
NELLE) 2007
. . HREH
Lack of TAF Cytotoxic Effect on Primary Osteoblasts |- 5. pr_{o0. [
4.2.1.1.32 at Clinically Relevant Drug Concentrations ;igf’%%? + PC-120 G
4.2.1.1.33  |Cytotoxicity of Tenofovir Alafenamide (GS-7340) in HRER
(5.3.5.4.34 |Resting and Dividing Peripheral Blood Mononuc!ear HERES : PC-120- SElmE
MDEMEE) |Cells (PBMCs) 2009
4.2.1.1.34 . . . . . HREH
(5.3.5.4.35 I’?gﬁfﬁ\{:g_é\la?ﬂwﬁe In Vitro Resistance Studies SRERZ S . PC-120- ST
DEHRE) » 2011
4.2.1.1.35 . . . . . HREH
(5.3.5.4.36 [t In Vitho Res stance Selection Studies with TF~ Norgeges . po-120- | smimaesy
DEHRLE) 2012
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4.2.1.1.36 HREH
(5.3.5.4.37 |In Vitro Evaluation of TAF Resistance Barrier HERES : PC-120- SEmE
DEHRLE) 2013
4.2.1.1.37 . . . . . HRAEH
In Vitro Resistance Profile of TAF against Patient- | = . {90 [
géé%g? Derived Recombinant HIV-1 Isolates 5;(\;;5%%-5 : PC-120 R
4.2.1.1.38 . . . . . . HREH
(5.3.5. 4. 39 gegcliomizA:2f\<7ri1ir:c|)dﬁsz:s|stance Profile in Multi SRERZ S . PC-120- ST S
nEHERH) |’ y 2015
4.2.1.1.39 Metabolism and Antiretroviral Activity of Tenofovir [#tREH
(5.3.5.4.40 |Alafenamide in CD4+ T Cells and Macrophages from HERE S : PC-120- ik
MDEEE) |Demographically Diverse Donors 2017
Antiviral Activity and Cytotoxicity of TAF *imﬁﬂ =
4.2.1.1.40 M : HERFE S : PC-120- B i s
etabolites 2021
In vitro Anti-HIV Activity of Tenofovir Alafenamide [ttPI&E %}
4.2.1.1.41 in Combination with Emtricitabine, Rilpivirine, and |iXE&&ES : PC-120- SR E R
Efavirenz 2022
221142 .
(5%%;. 43‘3 Intracellular Kinetics of 'C-PMPA in Rhesus Monkeys %gig . P2001025 SEEH
) Ok o :
?5231514422 Activity of Tenofovir gnq Tenofovir.Disoproin %gig - P4331- i}%ééﬂ
DEERE) Fumarate Against Hepatitis B Virus in Cell Culture 00038 (BRiRH)
4.2.1.1.44 lrccests of the K65R Mutation on HIV-1 Replication |PGH | s
(5.3.5.4.43 Capacit SHRERE S : PC-104 (BEI=H)
nEHRH) [P 2004 =
4.2.1.1.45 HREH
(5.3.5.4.44 |In Vitro Phosphorylation of Tenofovir and Abacavir |iR%ERZES : PC-104- SEEH
DEHRLE) 2008
Effect of HIV Protease Inhibitors and Other HREH SEEY
4.2.1.1.46 |Therapeutics on the Transport of Tenofovir by Human |&ERZFE S : PC-104- (”EHE'H:.')
Renal Organic Anion Transporter Type 1 (hOAT1) 2010 =
Effect of HIV Protease Inhibitors on the Transport [|®tRZER sEEY
4.2.1.1.47 |of Tenofovir by Human Renal Organic Anion HERFES : PC-104- (yEﬂE'Hj)
Transporter Type 3 (hOAT3) 2011 =
4.2.1.1.48 |1 Vitro Susceptibility of HBV rtA194T Mutants to  |ILl9rt sEEH
(5.3.5.4.45 |10 100 SUERES  PO-104- | Grien
DEHERH) 2012 =
Comparative /n vitro anti-HBV activity of Adefovir,
4.2.1.1.49 |Tenofovir, Entecavir, Lamivudine, Emtricitabine, HREH sEEY
(5.3.5.4.47 |and Telbivudine. Results of cross-resistance HERE S : PC-174- (ﬁEHE'n':H)
MDEMEE) |testing against clinically important HBV mutants 2003 =
using the recombinant HBV-baculovirus assay system.
4.2.1.1.50 In Vitro Phosphorylation of Tenofovir and fil*lﬁt} SEEH
(5.3.5.4.46 (& i citabine ABRES : PO-164- (BRIZH)
[DEZERED) 2001 <
4.2.1.1.51 . . . . . HREH
(5.3.5. 4. 50 Elgtryilg‘fak?iens; stance Selection with Tenofovir and SRERZ S . PO-164- SEEH
[OEXERED) 2005
4.2.1.1.52 |Virology Study Report for the Truvada Subset of the [#HR&EH sEEY
(5.3.5.4.49 |TMC278-TiDP6-C209 and TMC278-TiDP6-C215 Clinical HERE S . PC-264- fﬂ?aﬂj)
NDEHFLE) |[Trial Virologic Failures by Week 48 2005 =
4.2.1.1.53 . . S HREH
(535 4 51 \S/’Icﬂg:giy Analysis Plan for the E/C/F/TAF Clinical SHEREE . PC-120- SEEEE
[OEXERED) 2010
4.2.1.1.54 Integrated Virology Study Report for Phase 2 and HRER
(5.3.5.4.52 |Phase 3 Clinical Studies Evaluating E/C/F/TAF for HERFES : PC-120- SmE R
MDEMESE) |the Treatment of HIV-1 Infection 2020
4.2.1.2 BIRpFEERER
42121 Effect of Antiviral Nucleoside Analogues on %%gg %%E’.éﬂ
Mitochondrial DNA Synthesis in Molt-4 Cells T672/93/0016 (BERH)
Effect of 52491 on Mitochondrial DNA Synthesis in |ILPIickt sEEH
42122 lyoit4 Cells ARES (BRi2H)
TGZZ/93/0023 =
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An /n vitro evaluation of the effects on cell
growth and mitochondrial functions in the MT2 cell |#tR&EH o
4.2.1.2.3 line after long term exposure to antiviral HERES ;- 11963-V2 SEARM
xenobiotics
49194 FTC: In Vitro Autonomic Pharmacology of 524W91 and ﬁggﬁ SEEH
e s its Effects on Peripheral Autonomic Receptors ?1322/9570-055 (BERH)
HREH 55 ey
4.2.1.2.5 FTC: In Vitro Receptor Binding Potencies of 524W91 |HERFES : (gﬂ\i%;cfﬂjj
TPZ7/93/0002 <
PHARMACOLOGY DATA REPORT (To evaluate possible *%";gﬁ R R
4.2.1.2.6-1 |gastric anti-secretory activity of TMC278.HCL in ?IiBPG—ITEZM (”EHE.H:I.)
the Gastric Acidity, Pentagastrin assay) (TOX7649) <
S . HREH
Individual Tests Data Report (To evaluate, in = o . _ PR~
4.2.1.2.6-2 |Tissue assays, the activity of test compound ﬁg%ﬁﬁmlmczm (ﬂﬁi%?éé.'jﬁ
TMC278. HC 1) (TOX7649) ®
o . HREH
Individual Tests Data Report (To evaluate, in = = 3 2o 2 2
4.2.1.2.6-3 |Enzyme assays, the activity of test compound ﬁgﬁ%{;ﬁiﬁmlMCNS (’Eﬁﬁﬂﬁ
TMC278. HC 1) (TOX7649) ®
Testing of TMC278 compound with pol @, pol B and fil*]ﬁtl SEEH
4. 2 1 2 7 0| uﬁn%ﬁ%"? . (EE?EII:EI)
pol ¥ 1646_0005343 =
S| % A=
42.1.2.8  |STUDY OF R278474 IN VARIOUS RECEPTOR BINDING ASSAYS E%";gg - g70210 (Eﬁfﬂj‘j
4.2.1.2.9 . . B HREH
(4.2.1.1.30 |40 Vitro Evatuatlon of G3-7340 Effects on SHERES : PC-120- SEff AR
DEELE) 2006
. . . HREH
Evaluation of Tenofovir Alafenamide (GS-7340) = = . PA_q90 = 22
4.2.1.2.10 Effects on Human Myeloid and Erythroid Progenitors Ei(‘;?%E? + PC-120 S 4
Tenofovir Alafenamide is Not a Substrate for Renal |#tH&EH
4.2.1.2. 11 Organic Anion Transporters (0ATs) and Does Not HERES . PC-120- SEmE
Exhibit OAT-Dependent Cytotoxicity 2018
4.2.1.2.12 o o L HREH
(4.2.1.1.40 [sntiviral Activity and Gytotoxicity of TAF SHERES : PC-120- SEAf R
NDEEFEZE) 2021
491913 [|In vitro assessment of tenofovir mitochondrial E%@éﬁ . P1278- SEEN
Te e toxicity — comparison with approved NRTIs 510042 = (BRI H)
MINI-VALIDATION OF A HIGH PERFORMANCE LIQUID
491914 CHROMATOGRAPHIC MASS SPECTROMETRIC METHOD FOR THE HREH BEEE
e s DETERMINATION OF GS-1278 (R-PMPA) IN DOG PLASMA HERE S - P4331-0037 | =
(EDTA)
491915 (M SpectrunScreen™ of GS-1278 and GS-4331- [tEP9&# BEEH
J2.1.2. 05 SHERZES : V2000020 (BRIRE)
Mitochondrial Toxicity of Combinations of HREH sEEY
4.2.1.2.16  |Nucleoside and Nucleotide Analogue Reverse- HERES : TX-104- ?EE?EH:II)
Transcriptase Inhibitors in HepG2 cells 2001 =
4.2.1.3 ReMRBEHR
49131 General High Dose Pharmacology Testing Results for [#tH&E#H SEEH
Ce Y FTC HERES - 477 (BRI H)
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4913, [F1C: Effects of 524191 on Isolated Cardiac Muscle %‘;’i*ﬁ , ]
Se of Rat, Guinea-Pig and Cat ?IP“ZZ/QZO-OSG (BERH)
49133 FTC: Effects of 524W91 on Systolic Blood Pressure %g;gﬁ SEEH
s and Heart Rate of Conscious Normotensive Rats ?P%Z/QZ0.0W (BERH)
FTC: Effects of Intravenous Injections of 524W91 on |#tH&EH SEEY
4.2.1.3.4 Cardiovascular, Respiratory and Autonomic Function [HERFES : (yEHE'n':H)
in Anesthetized Dogs TPZ7/92/0076 =
49135 FTC: General Pharmacology of 524W91 Over an ﬁ%gﬁ SEEH
s Extended Dose Range in Mice and Rats ?IPEZ/Q(?;O.ON (BRI H)
. I . HREH
492136 Elgboﬁm‘ﬁztiﬁngggwm on Gonditioned Avoidance SERED . sEEH
TPZ7/93/0119
Evaluation of the concentration of JNJ-16150108- R
42137 AAA-23562791 (TMC278: rilpivirine) in dummy runs of SHEREE . 10278 SEEN
t the isolated, Langendorff-perfused rabbit heart ﬁi)PG—lEéEﬂ (BERH)
experimental set-up [HIV]
Effects of R278474 on cardio—haemodynamic and -
electrophysiological parameters in combination with
49138 the determination of R278474 in plasma, heart and HRER SEEH
s lung tissue in anaesthetized guinea—pigs: dose SHERE S : CPF643 (BRI )
0.16, 0.32, 0.64, 1.25, 2.5 and 5 mg/kg
intravenously [anti-HIV; Dip 29]
Plasma concentrations of R278474 during a single
intravenous 1-h infusion of the compound at 5 mg/kg
492139 in anesthetized beagle dogs in a pharmacological HREH SEEH
s study on the cardiovascular, cardio— HERFES - FK4126 (BRI H)
electrophysiologic and pulmonary effects of R278474
(CPF648)
Effects of R278474 on cardiovascular and behaviour o PR—
4.2.1.3.10-1 |parameters in instrumented, awake dogs: single oral ﬁg;iﬂ . CPF654 (/yﬂﬁﬁé—)l
dose of 20 mg/kg [anti-HIV: Dip 29] RRARET ®
Plasma concentrations of R278474 after single oral
administration of the compound at 20 mg/kg to P o 2y
4.2.1.3.10-2 |awake, chronically instrumented beagle dogs in a ﬁgiﬂ - FK4125 (zﬂi%?fﬂj:;
pharmacological study on the cardiovascular and b = -
behavioural effects of R278474 (CPF654)

Effects of R278474 on the membrane K* current Iy, in %%@gg . sEaH
4.2.1.3.11  |HERG-transfected CHO cells compared to astemizole EP%730/GE'P JAN 108 0 (/EH-E:H::')
and terfenadine [anti-HIV; Dip 29] 20200
4.9 13 191 |Effects on cardiovascular and respiratory function [ttP%# SEEN
S in the telemetered dog EERFE S - Expb5hb (BERH)

Toxicokinetics of R278474 in the telemetered beagle
4913 19-2 dog in a single dose escalation oral toxicity study |#tH&EH SEEH
Ce Y (M study No. 843412/Exp. No. 5555) on aqueous RERE S FK4280 (BRiRH)
solutions of R278474 at 20, 80 and 160 mg/kg
491313 Single Dose Oral Safety Pharmacology Study in the HRER SEEH
s Rat: The Modified Irwin’ s Test SHERES : Expb560 (BEIR )
Effects of R278474 in the isolated, spontaneously o P
4.2.1.3.14 beating right atrium of the guinea-pig [anti-HIV; %%@ig . N168576 (’Eﬁfﬂﬁ

Dip 29]
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Effects of a daily oral dose of 10 mg/kg of TMC278
(JNJ-16150108-AAA) or 160 mg/kg p.o. of JNJ- HREH sEEY
4.2.1.3.15 26892567-AAA (efavirenz) during 16 days on ECG HERE S . TMC278- TEJE?E'tH)
parameters, heart rate and body temperature in TiDP6-NC327 =
freely-moving telemetered guinea-pigs
HERG-Lite Assay: Effects of 10 Test Articles on HREH sEEN
4.2.1.3.16 |Cloned hERG Channel Surface Expression in Mammalian |iRXEXZFES : TMC278- ?EE?E'H:.')
Cells TiDP6-NC330 =
491317 |Effests of JNJ-16150108-AAA and JNJ-26892567-ARA on *%";?j meote. | BEES
o Cardiac lon Channels Expressed in Mammalian Cells ?IiBPG—I:I?)Sﬁ (BR1RH)
| o | | HREH sEEY
4.2.1.3.18 |The chemical stability '“C-TMC278 in HERG medium HERE S - TMC278- (BEi=tH)
TiDP6-NC338 <
Electrophysiological evaluation of TMC278 P
491319 (rilpivirine: JNJ-16150108-AAA-23562791; TMC181560) SHEREE - TNC278- SEEH
o in isolated, arterially-perfused rabbit ventricular ?ii)PG—I?l%B.M (BE1RH)
wedge preparations [Anti-HIV]
Effects of rilpivirine (JNJ-16150108-AAA-23562791, R
491390 |MNG278) on the membrane K* current Iy in SEREE . TNC278- SEEH
o KvLQT1/minK-transfected CHO cells compared to HMR TiDP6-NC342 (BRRH)
1556 [antiviral HIV]
A CARDIOVASCULAR PROFILE STUDY FOLLOWING A SINGLE 2R
4.2.1.3. 21 ORAL ADMINISTRATION OF GS-7340-02 IN THE SHERZE S . D2000006 Eafikeg
UNRESTRAINED CONSCIOUS BEAGLE DOG AR =
. HREH
Effects of GS-7340-03 on Cloned hERG Potassium = = . DA 9N S [ 22
4.2.1.3.22 Channels Expressed in Human Embryonic Kidney Cells Eiég?g? : PC-120 B 4
4913 93 A PHARMACOLOGICAL ASSESSMENT OF THE EFFECT OF GS- HREH ST AR
Ce Y 7340-02 ON GASTROINTESTINAL MOTILITY IN THE RAT SHERFE S : RO90187 "
A PHARMACOLOGICAL SAFETY ASSESSMENT OF THE EFFECT 2 RE
4.2.1.3.24 OF GS-7340-02 ON THE CENTRAL NERVOUS SYSTEM OF THE SKEAZ S . ROO018S SR EF
RAT az\n g"? .
4.2.1.4 BENFENEDHEEEASR
4.2.1.4.1 HIV-1 Dual Drug Combination Study of Emtricitabine, Timﬁﬁ oA SEER
géé%g? Rilpivirine, and Tenofovir Eiéé%%ﬁ + PC-264 (BRI H)
42149 HIV-1 Triple Drug Combination Study of ﬁgiﬁ - PC-264— SEER
Se Emtricitabine, Rilpivirine, and Tenofovir 51002 = (BRI H)
49143 In Vitro Anti-HIV Synergy Studies of Tenofovir and ﬁ%@iﬂ . PC-164- SEER
s Emtricitabine 51002 = (BERH)
Combination Study of GS-9137 with Emtricitabine and |fLPasctt sEEH
4.2.1.4.4 . HERES  PC-183- a
Tenofovir 2004 (BRI H)
4.2.2 EMEEFER
4.2.2.1 SWERUNY T— 3 VREE
DETERMINATION OF EMTRICITABINE IN MOUSE, MONKEY AND |#tR&E#} oy
4.2.2.1.1  \RABBIT PLASMA BY LC/MS/NS HBREE . 6150v] SEAN
Determination of Emtricitabine in Human, Rat, and HRER 325 41
4.2.2.1.2 |yciice Plasma using LC/MS/MS HEBREE . 6447v5 SEAN
Determination of Emtricitabine in Human or Monkey HRER 225 41y
4.2.2.1.3  1yine by LC/MS/MS SHEREE . 7582v1 SEAN
492914 DETERMINATION OF TP-0006/96 IN HUMAN, MOUSE AND HREH SEERH
Ce e MONKEY PLASMA AND HUMAN URINE BY HPLC-MS (SIM) SHERES - 97/001. 01 =
49915 Validation (partial) of an LC-MS/MS method for the [#tRZE$l SEEH
ne e determination of R278474 in rabbit EDTA plasma SAERE S : BA104 (BEIZH)
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Validation of an LC-MS/MS method for the P 20 i
S . . HREH SEEH
4.2.2.1.6 3T2232|nat|on of R278474 in dog EDTA and heparin SHESES . FKA169 (BEIELH)
49917 Validation (full) of an LC-MS/MS method for the HREH SEEH
e determination of R278474 in rat EDTA plasma SHERES : FK4170 (BRizH)
42218 Validation (partial) of an LC-MS/MS method for the |#tRZEH SEEH
e e determination of R278474 in mouse EDTA plasma HERES - FK4240 (BRi2H)
The metabolic stability, metabolism and excretion [ o~
4.2.2.1.9 of R278474 in the male SPF Sprague-Dawley rat after i%g;é;tj_ FKA686 ?i;?fiji
a single oral dose of '"C-R278474 at 10 mg/kg B = ®
Validation (partial) of an LC-MS/MS method for the [#tH&EH sEEY
4.2.2.1.10 |determination of TMC278 (JNJ-16150108) in HERES . TMC278- (”EHE.H:.‘)
cynomolgus EDTA plasma NGC273 =
THE DETERMINATION OF GS-1278 (R-PMPA) IN RAT PLASMA 2t P
4.2.2.1.11 (HEPARIN) USING HIGH PERFORMANCE LIQUID SRERZ S . 001092/NGE Bl 2]
CHROMATOGRAPHY WITH MASS SPECTROMETRIC DETECTION ARBR TS
THE DETERMINATION OF GS-1278 (R-PMPA) IN RHESUS 2B
4.2.2.1.12  |MONKEY PLASMA (EDTA) USING A HIGH PERFORMANCE SKESES . 010520/PDN Ealik=g )
LIQUID CHROMATOGRAPHIC MASS SPECTROMETRIC METHOD ARBR TS
THE DETERMINATION OF GS-7340 IN RHESUS MONKEY 2 RE
4.2.2.1.13  |PLASMA (EDTA) USING A HIGH PERFORMANGCE LIQUID SRERZ S . 010521 /PHZ Bl 2]
CHROMATOGRAPHIC MASS SPECTROMETRIC METHOD RRRRES
THE DETERMINATION OF GS-1278 (R-PMPA) IN DOG
499114 PERIPHERAL BLOOD MONONUCLEAR CELLS (PBMC) USING HREH 4 )
e HIGH PERFORMANCE LIQUID CHROMATOGRAPHY WITH MASS SRERE S - 993680/MYS | ™
SPECTROMETRIC DETECTION
A HIGH PERFORMANCE LIQUID CHROMATOGRAPHIC MASS HREH
4.2.2.1.15 |SPECTROMETRIC METHOD FOR THE DETERMINATION OF TOTAL |iREXZES : AA01240- ST &
GS-1278 (R-PMPA) IN MONKEY PBMC RQZ
Abbreviated Validation of a Method for the HREH
4.2.2.1.16 Determination of GS-7340 and R-PMPA in Rat Plasma RERES : BA-120- SEmE H
by HPLC with MS/MS Detection 2003
Validation of a Method for the Determination of GS- [ftA&EH
4.2.2.1.17 7340 and R-PMPA in Mouse Plasma by HPLC with MS/MS |:{ERZES : BA-120- SEEE R
Detection 2004
Abbreviated Validation of a Method for the HREH
4.2.2.1.18 |Determination of GS-7340 and R-PMPA in Rabbit RERZES : BA-120- Eafik=g
Plasma by HPLC with MS/MS Detection 2005
The Determination of GS-7340 in Rhesus Monkey HREH
4.2.2.1.19 Plasma Using High Performance Liquid Chromatography |:{ERZFES : BA-120- SEEE R
with Mass Spectrometric Detection 2010
The Determination of Tenofovir in Rhesus Monkey HREH
4.2.2.1.20 |Plasma Using High Performance Liquid Chromatography |iXEXRZES : BA-120- SR E R
with Mass Spectrometric Detection 2011
The Determination of GS-1278 (R-PMPA) in Rhesus B
Monkey Peripheral Blood Mononuclear Cells (PBMC) = = RA_190. [
4.2.2.1.21 Using High Performance Liquid Chromatography with 5%§§%§15 + BA-120 B 4

Mass Spectrometric Detection
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A High Performance Liquid Chromatographic Mass HREH
4.2.2.1.22 |[Spectrometric Method for the Determination of Total [&ERZFES : BA-120- Ry
GS-1278 (R-PMPA) in Monkey PBMC in PBS 2013
A HIGH PERFORMANCE LIQUID CHROMATOGRAPHIC MASS G
SPECTROMETRIC METHOD FOR THE DETERMINATION OF GS- = o p _ = [ 2 s
4.2.2.1.23 11978  (R-PMPA) IN RAT PLASMA SPECIFIC TO GILEAD RERES : RBA TOK- | FREAR
SCIENCES
VALIDATION OF AN HPLC ASSAY FOR THE QUANTITATION OF |#tR&E#l
4.2.2.1.24 GS-1278 (PMPA) IN RAT PLASMA AND CROSS-VALIDATION HERFE S : P1278- SEEH
IN CYNOMOLGUS MONKEY PLASMA 00001
HREH
CROSS-VALIDATION OF AN HPLGC ASSAY FOR THE — o _ o~
4.2.2.1.25 |qUANTITATION OF GS-1278 (PMPA) IN DOG PLASMA PAES  P128 SEAH
Validation of a High Performance Liquid
Chromatographic Mass Spectrometric Method for the HRER
4.2.2.1.26 [Determination of GS-1278 (R-PMPA) in Rat Plasma HERES - P1278- SEEH
(Sodium Citrate); Cross—Validation of GS-1278 (R- 00028
PMPA) in Rat Plasma (Heparin)
VALIDATION OF A HIGH PERFORMANCE LIQUID 2 RE
499197 CHROMATOGRAPHIC MASS SPECTROMETRIC METHOD FOR THE HERE S . P1278- SEEY
e DETERMINATION OF GS-1278 (R-PMPA) IN MONKEY PLASMA |F=~&75 z
00029
(EDTA)
VALIDATION OF A HIGH PERFORMANCE LIQUID HRAEH
4.2.2.1.28 CHROMATOGRAPHIC MASS SPECTROMETRIC METHOD FOR THE HERE S . P1278- SEEH
DETERMINATION OF GS-1278 (R-PMPA) IN RAT MILK 00034
499199 MINI-VALIDATION OF A HIGH PERFORMANCE LIQUID
k4 9 1'2 14 CHROMATOGRAPHIC MASS SPECTROMETRIC METHOD FOR THE HREH SEEH
e =k DETERMINATION OF GS-1278 (R-PMPA) IN DOG PLASMA HERF S P4331-0037 =
O)E*Eﬁaﬁ) (EDTA)
CROSS—-VALIDATION OF AN HPLC METHOD FOR THE HRAEH
4.2.2.1.30 QUANTITATION OF GS-1278 (PMPA) IN RABBIT PLASMA AND |[:XB&ZFES : P4331-035- | &&EEH
DETERMINATION OF PMPA IN RABBIT PLASMA SAMPLES 3
4.2.2.2 TRIY
Pharmacokinetic Study in Male Mice Following Single O O
4.2.2.2.1 Oral and Intravenous Administration of L-(-)- Egiﬁ . 00101 ?Eﬁééﬂﬁ
2" 3 -Dideoxy-5-Fluoro-3" -Thiacytidine RRERETS e
Pharmacokinetic Study in Male Cynomolgus Monkeys
419999 Following Single Oral and Intravenous HREH SEEH
e e Administration of L-(-)-2" ,3 -Dideoxy-5-Fluoro- HERES - 00301 (BRI H)
3’ -Thiacytidine
42293 |FTC: Pharnacokinetics of 524091 in Male CD-1 Mice *%g;i*j SEAR
e e s Following Oral and Intravenous Administration ?E}N/9§70603 (BRiRH)
42924 |FTC: EXTOI2: Pharmacokinetics of 100 mg/kg Oral and *%%V;?j SEEH
S Intravenous 524W91 in Male CD-1 Mice ?E]N/9§70604 (BERH)
FTC: A Pharmacokinetic Study of 524W91 in HREH sEEY
4.2.2.2.5 Cynomolgus Monkeys following Oral and Intravenous HEES EEE?EHH)
Administration TEZZ/93/0019 =
Evaluation of the Oral Bioavailability and
42996 Pharmacokinetics of R278474 in Male Cynomolgus HREHR SEEH
e e s Monkeys following Single Oral and Intravenous Bolus |3%ERZES : DM02403 (BERH)

Administration
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Pharmacokinetics and tissue distribution in male
Sprague-Dawley rats after single intravenous
administration (slow bolus injection) of a
PEG400/sterile water (75/25) solution at 4 mg sl o
4.2.2.2.7  |R278474/kg and absorption and tissue distribution |SEVTE Lo FrsE oA
after single oral administration of a solution of AAERTETS =
PEG400 + citric acid (10%) at 40, 160 and 400 mg
R278474/kg and of a solution of PEG400 at 40 mg
R278474/kg
Pharmacokinetics and absolute and relative
bioavailability in male beagle dogs after single
42298 intravenous administration of a 75 % PEG400/25 % HREH SEEH
CE e sterile water solution of R278474 at 1.25 mg/kg and |HERZFES : FK4231 (ERigH)
after single oral administration of different
formulations of R278474 at 5 mg/kg
Pharmacokinetics of R278474 in female white New
492999 Zealand rabbits after single intravenous HRER SEEH
ne el administration of a 75 % PEG400 / 25 % sterile HERE S : FK4293 (ERi2H)
water solution of R278474 at 1.25, 2.9 and 4 mg/kg
Determination of the /n vitro transport
characteristics of TMC278, evaluation of the P
i52322251?00 possible role of P-glycoprotein in TMC278 transport :%g;é;é;_ TMC278- SEEH
EE%Eéﬂgﬁj and assessment of possible inhibition of P- ﬁ0}04 : (BRI H)
" glycoprotein activity by TMC278: a study in Caco-2
mono | ayers
Pharmacokinetics and relative bioavailability of
R278474 in SPF Sprague Dawley rats after single R
4929911 oral administration of R278474 at 40 mg base eq. /kg SHEREE . THC278- SEZEH
ne given as an oral PEG400 solution R278474. HCI ﬁCiOG = (BRI H)
(R314585) and R278474-fumarate salt (R366650) given
as a suspension (Tibotec Ref. No. R278474-NC106)
A study on the possible food effect on the
pharmacokinetics and relative bioavailability of HREH ]
4.2.2.2.12 |R278474 after single oral administration of R278474 |&HERZES : TMC278- ;EE?EHH)
at 5 mg eq. /kg given as an oral PEG400/Citric acid [NC163 =
solution (Tibotec Ref. No. R278474/NC163)
4299213 TMC278 HCI Oral (gavage) pharmacokinetic study in g&g;é;ij_ MC278- SEEH
e the female cynomolgus monkey ﬁCé49 = (BERH)
TMC278 HCI Pharmacokinetics of TMC278 after single [#tH&EH sEEY
4.2.2.2.14 |and repeated oral administration of TMC278 HCI in HERES : TMC278- EEE?EHH)
female monkeys NC326 =
A pilot study on the transepithelial transport of
R278474, the role of P-glycoprotein (P-gp) in the HREH sEEY
4.2.2.2.15 |transepithelial transport of R278474 across Caco-2 |iXERFE S : TMC278- EEE?EHH)
monolayers and on the possible inhibition of human |TiDP6-FK4155 =
intestinal P-gp by R278474
. . S HREH
Analysis of Data from SRI Oral Bioavailability — 5 . 00 NN R
4.2.2.2.16  Iotudy M059-98 of 6S-7340 in Dogs PR S ool Gkt
Collection of Samples for Determination of the HRER
4.2.2.2.17 |Pharmacokinetics of GS-7340-02 and GS-7340-03 After |iRXERZES : AD-120- Ry
a Single Oral Dose to Mice 2014
Collection of Samples for Determination of the HREH
4.2.2.2.18 Pharmacokinetics of GS-7340-02 and GS-7340-03 After |:EXZES : AD-120- ER i )

a Single Oral Dose to Rats

2015

10
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&S =2 = FEA & 4
FHEHES 54 b B SERY
Collection of Samples for Determination of the A
Pharmacokinetics of GS-7340-03 After a Single Oral | 5. AN_1 90 S 4 22
4.2.2.2.19 Gavage Dose to Male and Female 001178-W (wild type) fg?%gﬁ + AD-120 A £ 44
Mice
Plasma and Liver Pharmacokinetics of Tenofovir HREH
4.2.2.2.20 Alafenamide (GS-7340) Following 7-Day Oral HERZES : AD-120- ER i 5
Administration in Male Beagle Dogs 2033
Plasma and Liver Pharmacokinetics of Tenofovir HRER
4.2.2.2.21 |Alafenamide (TAF) Following Single Oral HERE S : AD-120- iy
Administration in Male Beagle Dogs 2034
4.2.2.2.22 . L , HREH
7522 [fsertetion Dvendart ki of TeweforirSag® o0 | simse
DEHEH) & Y 2037
Toxicokinetics of a 28-Day Oral Gavage Toxicity HRER =i 225
4.2.2.2.23  |st,dy of 6S-7340-02 in the Beagle Dog SEREE - D990175-pK | AT
A Single Dose Pharmacokinetic and Oral P i
4.2.2.2.24 Bioavailability Study of GS-7340-02 in Rhesus SHEREE . P200008T SMmEF
Monkeys RREAET
Toxicokinetics from a 28 Day Toxicity Study of GS- [#tREH
4.2.2.2.25 |7340-02 and Tenofovir (GS-1278) Administered Orally |iXE&&ES : P2000114- S E H
to Rhesus Monkeys PK
Compar ison of Plasma Pharmacokinetics in Rats of
Tenofovir Following Oral Administration of GS-7340- |¥tR&H PR
4.2.2.2.26 02 or Tenofovir DF as Either a Suspension in CMC or [EXE&Z& S : R2000065 SEAN
a Solution in Citric Acid
Tenofovir (GS-1278) Plasma Pharmacokinetics R
4.2.2.2.27 Following a Single Oral Dose of GS-7340-02 in the SHERE S . RO90130 B i s
Male Albino Rat BRARET
492998 A Single Dose Oral Bioavailability Study of HREH SEEH
Ce e Tenofovir DF in Rhesus Monkeys AERFE S : P2000031 (ERi2H)
4.2.2.3 9%
‘}'52'32'23'21 A0 Protein Binding of 524W91 in Human, Monkey, Mouse ggiﬁ _ SEEH
Pt and Rabbit Plasma pAEAES (BERH)
) TBZ2/93/0025
492939 ["C]1TP-0006: A Tissue Distribution and Excretion HRNEH SEEH
o Study in Rats HERES - T0X092 (BERH)
499331 |16 Toxicokinetic Study to Determine Fetal HREH SEZEH
Co e Exposures in CD-1 Mice Given TP-0006 Orally HERZES - T0X103 (BEIZH)
FTC: Toxicokinetic Study to Determine Fetal O~ 2 2y
4.2.2.3.3-2 |Exposures in CD-1 Mice Given TP-0006 Orally ﬁgiﬁ . TOX103 (”E%%;E’.été:;
(AMENDMENT TO THE FINAL REPORT) RARETS ®
The protein binding of R278474 in plasma from man, 2 RE SEEY
4.2.2.3.4 mglljgedog, male and female rat and male and female SREAZE S . FKA217 (EEIEH)
Tissue distribution of '“C-R278474, as studied by p—
429235 whole-body autoradiography, in the pigmented male SEREE . TNC278- SEEH
I rat after single oral administration of '*C-R278474 NC108 (BRfRH)
at 40 mg/kg (Tibotec Ref. No. TMC278-NC108)
Tissue distribution and placental transfer of 140 .
TMC278, as studied by whole-body autoradiography, HREH sEEY
4.2.2.3.6 in the pregnant Sprague-Dawley rat after single HERES - TNC278- (/EH;E.EH:.‘)
oral administration at 40 mg/kg (Tibotec Ref: NC109
TMC278-TiDP6-NG109)
12.52.32.23.1710) The plasma protein binding and blood distribution ﬁgiﬁ . THC278- SEEH
S of TMC278 in animals and man FII()'HZ = (BERH)
The distribution of 'C-THC278 in blood and protein |ttPa& ¥t P—
4.2.2.3.8 binding of 146-TMC278 in plasma from monkey and SERES - TMC278- (/EE?zE'En‘ij)
guinea pig NG332

11
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49939 |Mosorption and Distribution of '*C-GS-7340 Following E%@ig - AD-120- ST
e Single and Multiple Oral Doses to Dogs ;0'09 ' i
Pharmacokinetics, Absorption, Distribution, and HREE
4.2.2.3.10  [Excretion of 'C-GS-7340 Following Oral HERES : AD-120- Bl
Administration to Mice 2011
Pharmacokinetics, Distribution, Metabolism, and HHEHE
4.2.2.3.11  [Excretion of 'C-6S-7340 Following Single Oral HERES - AD-120- Bl s
Administration to Rats 2020
4.2.2.3.12 HREH
(5.3.2.1.20 |Plasma Protein Binding of GS-7340 HERZES - AD-120- k=g Sl
EERH) 2026
Analysis of Data from Oread BioSafety Study G545 2t P
4.2.2.3.13  |"Tissue Distribution of '“C-GS-7340 in Beagle Dogs |xgazem . pgogi73-gp | HimAH
Following Oral Administration” o ’
Determination of Distribution of ['CIPMPA (GS-1278) |[#tM&EH -
4.2.2.3.14  [in Male Rats Following Single Administration Using [FERZES : 95-DDM- (JEH-E:Hj)
Whole Body Autoradiography 1278-002
499315 Placental Transfer and Pharmacokinetics of PMPA ﬁ%@iﬂ - 96-DDN- SEEH
S e (GS-1278) in Infant Rhesus Monkeys ?12;8—0(-%. (BERH)
22318 |protein Binding of Cidofovir, Cyclic HPIPC, PHEA *ﬁcgiﬁ — SEEH
@E%ﬁ;ﬂﬁ) and PMPA in Human Plasma and Serum 510'039_ f : (BRI H)
Pharmacokinetics of Tenofovir in Healthy Adult P PR
4.2.2.3.17 Female Lactating Rhesus Monkeys Following a Single ﬁ%@iﬁ . P2000116 (yﬂﬁaﬁﬂﬁ
30 mg/kg Subcutaneous Dose of Tenofovir RAERETS =
4,2.2. 4 R
In Vitro Evaluation of Emtricitabine (FTC) as an
4.2.2.4.1 Inhibitor of Human Cytochrome P450 Enzymes and 5 - P~ P
(5.3.2.2.1® |Uridine Diphosphate Glucuronosyl| Transferase (UGT) ﬁgiﬁ 15247 (/’Eﬁfﬂﬁ
EERH) (MM Project No. 48171, Triangle Protocol No. PDM- [™**®™= - <
006)
IDENTIFICATION OF THE PRINGIPAL HUMAN GCYTOCHROME
49949 P450 ISOENZYME (S) AND POTENTIAL GLUCURONIDATION
('5 3 2 2 °M RESPONSIBLE FOR THE METABOLISM OF EMTRICITABINE HREH SEEH
E%’E‘Eﬁ) (FTC) USING HUMAN LIVER MICROSOMES AND BACTOSOMES HERZES : 15396v1 (BERH)
" CONTAINING cDNA-EXPRESSED HUMAN CYTOCHROME P450
[SOENZYMES
FTC: Metabolic Disposition and Balance Studies in HREE 2 st e
4.2.2.4.3 Male CD-1 Mice Following Oral Administration of 120 |:HE&TEE . Eﬂﬁﬁfﬂj)l
mg/kg [6-°H]1524W91 (EXT020) TEIN/93/0015 =
FTC: Metabolic Disposition of 80 mg/kg Orally HREH Sy
4.2.2.4.4 Administered [6-°H]1524W91 in Cynomolgus Monkeys HERES (”EHE.HZ.)
(EXT021) TEIN/93/0016 =
Metabolism and Excretion of ['*C]TP-0006 Following ) )
492945 Oral Administration to Male Cynomolgus Monkeys HREH SEER
e M Study No. 6758-118; Quest Study No. 60- HERFE S : TOX063 (BRI H)
9809; T0X063)
An /jn-vitro study on the mechanism based inhibition [#tRZE#} =i 4 32
4.2.2.4.6  TapD) of CYP2CY by TMC278 (non-GLP) SEREE - FKI0162 S A

12
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49947 A pilot study on the interaction of R278474 on
('5 3 2 2 50 CYP1A2, CYP2A6, CYP2C8,9,10, CYP2G19, CYP2D6, HREH SEEH
E%’E‘E%}Z) CYP2E1, CYP3A4, CYP3A5 and CYP4A in human |iver HERFES : FK4123 (BERH)
" microsomes
49948 An /n vitro study on the microsomal cytochrome P- [#tAEH SEER
e 450 form(s) involved in the metabolism of R278474 SHERES : FK4151 (BRizH)
The /n vitro metabolism of R278474 in hepatocytes
492949 and liver subcellular fractions of male and female |#tR&EH® SEER
S Albino Swiss mouse, male and female Sprague Dawley [3XERZES : FK4152 (BRI H)
rat, female rabbit, male Beagle dog and man
Study on the possible induction and/or inhibition
of hepatic drug metabolizing enzymes by R278474 in
4992410 male and female Sprague Dawley rats, after oral HREH SEEH
Ce e administration by gavage for 2 weeks at doses of 0, [ERERZES : FK4247 (ERi2H)
40, 120 and 400 mg/kg body weight/day (Exp. No.
5535)
Estimation of the effect of R278474 on the - -~
4.2.2.4. 11 metabolism of co-administered drugs by the ﬁgiﬂ . FK4288 ?E\E%;E"éﬂj;
determination of the K, and V,, of R278474 AR =
429412 Identification of the GST isoforms (alpha, mu and *imﬁﬂ SEEH
e pi) involved in the metabolism of '“C-R278474 HERES : FK4T89 (BRi=H)
In vitro Evaluation of Four NCEs as Inducers of P 2 22 25 iy
4.2.2.4.13 |Glutathione S-transferases in Cultured Human ﬁgiﬁ . FK4824 (/”E%%;E’.éﬂj;
Hepatocytes AR =
The /n-vitro metabolism of 'C-TMC278 in hepatocytes .
4.2.2.4.14  |and liver subcellular fractions of male and female [HtPEH sEEY
(5.3.2.2.60 [Swiss albino mice, male and female black Agouti RERES . TMC278- (/EE?EH:‘.)
HERH) rasH2 microinjected mice, male and female rats, NC102
female rabbit, male dog and man
The metabolism and excretion of 'C-TMC278 in the  |(tPI&H s EH
4.2.2.4.15 male and female Sprague-Dawley rat after single HERES - TMC278- (ﬂEH-E:n':H)
oral administration of '“C-TMC278 at 40 mg/kg NC113
The absorption, metabolism and excretion of TMC278 |xtp&H PR
4.2.2.4.16 in the male Beagle dog after a single oral dose of |i{E&ZEE : TMC278- ?Ef?ééﬂj-)l
1%C-TMC278 at 5 mg/kg (Tibotec Ref: TMC278-NC114) NC114 ®
A study of the effects of TMC278 on some hepatic 2t P
499417 enzyme activities after oral administration for six SEREE . TNC278- SEZEH
ne e months at doses of 0, 5, 10 and 40 mg/kg/day to ITCMO = (BERH)
male and female beagle dogs
An /n vitro study to (&) identify the microsomal
4.2.2.4.18 |cytochrome P-450 iso-enzymes mediating TMC278 HREH sEEY
(5.3.2.2.70 |metabolism (reaction phenotyping) and to ( 4) HERES - TMC278- il
(BERH)
EERH) determine the kinetics of TMC278 metabolism in NC141 =
human |iver microsomes
Biliary excretion and identification of biliary S
499419 metabolites of TMC278 in male Sprague-Dawley rats f‘t%@iﬁ TMC278- SEEH
e after a single oral dose of '"C-TMC278 at 40 mg/kg II:IIC‘145 = (BRiRH)
(Tibotec Ref: TMC278-NC145)
- - HREF s
Metabolite patterns of R278474 in plasma of man, K o _ SEZEH
422420 4ogs, rats, mice and rabbits ﬁié??é%? : The278 (BEfR )
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4 325 ] 3. . PR &
The absorption, metabolism and excretion of TMC278 o~
%52'32'24'22130) after a single oral dose of 150 mg in healthy male ﬁgiﬁ . THC278- SEEH
E*Egaﬁ) subjects (clinical trial TMC278-C119) (TMC278- II:IIC‘157 = (BRI H)
i TiDP6-NC157)
4.2.2.4.22 |An in vitro study to assess the potential of TMC278 |#tH&EH sEEY
(5.3.2.2.90m |[to induce CYP enzyme activities in cryopreserved HERE S . TMC278- (yEHE'Hj)
ERRH) human hepatocytes NC186 iz
The metabolism, excretion and plasma kinetics of MR
429493 TMC278 in the male and female CD-1 mouse after 'it%ﬁ%%j . THC278— SEEH
e single oral administration of 'C-TMC278 at 20 and II:IC'190 : (BERH)
320 mg/kg (Tibotec study number TMC278-NC190)
A study of the effects of TMC278 hydrochloride on
some hepatic enzyme activities after oral HREH SEEY
4.2.2.4.24 |administration for three months at doses of 0, 20, |iRXERZES : TMC278- (”EHEH:I.)
80 and 320 mg/kg/day to male and female Swiss NC192 =
albino CD1 mice
A study of the effects of TMC278 on some hepatic 2R E
499 495 enzyme activities after oral administration for six SEREE . TNC278- SEZEH
e months at doses of 0, 40, 120, and 400 mg/kg/day to ,’\‘110193 = (BRI H)
male and female Sprague-Dawley rats
4.2.2.4.26 |An in-vitro study on the inhibition of paclitaxel HREH SEEY
(5.3.2.2.11 | (CYP2C8-mediated) and S-warfarin (CYP2C9-mediated) HERES : TMC278- (ﬂEHE'n':H)
NDEMEE) |metabolism by TMC278 NC283 =
LC-MS identification of the metabolites in plasma A
499497 [|frommale and female Sprague-Dawley rats after SHEREE . THC278- SEEN
S repeated oral administration of TMC 278 for 1 day, ITC'290 = (BRI H)
27 weeks and 39 weeks
The in vitro metabolism of '“C-TMC-278 in liver HREH sEEY
4.2.2.4.28 112000x g supernatant and hepatocytes of guinea pig |FRERES : TMC278- (JEHEI.:H)
and monkey NC333 ®
Profiling and Identification of Metabolites in 2B
Selected Plasma, Urine, Bile, Feces, Bone, and — o i 22
4.2.2.4.29 | jyer Samples from Dogs after Oral Administration Eiégiﬁ? : AD-120- EFA
of 'C-GS-7340
Profiling and Identification of Metabolites in
Selected Plasma, Urine, Feces, Kidney, Liver, and B
Nasal Turbinate Samples from Mice after Oral : o AR 1o0_ R
4-2.2.8.30 ) qninistration of “C-65-7340 and Stability of - ;%’?%g’?  AD-120 FHm ST
GS-7340 /n vitro using CD-1 Mouse Hepatic
Microsomes and Plasma
B3 [in Vitro Activation of 65-1278, Gs-4331 and Gs-7340 *%Qé*ﬁ TS ——
(DIE.%E.?EEE) in Primary Human Hepatocytes 51017 = "
Profiling and Identification of Metabolites in HHEHE
4.2.2.4.32 Selected Plasma, Urine, Bile, and Feces Samples SHERFES - AD-120- ST & $
from Rats after Oral Administration of '“C-GS-7340 [2021
4.2.2.4.33 . . . B HREH
In Vitro Metabolism of GS-7340 in Hepatic = = AN_190_ = 22 4
gééiéé; Subcel lular Fractions from Dog and Human 55(‘;;%%-5 +AD-120 A
4.2.2.4.34 . . . . HREH
In Vitro Metabolism of GS-7340 in Intestinal — 5. AN 100 [
géé%ﬁ% Subcel lular Fractions from Dog and Human fg?ﬁg? +AD-120 A £
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4.2.2.4.35 . . _ . HREH
(5.3.2.2 23 ;deﬁE;ZnMetabol ism of GS-7340 in Plasma from Dog SRERZ S . AD-120- £ 4
NDEHEEE) 2025
. . 14 . . HREH
429 4 36 T/?Sé/éé'sro Metabolism of "“C-PMPA in Human and Animal SHERZEE - 96-DDM- BEBH
1278-003
4,2.2.5 Pt
4.2.2.5.1 The metabolism and excretion of '*C-TMC278 in the  [(tHEH P—
(4. 2.2._4. 15 |male and female Sprague-Dawley rat after single HERFES : TMC278- TEHE'H:')
DEHRFCH) |oral administration of '“C-TMC278 at 40 mg/ke NC113 ®
4.2.2.5.2 The absorption, metabolism and excretion of TMC278 |#t&H SEEE
(4.2.2.4.16 |in the male Beagle dog after a single oral dose of [:%E&Z&EE : TMC278- (?EHE.I.:H)
DEELH) |'“C-TMC278 at 5 mg/kg (Tibotec Ref: TMC278-NC114) NC114 ®
Biliary excretion and identification of biliary [
z}.42.22.25;1319 metabol ites of THC278 in male Sprague-Dawley rats *%g;gﬂ — SEEH
OEimeag) [|after a single oral dose of "C-TNC278 at 40 me/ks  |\Grzs (BEiRH)
" (Tibotec Ref: TMC278-NC145)
The absorption, metabolism and excretion of TMG278 P
1}52-32.25-2480) after a single oral dose of 150 mg in healthy male ﬁgiﬁ . THC2T78- SEZEH
E?’E'H%Z) subjects (clinical trial TMC278-C119) (TMC278- ,’\‘110'157 = (BRI H)
" TiDP6-NC157)
The metabolism, excretion and plasma kinetics of -
?42'22'254523 TMC278 in the male and female CD-1 mouse after ﬁg;iﬂ . THC278— SEBEH
@E'@gﬁﬁ) single oral administration of '"C-TMC278 at 20 and ITC?QO i (BRiRH)
" 320 mg/kg (Tibotec study number TMC278-NC190)
Pharmacokinetics, Absorption, and Excretion of '‘C- [#tA&E#} o
4.2.2.5.6 GS-7340 Following Oral Administration to Intact and |F{BR&ES : AD-120- Bl 2]
Bile Duct-Cannulated Dogs 2007
492957 Effect of Dose on Recovery of '“C-PMPA Following %gig - 06-DDN- SEEH
o Intravenous Administration to Sprague-Dawley Rats ?2%8—001 : (BERH)
429258 A PILOT STUDY OF BILIARY EXCRETION OF [ 'C]-PMPA IN %gig . 96-DDM- SEER
o THE BEAGLE DOG ?2%8—002 ’ (BERH)
4.2.2.6 EVSEFHENEEER GEERK)
4.2.2.6.1 . . . _ HREH
(5.3.2.2. 30 égI\él?;oHﬁ:‘:ﬁ:sment of Induction Potential of GS SREAZ S . AD-162- S (5 )
BHEEH) 2005
An in vitro study on the inhibition of MATE-1 HRNEH S 2
4.2.2.6.2 ['q) 047M) and NATE-2K (SLCATA2) by TMC278 SEREE - FK10420 i 4
The possible inhibition by TMC278 in CHO cell lines 2 P
4.2.2.6.3 overexpressing 0CT2 (SLC22A2) (Tibotec study nr. — o B E
An /n vitro study on the possible inhibitory effect
of TMC278 on the metabolism of sertraline, o
‘}'5232'26'2410 paroxetine, clarithromycin, sildenafil, 17a- ﬁ%@iﬂ - TMC278- SEZEH
@E.%E.?E.éﬁ) ethinyloestradiol, omeprazole, S-mephenytoin, Fl1C194 = (BRiRH)
" abacavir, norethindron and chlorzoxazone in human
| iver microsomes
4.2.2.6.5 . . HREH
In Vitro Assessment of Human Liver Cytochrome P450 | = AN 9N = 22
S 3gba? |inhibition Potential of GS-7340 ABES  AD-120 A
4.2.2.6.6 . . . HREH
(5.3.2.2.13 8§Ec7>§2(r)ome P450 Metabolic Reaction Phenotyping of SRERZE . AD-120- S5
DEERLRH) 2004
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4.2.2.6.7 . . . _ HREH
(5.3.2.2 14 ;gllgl?r:oHﬁ:]Zﬁ:sment of Induction Potential of GS SRERZ S . AD-120- ST S
NDEHEEE) 2005
4.2.2.6.8 . Gy HREH
(5.3.2.2.15 ;zt\érl]’gglAz:eggngzoof Human UGTTAT1 Inhibition SRERTEE . AD-120- ST
DEHRLE) 2006
4.2.2.6.9 N . HREH
Effect of GS-9350 on the Bi-Directional = = AN 9N S [ 22
gi?é_éé}g Permeabi | ity of GS-7340 through Caco 2 Cells IRES  AD-120 Gl ty
4.2.2.6.10 |Bi-Directional Permeability of GS-7340 Through HRER
(5.3.2.2.18 [Monolayers of P-glycoprotein and BCRP Over- HERE S . AD-120- SEEE
MDEEEE) |expressing Cells 2018
4.2.2.6. 11 In Vitro Assessment of GS-7340 Inhibition of Human fil*]ﬁt—} S [ 22
(5.3.2.2.19 OATP1B1. OATP1B3. Pep and BCRP HERE S : AD-120- FT il & A
[OEXERED) ' ' 2019
AE'5232'26'21§0 In Vitro Assessment of GS-7340 as a Substrate for ggig . AD=120- ST
iy Human OATP1B1 and OATP1B3 o ’ "
DEHELE) 2022
Effects of HIV Protease Inhibitors and P
‘}5232'26'2134 Pharmacokinetic Enhancers on the In Vitro gggﬁ . AD=120- =4 5 )
Pty Metabolism of GS-7340 in Human Intestinal BT "
D ERELH) Subcel lular Fraction 2027
Effect of Inhibitors of Cathepsin A, o
1'5232'26'21‘215 Carboxylesterasel, and CYP3A4 on Metabolism of ﬁ%@iﬂ - AD-120- TSR
oy [|Tenofovir Alafenamide Fumarate (65-7340) in Primary 031 8
" Human Hepatocytes
422615 . . : . HREH
Evaluation of Induction Potential of GS-7340 in = 5 AN {90 [
géégéﬁz? Cultured Human Hepatocytes 5;(\;;?;%%-5 + AD-120 R E R
. HREH
Effect of Cyclosporin A Pretreatment on = = AN 9N S [ 22
4.2.2.6.16 Pharmacokinetics of Tenofovir Alafenamide in Dogs Eig%g? + AD-120 S 4
4.2.2.6.17 |[Studies to Determine if Tenofovir Alafenamide (GS- [ftAREF
(5.3.2.2.27 |7340) is an Inhibitor of OAT1, OAT3, OGT1, 0CT2, HERES . AD-120- ST &
MDEHECE) |MATE1, and BSEP or a Substrate for 0CT1 2036
4.2.2.6.18 |In Vitro Assessment of Human Hepatic Microsomal HREH
(5.3.2.2.29 |Cytochrome P450 Mechanism-Based Inhibition HERZES - AD-120- B i
NEHEE) |Potential of GS-7340 2040
4.2.2.6.19 |Effect of HIV Protease Inhibitors on the Transport [®tHZEH
(5.3.2.2.30 |of Tenofovir by the Multidrug Resistance Related HERES - AD-104- SEZEH
MDEEE) |Proteins 2 and 4 2001
4.2.2.6. 20 Lack of a Contribution from P-glycoprotein (Pgp) in fil*]ﬁtl SEEH
((Jgi?é?éé;; the Active Tubular Secretion of Tenofovir 5;3(%)%%-5 + AD-104~ (BERH)
1'52'32'26'22;2 In Vitro Inhibition Studies of Tenofovir with Human %gig . AD-104- £ 4
i 0CT2 and MATE1 Transporters o : "
DEHTLE) 2012
4.2.2.6.22 In vitro interactions of acyclic nucleoside HREH sEEY
(5.3.2.2.34 |phosphonate analogs with human organic cation and HERFES . PC-103- TEHE'H:')
MNEHEEEE) |anion transporters 2001 =
1-52'32-26'2235 Lack of a Contribution from MRPT in Tubular Re- REs SEEH
0)?#’55&%&) absorption of Tenofovir SHERES - PC104-2014 | (BRIRH)
4.2.2.6.24 |The Effect of Tenofovir and Tenofovir DF on the HREH sEEN
(5.3.2.2.36 |Activities of the Cytochrome P-450 Isoforms in HERES - V990172~ (ﬁﬂ\E?E'H:.')
NDEHECE) |Human Hepatic Microsomes 104 <
Effects of HIV Protease Inhibitors on the HREH sEEY
4.2.2.6.25 Intestinal Absorption of Tenofovir Disoproxil HERES : AD-104- (?EH-E:Hj)
Fumarate /n vitro 2010
4.2.2.6.26 In Vitro Inhibition Studies of Elvitegravir, HREH
(5%%;. 2%;3 Emtricitabine, Tenofovir, and Cobicistat (Quad) HERES : AD-236- SR EF
() k7 with Human OCT2 and MATE1 Transporters 2001
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‘2'52'32'26'22;8 In Vitro Inhibition of Human Pgp and BCRP by *%g;iﬁ D236 —
(DE%EEE%Z) Elvitegravir, Emtricitabine and Tenofovir 51003 = "

Bi-Directional Permeability of Elvitegravir, P
‘}'52-32'26-2229 Emtricitabine, Tenofovir, and Cobicistat (Quad) *%g;iﬁ - AD-236- ——
@E%’Eéﬂﬁﬁ) through Monolayers of P-glycoprotein Over- 50’04 = "

" expressing Cells

4.2.2.6.29 |Bi-Directional Permeability of Elvitegravir, #HRER
(5.3.2.2.40 |Emtricitabine, Tenofovir, and Cobicistat (Quad) SHERE S : AD-236- ST E R
MDEMEE) |through Monolayers of BCRP Over-expressing GCells 2005
‘}5232-262321 In Vitro Inhibition of Human OATP1B1 and OATP1B3 by *%";é*j T e—
DEEDE) Emtricitabine and Tenofovir 51006 = :
4.2.2.6.31 . . . , HREE

In Vitro Inhibition Studies of Quad Components with | B AN_naA. S S
géé%gg Human OAT1, OAT3 and MRP4 Transporters Eiggsﬁ? + AD-236 R
‘}52-32-26-2323 In Vitro Inhibition Studies of Stribild Components *%g;éﬁ g3 | BEEM
D EEIH) with Human OCT1 and BSEP Transporters 51008 = (BEfRH)
4.2.2.6.33 . . C o . HREH

In vitro Interaction Study of Emtricitabine with = = . AN_92a. S [ 22
gé’é?ég? the Human OAT1 and OAT3 Uptake Transporters Ei(g‘?%ﬁ? + AD-236 R
4.2.2.6.34 . . C o HREH

In vitro Interaction Study of Emtricitabine and = o AN 0aR. [
géégégg Tenofovir with the Human OCT2 Uptake Transporter Eigﬁgﬁ + AD-236 RPAE R
4.2.2.6.35 |In Vitro Inhibition of Human MRP2 ABC (Efflux) HRER
(5.3.2.2.46 |Transporter by Stribild Components Elvitegravir and |iREXZE S : AD-236- SEmE
DEEEE) |Emtricitabine 2012
4.2.2.6.36 . . C o . HREH

In Vitro Interaction Study of Emtricitabine with = 5. An_nap. [
gi?é-éﬁg the Human MRP2 ABC (Efflux) Transporter Ei(g??%? + AD-236 =PI E R
‘}'5232'26'23‘718 In vitro effect of cobicistat on the accumulation %%@ég . PC=236- ST S

P f tenofovir in fresh human renal tissue onn : i

DEFEE) |° 2007
4.2.2.6.38 |In vitro effect of cobicistat on the transport of HREH
(5.3.2.2.49 |tenofovir by renal organic anion transporters OAT1 |iXERZES . PC-236- ST A
NDEHEFHE) [and 0AT3 2008
4.2.2.6.39 - o HREH
(5.3.2.2. 50 E:ﬁg%vﬁ cobicistat on MRP4-mediated efflux of SREAZ S . PC-236- S 4 5 2
DEHLH) 2009

Assessment of the Effect of Cobicistat and Other P
?52'3226'24(5)1 Components of STRIBILD™ on the /n Vitro ﬁgiﬂ . PC=236- S S
GDE%E.?E.%D Cytotoxicity of Tenofovir in Primary Renal Proximal 51012 = "

" Tubule Cells

Assessment of the Effect of Cobicistat and Other 2R

Components of STRIBILD™ on the /n vitro iy = . Dp_nan. S [ 2
4.2.2.6.41 Cytotoxicity of Tenofovir in 293T Human Embryonic Eig‘;%ﬁ? + PC-236 S 4

Kidney Cells Transiently Expressing OAT1 and MRP4
499 6.4y |Interaction of GS-9350 and Ritonavir with MRP1, %giﬁ . AD-216- SEEH
e MRP2, and Pgp 030 (BRIRH)
4.2.2.7 TOMDEMENREFER

ZUERGL
123 EHER
1231 EEREEERR *
49311 FTC: An Acute Oral Toxicity Study in the Mouse with %%@iﬁ SEEH
o 524091 e e (BE1RH)

TTEP/93/0020
42319 FTC: An Acute Oral Toxicity Study in the Rat with %g;gﬁ SEEH
- 524191 ks s S (BRIRH)
TTEP/93/0021
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49313 FTC: An Acute Intravenous Toxicity Study in the Eg;iﬁ SEEH
Lo b Mouse with 524W91 A (BE3RH)
TTEP/93/0023
49314 FTC: An Acute Intravenous Toxicity Study in the Rat ﬁg;gﬁ SEEH
L9l with 524W91 B (BEi2H)
TTEP/93/0024
Single dose escalation oral toxicity study followed [#tHI&EH SEEY
4.2.3.1.5-1 |by a 5-day repeated dose oral toxicity study in the |:HEZZES : TMC278- (yEHE'n':H)
beagle dog (tolerance study) EXP5461 =
Toxicokinetics of R278474 in the beagle dog in a
tolerance study on oversaturated PEG 400 solutions |#tH&EH
493159 of R278474, consisting of a single dose escalation [FXERZES : TMC278- SEEH
e oral toxicity study at 40 and 80 mg/kg, followed by |[EXP5461 Addendum (BRizH)
a 5-day repeated dose oral toxicity study at 80 FK4102
mg/kg (Exp. No. 5461)
HREH sy
4.2.3.1.6-1 |Single Dose Oral Toxicity Study in the Rat HERES : TMC278- ?Ef?ééﬂj)l
EXP5559 =
Toxicokinetics of R278474 in a single dose oral G
toxicity study on the effects of polyethylene SREAZ S . TNC278- sEaH
4.2.3.1.6-2 |glycol (PEG-400) with citric acid solutions of EIX‘FW’555Z)5A.ddendum TEHEI.:H)
R278474 at 800 mg/kg in the SPF Sprague-Dawley rat FK4278 =
(Exp. No. 5559)
TAF: AN ACUTE ORAL GAVAGE TOXICITY STUDY OF GS- HREHR ST 4 2y
4.2.3.1.7 1334002 IN THE BEAGLE DOG SERES - DI9018] i 2 4
TAF: An Acute Oral Toxicity Study of GS-7340-02 in |#tREH 225 41
4.2.3.1.8 Sorague-Dawley Rats HERZES - R990133 SHEAN
TAF: AN ACUTE ORAL TOXICITY STUDY OF GS-7340-02 IN |#tRAREH ST 2 e
4.2.3.1.9  |74E ALBINO RAT SEREE . R990185 il E 4
) . - HREH
TDF: PMPA in SIV-Infected and Uninfected Rhesus = = _ P—
423110 Wacaques: Studies fron NG |OES 1126 | SEAR
1237 RERESERER
49391 FTC: 14 Day Oral (Gavage) Toxicity Study in Mice HREH SEEH
o2 Given FTC HEpEs . P00TO1 | (BEEH)
FTG: Six Month Oral (Gavage) Toxicity Study in Mice 22 g 2 22 2 iy
4.2.3.2.2-1 |Given FTC with 3-month Interim Kill (NN ﬁgiﬁ . TOX022 ?ﬁ%;ééﬂﬁ
Study No. [EEMO01001; T0X022) BRARETS ©
FTC: TOXICOKINETIC REPORT FOR A 6-MONTH ORAL A
4239299 (GAVAGE) TOXICITY STUDY IN MICE GIVEN FTC WITH A 3- SRERES . TOX022 PK SEEH
e MONTH INTERIM KILL - (TOX-022) (Performed at :Z\tj:iendlﬁl (BRiRH)
I . Study No. [ENO1001)
493923 FTC: 52-Week Oral Toxicity Study with TP-0006 in HREH SEEH
e Cynomolgus Monkeys with a 4-Week Recovery Period SHERFE S : TOX032 (BRiRH)
492394 FTC: TP-0006: A 3-MONTH ORAL GAVAGE STUDY FOR HREH SEEH
Cee BIOASSAY DOSE SELECTION IN CD RATS SHERFE S : TOX097 (BRiRH)
FTC: A 1-month mouse oral toxicity study of 2 RE
4.2.3.2.5 emtricitabine containing[""”land two potential SHEREE . TOX118 SEEN
process impurities RRERETS
4939 6-1 FTC: A 30 Day Oral Toxicity Study in Mice Given HRER SEEH
Cee 524W91 SHERFE S : TOX599 (BRiRH)
) . - HREH .
_, |FTC: Addendum - A 30 Day Oral Toxicity Study in relganditiy SEEN
4.2.3.2.672 |yice Given 524W91 ELERE S : TOXS99 (BEI2 L)
4939 7-1 |FTC: A 30-Day Oral Toxicity Study in Cynomolgus HREH SEEN
So e Monkeys Given 524W91 RERFE S - T0X600 (BRI H)
) . - HREH .
_, |FTG: A 30 Day Oral Toxicity Study in Cynomolgus = o SEEH
4.2.3.2.T°2 lyonkeys Given 52491 ELERES : TOKG0O (BEI2L)
49398 FTC: A 3-Month Oral Toxicity Study in Cynomolgus HREH SEZER
Co e Monkeys Given 524W91 SHERE S : T0X627 (BERH)
42329 FTC: A Six Month Oral Toxicity Study (With a Three [#HH&EH SEEH
Ce e Month Interim Sacrifice) in Mice Given 524W91 HERZES - T0X628 (BRiRH)
4939 10-1 Five-day repeated dose oral toxicity study in the HRER SEEH
Cee e rat (investigative tolerance study) SHERFES ;. EXP5463 (BRizH)

|DDDDDDDDDDDDDDD
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Toxicokinetics of R278474 in the male SPF Sprague-
Dawley rat in a five-day repeated dose oral HREH sEEY
4.2.3.2.10-2 |toxicity study (Exp. No. 5463) on oversaturated SHEREZS . EXP5463 TEE?E'H:})
PEG400 solutions of R278474 at 40 and 400 Addendum FK4103 =
mg/kg/day, respectively
49392 11-1 7-Day Repeated Dose Oral Toxicity Study in the HREH SEEH
o Beagle Dog RERZE S . EXP5534 (BRiRH)
Toxicokinetics of R278474 in the male beagle dog in
a 7-day repeated dose oral toxicity study (Exp. No. |#HtH&EH sEEY
4.2.3.2.11-2 |5534) on polyethylene glycol (PEG400) with citric HERFE S : EXP5534 ?EE?EH:II)
acid solutions of R278474 at 20, 40 and 80 Addendum FK4244 <
mg/kg/day
o . - HREH SEEH
4.2.3.2.12-1 |2-Week Repeated Dose Oral Toxicity Study in the Rat SRERZ S . [XP5535 (BEIEH)
Toxicokinetics of R278474 in a 2-week repeated dose
oral toxicity study on the effects of polyethylene |HtH&EH sEEY
4.2.3.2.12-2 |glycol (PEG-400) with citric acid solutions of HERES : EXP5535 TE%?EHj)
R278474 at 40, 120 and 400 mg/kg/day in the SPF Addendum FK4243 =
Sprague-Dawley rat (Exp. No. 5535)
i-month Repeated Dose Oral Toxicity Study in th HREH SEEH
493913 peated Dose Oral Toxicity Study in the SIEREE . THC2TS- =
Beagle Dog with 1-month recovery iy (BRI H)
EXP5650
R278474: 4-week oral (gavage) immunotoxicity study HNAH SEEH
4.2.3.2.14 . ’ SHERFE S TMC278- i s
in the rat (BRI H)
EXP5692
493915 6-Month Repeated Dose Oral Toxicity Study with 1- ﬁggﬁ . THC278— SEEH
e Month Recovery in the Rat ITC101 = (BERH)
o . HREH s i
. |R278474 - 52 week oral (gavage) toxicity study in | g _ sEEN
4.2.3.2.16-1 the beagle dog ﬁié%?? : THG278 (BERH)
REPORT OF TOXIGOKINETIGS IN [l AA17330/T06314 HRAEH SEEH
4.2.3.2.16-2 |52 week oral (gavage) toxicity study in the beagle |iRXERZFES : TMC278- i e
(BERH)
dog NC107
493917 [|6-Month Repeated Dose Oral Toxicity Study with 3- ﬁg;iﬂ . THC2T78— SEEH
e Month Interim Kill in the Beagle Dog ITC“S = (BERH)
. - HREH o
1-Month Repeated Dose Oral Toxicity Study in the = o B SEZEH
4.2.3.2.18 |pooole Dog IS« THe2T8 (BEIR )
493919 1-month Repeated Dose Oral Toxicity Study in the g%@ig . THC2T78— %%Eﬁﬂ
Rat (BERH)
NG117
. - HREH -
2-Week Repeated Dose Oral Toxicity Study in the s g _ SEEH
42322 Swiss Mouse ﬁ%%éﬁ? - The278 (BRI H)
4939 9] 3-month Repeated Dose Oral Toxicity Study in the Eggﬁ . THC278— SEEH
e Swiss Mouse FIICHQ = (BERH)
. - HREH .
_ |4-week toxicity study by oral route (gavage) in = o _ SEEH
4.2.3.2.22-1 CF6F1-nonTgrasH2 mice ﬁ%%?? + The278 (BRI H)
REPORT OF TOXICOKINETICS IN [ 28359 Jll/T0X6740 HREH BEEH
4.2.3.2.22-2 |4 Week toxicity study by oral route (gavage) in SHERE S : TMC278- fﬂﬂaﬂj)
CB6F1-nonTgrasH2 mice NC121 <
4239293 5-Day Repeated Dose Oral Toxicity Study in the Egiﬁ . THC278— SEEH
- Female Rabbit ﬁlc'izs = (BRiRH)
4.2.3.2.24 |2-Week Repeated Dose Oral Toxicity Study in the Rat [HERZES : TMC278- TEE?E'H:')
NC136 =
423995 [|2Week Repeated Dose Oral Toxicity Study of R314585 *%";ig Tweore- | BEEM
in the Rat NC177 (BERH)
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TMC278 HCl Endocrinological oral (gavage) 8-week HREH SEEY
4.2.3.2.26 study in the female sexually immature cynomolgus HERES . TMC278- (yEHE'n':H)
monkey TiDP38-NC248-T0X8862 =
TAF: A 28-DAY ORAL GAVAGE TOXICITY STUDY OF GS- HREH S0 32
4.2.3.2.21 " 19340-0 IN THE BEAGLE DOG SEREE . D990175 i £ 4
TAF: A 28-Day Toxicity Study of GS-7340-02 and 2 RE
4.2.3.2.28 [Tenofovir (GS-1278) Administered Orally to Rhesus SHEREE - P2000114 ST & A
Monkeys RREAET
TAF: A 7-Day Repeat Dose Oral Toxicity Study of GS- |#tHNEH P
4.2.3.2.29 7340-02 in Sprague-Dawl/ey Rats HERFE S : R990139 SHEAN
TAF: A 28-DAY ORAL TOXICITY STUDY OF GS-7340-02 IN [#tR&E#H ST 2
4.2.3.2.30 " I14e ALBINO RAT HERES . ROQ018) | AmAR
) HREH
TAF: A 26-WEEK ORAL GAVAGE TOXICITY STUDY OF GS- — o 40N [
4.2.3.2.31 7340-02 IN THE ALBINO RAT 8%?%%'5 : TOX-120 i
TAF: A 9 MONTH ORAL GAVAGE TOXICITY STUDY OF GS- HREH
4.2.3.2.32 7340-02 IN THE BEAGLE DOG WITH A 3 MONTH RECOVERY HERFE S - TOX-120- B i s
PERIOD FOR SELECTED ANIMALS 002
423933 |TAF: A Tolerability Study of 6S-7340-02 by Oral *%g;iﬁ —— -
Cee Gavage in the Non-pregnant Rabbit 51003 = =
TAF: 2-Week Non-GLP Oral Gavage Dose Range-Finding |#tH&EH
4.2.3.2.34 |Toxicity and Toxicokinetic Study of GS-7340-02 in HERE S  TX-120- SEEH
CD-1 Mice 2006
) . Coe e |[RERER
TAF: 13-Week Oral Gavage Toxicity and Toxicokinetic | o Ty {00 = [ 2 s
4.2.3.2.35 Study with GS-7340-02 in Mice Eigggﬁ? : TX=-120 ST & £
} o - HREH .
TDF: 5 Day Repeated Oral Dose Toxicity Study with = S or Ty SEZEER
4.2.3.2.36 554331 in Dogs PERES 901X (BEi2 )
e o HREH
TDF: Five Day Repeated Dose Oral Toxicity Study of |z B . 0. TOY. P
4.2.3.2.3] GS-4331-02 in Male Sprague-Dawley Rats Z%Eﬁ@ + 96-T0X SEAN
4239238 TDF: A 74-Day Repeat Dose Oral Toxicity Study of HREF SEER
Ce e Tenofovir DF in ICR CD-1@ Mice HERE S - M990191 (BEfRH)
FTC/TDF: A 14-DAY ORAL GAVAGE TOXICTY STUDY HREH SELE
4.2.3.2.39 COMPARING NON-DEGRADED AND DEGRADED TDF/FTC IN HERE S TX-164- aﬂaﬂj)
SPRAGUE-DAWLEY RATS 2001 =
FTC/TDF: 4-Week Oral Gavage Toxicity and A
493940 |Toxicokinetic Study with Emtricitabine/Tenofovir SEREE . TX-164- SEEN
S Disoproxil| Fumarate (FTC/TDF) in Male Dogs with a 51004 = (BRI H)
4-Week Recovery Period
4233 BEsEneg
4,2.3.3.1 In Vitro RE&
FTC: MUTAGENICITY TEST WITH FTC IN THE SALMONELLA - (3t REH SEEH
4.2.3.3.1.1 |ESCHERICHIA COLT /MAMMALIAN-MICROSOME REVERESE HERFE S : 18637-0- TEE;EII:EI)
MUTATION ASSAY WITH A CONFIRMATORY ASSAY 409R =
) HREH SEER
4.2.3.3.1.2 |FTC: MUTAGENICITY TEST OF FTGC USING MICROORGANISMS SHERZ S . K01-3154 (BEEEH)
493313 FTG: SALMONELLA/MAMMAL IAN-MICROSOME ASSAYS WITH HREH SEEH
""" 52491 HERE S . MUT203 (BRizH)
493314 FTC: /n Vitro Mammalian Cell Gene Mutation Test HREH SEER
""" (Mouse Lymphoma Assay) SHERFES : T0X012 (BRizH)
493315 In Vitro Bacterial Reverse Mutation Test of TMC278 ﬁg;iﬂ . THC2T78— SEEH
""" in Salmonella typhimurium with human |iver S9-mix ?Il BP6—ITI?.‘.2.79 (BRI )
493316 |/nVitro Bacterial Reverse Mutation Test with ﬁggﬁ . THC278- SEEH
""" R314585 (TMC278.HCI) in Sa/monella typhimurium ?Iii)P6—lE3.35 (BRI H)
Mutation at the thymidine kinase ( tA) locus of HREE P
4.2.3.3.1.7 |mouse lymphoma L5178Y Cells (MLA) using the HERES - TMC278- ?E??ééﬂj-)l
Microtitre® fluctuation technique TiDP6-NGC336 =
In Vitro Mammalian Forward Mutation Test with HREH SEEY
4.2.3.3.1.8 |L5178Y Mouse Lymphoma Cells (TK-locus) using the HERES - TMC278- (ﬂEHE'n':H)
Microtitere Fluctuation Technique PRD-EXP5539 =
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. - - - HREH 2 s

In Vitro Bacterial Reverse Mutation Test with i SEEH
4.2.3.3.1.9 . , HERES - TMC278- =

Salmonella typhimurium PRD-EXP5540 (BEiR )

; H H H *imié*il' ;E P~ IN

In Vitro Bacterial Reverse Mutation Test with = g SEZ&H

4.2.3.3.1.10 Salmonella typhimurium ARES 1278 (RRfRH)
PRD-EXP5693 =

TAF: Salmonella — Escherichia coli /Mammalian— 2R
4.2.3.3.1.11 |Microsome Reverse Mutation Assay with a SHERZEE - 990212 Ealik=g 2]

Confirmatory Assay with GS-7340-02 AR

TAF: L5178Y TK"~ Mouse Lymphoma Forward Mutation HRER = 7 22
4.2.3.3.1.12 Assay with a Confirmatory Assay with GS-7340-02 HERES : V990213 R £

) . - - HREH

FTC/TDF: Bacterial Reverse Mutation Assay with = DTy {pA o
4.2.3.3.1.13 Emtricitabine/Tenofovir Disoproxil Fumarate fgg%g? $ TX-164 SEAN

FTC/TDF: /n Vitro Mammalian Cell Gene Mutation Test fimié*s} Sy
4.2.3.3.1.14 | (L5178Y/TK"" Mouse Lymphoma Assay) with HERE S - TX-164- fﬁﬁaﬂj)

Emtricitabine/Tenofovir Disoproxil| Fumarate 2003 e
4.2.3.3.2 In Vivo RE&

493391 FTGC: N VIVO MAMMALIAN ERYTHROCYTE MICRONUCLEUS HREH SEEH
""" TEST SHEREE S : TOX011 (BEizH)
4.2.3.3.2.2- |In vivo micronucleus test on bone marrow cells of ﬁgéﬁ . THC278- SEEH
1 mice BAVIRET S (BERH)
PRD-EXP5538
Toxicokinetics of R278474 in SPF Albino Swiss mice 2R
_ |after single dose oral administration of PEG iy = _ O~
%2.3.3.2.2° yoo/citric acid solutions of R218474 at 100, 400  |BrE = TWO2TE- ’ﬁﬁfﬂﬁ
and 1600 mg/kg in the /n vivo micronucleus test FK4259 =

(Exp. No. 5538)

TAF: In Vivo Mouse Micronucleus Assay with GS-7340- |#tR&E S 2
4.2.3.3.2.3 | SHERES . N2000113 | FTAR
493394 TDF: MUTAGENICITY TEST ON GS-4331-05 IN THE /N VIVO :%g;gﬁ . 97-TOX- SEEH

""" MOUSE MICRONUCLEUS ASSAY 213","31_067; ' (BRiRH)

123 4 RARERR

4.2.3. 4.1 RERAFNARESR

493411 FTGC: TP-0006: TWO-YEAR ORAL ONCOGENIGITY STUDY IN HREH SEEH

""" CD RATS (TOX-108) SEREES : T0X108 (BEizH)

493419 FTC: TP-0006: TWO-YEAR ORAL ONCOGENICITY STUDY IN HREH SEEH

""" CD-1 MICE (T0X-109) SHERFE S : TOX109 (BRiRH)
. . . - HREH .

Carcinogenicity Study by Oral Gavage Administration |i: o B SEEH
4.2.3.4.1.3 140 D1 mice for 104 Weeks ﬁ%‘?ﬁéﬁ’?  Thez78 (BRI )
493414 Carcinogenicity Study by Oral Gavage Administration ﬁ%@iﬁ . THC278- SEEH

----- to CD Rats for 104 Weeks o123 (BEi2H)

TDF: AN ORAL CARGINOGENIGITY STUDY OF TENOFOVIR . .

HREH SEEH
4.2.3.4.1.5 a(l)ﬁgEROXIL FUMARATE (TENOFOVIR DF) IN THE ALBINO SKEAZ S . 11990205 (BFi2)

TDF: AN ORAL CARCINOGENICITY STUDY OF TENOFOVIR . .

HREH SEEH
4.2.3.4.1.6 RE_OPROXIL FUMARATE (TENOFOVIR DF) IN THE ALBINO SHESES . RO90204 (BEIEH)
42347 BHXEPEAARERER

BRUEHLTL
12343 FnRDEER

BUEHTL
4235 EERESHERR i
4.2.35. 1 ZRERVEERZE CONMREREIZET 228

FTG: Study of Fertility and Early Embryonic o P~
4.2.3.5.1.1 |[Development of TP-0006 Administered by Gavage to E%@iﬁ . TOX036 (ﬂﬁi%?ééﬂ:.*'i

CD-1e Mice (Segment I) BRARETS =

) s - - HREH sy

FTC: A Fertility Study in Male Rats Given 524W91 by |1 o SEEH

4.2.3.5.1.2 GaVage Eit-%ﬁ%"? . (EE?EIII:EI)
TTEP/95/0028 =
HREH 22 o 2y

42.3.51.3 |Oral (Gavage) Male Fertility Study in the Rat HEBRES . TNC278- fﬂﬁfﬂj‘j
NC124 =
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4.2.3.5.1.4 |oral Female Fertility Study in the Rat HBRES . TNC278- (’%ﬁfﬁ
NC125 )
TAF: Oral Gavage Study of Fertility and Early HRER
4.2.3.5.1.5 |Embryonic Development to Implantation with GS-7340- |iXERZFE S : TX-120- SmE R
03 in Rats 2012
42352 - BEREICHT 285
493591 FTC: A DOSE RANGE-FINDING STUDY OF THE EFFECTS OF HREH SEEH
""" TP-0006 ON EMBRYO/FETAL DEVELOPMENT IN MICE SHEREE S : TOX033 (BRizH)
493599 FTC: A DOSE RANGE-FINDING STUDY OF THE EFFECTS OF HREH SEEH
""" TP-0006 ON EMBRYO/FETAL DEVELOPMENT IN RABBITS HERE S : T0X034 (BRiRH)
4.2.3.5.2.3- |FTC: A STUDY OF THE EFFECTS OF TP-0006 (FTC) ON HREH SEEH
1 EMBRYO/FETAL DEVELOPMENT IN MICE SHEREE S : TOX037 (BEiz )
423523 |FTC: A Study of the Effects of TP-0006 (FTC) on *%g;iﬁ - 10X037 SEEY
2 Embryo/Fetal Development in Mice Amondmont (BEi2H)
4.2.3.5.2.4- |FTC: A Study of the Effects of TP-0006 on HREH SEEH
1 Embryo/Fetal Development in Rabbits HERFES . TOX038 (BEIRH)
4.2.3.5.2 4~ |FTC: A Study of the Effects of TP-0006 on *%g;iﬁ ToX038 SEER
2 Embryo/Fetal Development in Rabbits z\aéndm;t. (BRI H)
492350925 FTC: Pre- and Postnatal Development Study in CD-le [#tHN&E#H SEEH
""" Mice Given TP-0006 by Gavage (Segment I1I) HERZES - T0X039 (BRI H)
4.2.3.5.2.6 |Oral Developmental Toxicity Study in the Rat HERE S . TMC278- (”Eﬂaﬂj)
NG105 =
HREH P
4.2.3.5.2.7 |Pilot oral developmental toxicity study in the rat [|EERZE S : TMC278- (”EHE'H:.')
NG127 =
493598 Pilot Oral Developmental Toxicity Study in the %gig . THC278— %%ﬁﬂ
Rabbit NG128 (BRI H)
493590 Pilot oral developmental toxicity study in the g%@ég . THC278— %%Eﬁﬂ
rabbit NG129 (BERH)
HREH sz
4.2.3.5.2.10 |oral Developmental Toxicity Study in the Rabbit HBRES . THC278- ?Effﬂj*
NC130 )
- RR_TRUAN-09 - e HREH
4935911 TAF: G$ 7340-02: An Oral Range-finding Teratology SREAZ S . TX-120- sEaH
Study in the Rat 2001
) HREH
TAF: An Embryo-fetal Development Study of GS-7340- |- = TY 190 0T 32
4.2.3.5.2.12 02 by Oral Gavage in Rats E%gig? $ X120 e
TAF: A Dosage Range-finding Embryo—fetal HRER
4.2.3.5.2.13 |Development Study of GS-7340-02 by Oral Gavage in HERE S : TX-120- SEEH
Rabbits 2004
) HREH
TAF: An Embryo-fetal Development Study of GS-7340- | =Ty 100 S [ 20
4.2.3.5.2.14 02 by Oral Gavage in Rabbits Eigﬁ?g? $ X120 e
42353 HERAVHEEDRANUICRADBEET 208
4.2.3.5.3.1
(4.2.3.5.2. |FTC: Pre- and Postnatal Development Study in CD-le |t#tR&EH SEEH
SOEER Mice Given TP-0006 by Gavage (Segment III) HERES - TOX039 (BEIRH)
)
HREH .
Oral (Gavage) Pre and Post-natal Development = o B SEEH
4.2.3.5.3.2 Toxicity Study in the Rat ﬁ%%?? : THG278 (BRI )
Oral (Gavage) Pre and Post-natal Developmental HREH SEEH
4.2.3.5.3.3 |Toxicity and Juvenile Toxicity Dose Range Finding HERES : TMC278- ?EE?E'H:'.)
Study in the rat NC168 =
TDF: ORAL (GAVAGE) DEVELOPMENTAL AND
4.2.3.5.3.4- |PERINATAL/POSTNATAL REPRODUGCTION TOXICITY STUDY OF |#tR&E#l SEEH
1 GS-4331-05 ( ) IN RATS, INCLUDING A HERE S : R990202 (B2 H)
POSTNATAL BEHAVIORAL/FUNCTIONAL EVALUATION

[oooooooooooooo |
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TDF: Tenofovir (GS-1278) Plasma Toxicokinetics from
4.2.3.5.3.4- |a Developmental and Perinatal/Postnatal HRER SEEH
2 Reproduction Toxicity Study of Tenofovir DF in SHERES : R990202-PK | (BEiRH)
Female Rats
4235 4 GERZAVE-RR
BUEHTL
TT?K%%%%E&%
49361 TMC278: Primary Skin Irritation Study in Rabbits E%@éﬁ . THC2T78— SEZEH
R (4-Hour Semi—Occlusive Application) ﬁBPG—EGQ (BR1RH)
In Vitro Phototoxicity Testing of R314585 by the 2 RE
493692 Neutral Red Uptake Assay Using Balb/c 3T3 Mouse SHEREE . THC2TS- SEEH
CEee T Fibrog)lasts (Study TOX7218; Tibotec Study TMC278- FICHiSS = (BERH)
NC188
EVALUATION OF THE SENSITISATION POTENTIAL OF TMC278 |#tN&E %} SEEH
4.2.3.6.3 AND VARIOUS NANOSUSPENSIONS OF TMC278 (BASE) IN THE [:E&ZFES : TMC278- (yEﬂE'H:'n)
LOCAL LYMPH NODE ASSAY (RESEARGH NON-GLP STUDY) TiDP15-NC199 =
. - - S HREH s i
In Vitro Bovine Corneal Opacity-Permeability Eye s o _ SEER
4.2.3.6.4 Irritation Test ﬁ%g%j%? - The278 (Rif2 i)
o L - - HREH
TAF: Primary Dermal Irritation/Corrosion Study with | =Ty 190 [
4.2.3.6.5 6S-7340 in Rabbits 5%??%? : TX-120 B =g 2
) ) . - HREH
TAF: GS-7340-03: The Bovine Gorneal Opacity and = =Ty 190 S [ 22
4.2.3.6.6 Permeability Assay (BCOP) Ei(\;%ﬁ-q : TX-120 e
1.2.3.7 TOMHDOSERE
4.2.3.7.1 RIRERER
TAF: GS-7340-03: Assessment of Skin Sensitization HREH
4.2.3.7.1.1 |Potential using the Local Lymph Node Assay in the HERE S  TX-120- S E $
Mouse (Individual animal approach) 2014
4.2.3.1.2 nE=ERR
493791 FTC: TP-0006 - 28 Day Oral (Gavage) Immunotoxicity [t#tREH SEEH
""" Study in Rats SHERFES : TOX146 (BEie )
4'(3' g :7,) %%4 R278474: 4-week oral (gavage) immunotoxicity study E%@éﬁ . THC2T78— SEER
Rpyib in the rat plEAE T (BRI H)
NDEHETE) EXP5692
423 7.3 EUERROBFI—EHI 288
493731 |Single Dose Oral Endocrinology Study in the Beagle HREH SEZER
""" Dog HERE S : EXP5627 (BERH)
A study on the effect of R278474 on the biosynthese o o
4.2.3.7.3.2 |of cortisol in crude subcellular fractions of dog Egéﬁ - FK4790 ?ﬁﬁ§£§
adrenal cortex BRERAET <
423733 In-Vitro Guinea—Pig Adrenal Cell Test for the HREH SEZEH
""" evaluation of the cortisol biosynthesis EAERE S : EXP5653 GR)
TAF: Five-Day Oral Toxicity Study of GS-7340-02 and |#tH&EH ST 22
4.2.3.1.3.4 |65 7503 in Beagle Dogs SEREE . 0990142 il E 4
423735 TAF: A 6-Day Repeat Dose Oral Exploratory Study of |#tHEH sEEY
""" GS-7340-02 in Male Sprague-Dawley Rats SHERES : R2000044 =
423736 TAF: 7-Day Repeat Dose Toxicity Study of GS-7340-02 |#tHN&E sEEY
""" and GS-7503 in Male Sprague-Dawley Rats SHERFES : R990177 =
4923737 TAF: A PHARMACOLOGICAL ASSESSMENT OF THE EFFECT OF [#tR&E#H =T
""" GS-7340-02 ON THE RENAL SYSTEM OF THE RAT RERFE S : R990186 i
1237 4 REERR
gﬁ%ﬁ*ﬂr@ L
42375 REDOSHERR
B
4.2.3.7.6 THBDOZEHR
493761 FTC: Bacterial Reverse Mutation Assay of TP-0006 to [t#tH&EH SEEH
""" Qualify Degradant |00 OFA* ERERZE S - TOX151 (BRIRH)
493769 FTC: /N VITRO MAMMALIAN CHROMOSOME ABERRATION STUDY [#tmR&E ¥t SEER
""" OF TP-0006 TO QUALITY DEGRADANT |0 O O FA* SHERFE S : TOX152 (BRiRH)
493763 FTC: A ONE-MONTH MOUSE ORAL QUALIFICATION STUDY OF fil*]ﬁﬂ sEEH
""" TP-0006 AND|O O O FA*(DEGRADANT) SERZE S : TOX153 (BRizH)

23
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423764 |FTC: A ONE-MONTH ORAL QUALIFICATION STUDY OF TP- %‘;’iﬁ - TX-160- sEEH
""" 0006 PRODUCED BY THE [N PROCESS IN CD1 MICE 51001 = (BRI H)
423765 In Vitro Bacterial Reverse Mutation Test with HREH SEER
""" OO0O0E*|in Salmonella typhimurium HERFES : T0X9645 (BRiRH)
In Vitro Bacterial Reverse Mutation Test with HREH SEEH
4.2.3.1.6.6 550 in Salmonella typhimurium HERFE S : T0X9644 (BRiRH)
423767 In VVtro.BacteriaI Reverse'Mutgtion Test with g%g;é;i;: T0X9643 %3#?5%*4
[DOOHYin Salmonella typhimurium THC278-1646_0016451 (BRI H)
) . . - HREH .
In Vitro Bacterial Reverse Mutation Test with = o _ SEER
4.2.3.7.6.8 Salmonella typhimurium ﬁ%$§§§15' THG278 (BERH)
493769 |/ Vitro Bacterial Reverse Mutation Test with i%g;g;ff_ MC278— SEEH
""" Salmonella typhimurium FIIC1 79 = (BERH)
4237610 EL%EJZ SCREENING CHROMOSOME ABERRATION TEST IN i%g;g;fﬂ, TMC278— SEEH
""" HUMAN LYMPHOCYTES /N VITRO KIIC;84 = (BRI )
In Vitro Bacterial Reverse Mutation Test with HREH sEEY
4.2.3.7.6.11 |R314585 (TMC278.HCI) spiked with 4% SHERES - TMC278- Tﬁ%;ﬂtﬂ)
“o'| \HCl) in Salmonella typhimurium TiDP6-NC308 =
In Vitro Bacterial Reverse Mutation Test with HREH sEEY
4.2.3.7.6.12 |R314585 (TMC278.HCI) spiked with 4% HERES  TNC278- e
(|"e-"| .HCl) in Salmonella typhimurium TiDP6-NC309 =
Mutation at the thymidine kinase ( tk) locus of HREH SEEE
4.2.3.7.6.13 |mouse Iymphoma L5178Y cells (MLA) using the HERES . TNC278- ?ﬂi;ﬂﬂﬁ
Microtitre® fluctuation technique TiDP6-NC311 E
Mutation at the thymidine kinase ( tk) locus of HREH SEEE
4.2.3.7.6.14 |mouse Iymphoma L5178Y cells (MLA) using the HERES . TNC278- (?EHE.T*.;{
Microtitre® fluctuation technique TiDP6-NC312 =
4937615 1-Month Repeated Dose Oral Impurity Qualification i%g;é;ij_ MC278— SEEH
""" Study for TMC278.HCI| in the Rat AR RS (BRI )
TiDP6-NC314
: Ler oo . HREH
TAF: 2-Week Oral Gavage Qualification Toxicity and | =Ty 190 S [ 22
4.2.3.1.6.16 Toxicokinetics Study of GS-7340 in Male Rats 5%5?2517' TX-120 S 4
TAF: 4-Week Oral Gavage Toxicity and Toxicokinetic [#tRE#H
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The cross validation of the determination of 5 P SEER
.10 |rifabutin and 25-O-desacetyl| rifabutin in human SHERE S . ABL623T (BiR
plasma using API4000 LG-MS/MS RRERETS H)
SEEN
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S S HREH
Validation of a Method for the Determination of = o _ PR
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TMC435-TiDP16-C108 1304
S| %E &
25 Quantitation of Efavirenz ﬁg;iﬁ . PPD-LC /?Ei%:4
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i determination of R278474 in human heparin plasma II;AZS = i) =
= 3s HE LR
4.35 Validation (full) of an LC-MS/MS method for the ﬁ%@iﬁ - R278474- ’(%Ef“;:'l
i determination of R278474 in human heparin plasma II;A%]S = i) =
N . HREH
436 I;gél\iII%Mﬁeg:E«ia;mgrllg;gn of ketoconazole in human ;ﬁ?ﬁ%}%m SEEH
Validation (partial) of an LCAIS/NS method for the [FEISHE o
.4.37 |determination of TMC278 (UNJ-16150108) in human EII-IE)8—J(T)?—. SEEH
hepar in plasma TR288/BA1099
Addendum 3: Determination of Midazolam, 1" - R
Hydroxymidazolam (1" —OH Midazolam), and 4- = o B P
-4.38 Hydroxymidazolam (4-OH Midazolam) in Human Plasma aiggfg? + GPS 42 SEAN
by LC-MS/MS
Method Validation Amendment 2 HREH
.4.39 Validation of a Method for the Determination of HERFE S : QPS 60- SEZEH
Tenofovir in Human Plasma by LC-MS/MS 1116
Amendment 1: Validation of a Method for the HREH
.4.40 Determination of GS-7340 and Tenofovir in Human HERFE S : QPS 60— SZEH
Urine by LC-MS/MS 1220
— — HREH
Validation of a Method for the Determination of = = . P~
4.4 Tenofovir in Human Plasma by LC-MS/MS %E%éq : GPS 60 SEAN
Validation of a Method for the Determination of 2 RS
4 42 FK506 in Human Whole Blood using High-Performance SHERE S : Covance sEEY
o Liquid Chromatography with Tandem Mass 33232_1‘,;’; ’ =
Spectrometric Detection
— — HREH
Validation of a Method for the Determination of = = _ P~
443 |Riipivirine in Human Plasma by LC-MS/MS ABRES PS4 | BEAM
Validation of a Method for the Determination of HREH
4. 44 Emtricitabine (FTC) and Tenofovir (TFV) in Human HERES : QPS-42- SEEH
Plasma by LC-MS/MS 1410
Validation of a method for the determination of GS- fil*lﬁtl [
445 15885 in K,-EDTA Human Plasma by LC-MS/MS RBRES « 0PS 60- SEAN
Amendment 2: Validation of a Method for the HRAEH
.4.46 |Determination of GS-7977, GS-566500, and GS-331007 [:XEXZES : OPS 60- SEER
in Human Plasma by LC-MS/MS 1323
Partial Validation of a Method for the HRAEH
.4.47 [Determination of GS-5885 in Human Plasma by LC- HERFE S : OPS 60— SEER
MS/MS 1433
Partial Validation of a Method for the HREH
.4.48 [Determination of Tenofovir in Acid Treated K ,EDTA RERZE S : OPS 60— SEEH
Human Plasma by LC-MS/MS 1435
Amendment 3: Validation of a method for the HRAEH
.4.49 |determination of darunavir in human plasma by LC- HERES : QPS 42- SEEH
MS/MS 0902
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Validation of a Method for the Determination of HREH
1.4.50 |Carbamazepine and Carbamazepine-10, 11-epoxide in HERE S : QPS 42- SEEH
Human Plasma by LC-MS/MS 1371
Amendment 1: Validation of a Method for the 2R
Determination of Tenofovir-diphosphate (TFV-DP) in |=¢ = _ PR
1.4.51 Human Peripheral Blood Mononuclear Cells (PBMC) by 'i‘ié;%g? + GPS 60 SEAR
LC-MS/MS
Qualification of a Method for the Determination of |#tH&EH
1.4.52 Tenofovir-diphosphate (TFV-DP) in Human Peripheral |iXE&%E : QPS 60N- | SEE&H#
Blood Mononuclear Cells (PBMC) by LC-MS/MS 1419
Validation of a Method for the Determination of HREH
1.4.53 Iohexol in Human Plasma by HPLC with MS/MS HE&RES : Covance SEEH
Detection, Covance Study No. 2100-775 2100-775
Amendment 3: Validation of a Method for the HREH
1.4.54 Determination of Efavirenz in Human Plasma by LC- HERES : QPS 42- SEZEH
MS/MS 0827
Amendment 3: Validation of a Method for the HREH
1.4.55 |Determination of Rilpivirine in Human Plasma by LC- |[sXERZFES : QPS 42— SEEH
MS/MS 1102
Amendment 1: Validation of a Method for the HREH
1.4.56  |Determination of Efavirenz in Human Plasma by LC- HERZES - QPS 42- SEEH
MS/NS 1216
Amendment 2: Validation of a Method for the HRAEH
1.4.57 |Determination of GS-7340 in Human Plasma by LC- HERES : QPS 60- SEEH
MS/MS 1115
Amendment 1: Long-term Storage Stability and
Freeze/Thaw Stability of Combination Drugs 2R
[(Emtricitabine (FTC) + Tenofovir (TFV) + GS-7340 + | o B P
1.4.58 1559137 (EVG) + GS-9350 (COBI) + Darunavir (DRV) + ;‘ﬁ?g? +0PS 60~ | SEEH
Atazanavir (ATZ) + Rilpivirine (RPV) + Efavirenz
(EFV)] in Human Plasma by LC-MS/MS
Amendment 2: Partial Validation of a Method for the [ftR&E$
1.4.59 |Determination of GS-9137 and GS-9350 in Human HERZES : OPS 60- SEEH
Plasma by LC-MS/MS 1343
Partial Validation of a Method for the HREH
1.4.60 Determination of Tenofovir in Human Plasma by LC- HERFES : QPS 60— SZEH
MS/MS 1368
Partial Validation of a Method for the HREE SEER
1.4.61 |Determination of JNJ-16150108 (TMG278) SHERES - 20279v1 (BR$2
[Rilpivirinel in Human Plasma Samples RRERETS H)
Amendment 3: Validation of a Method for the HREH
1.4.62 Determination of Emtricitabine and Tenofovir in HERES : QPS 42- SEZEH
Human Plasma by LC-MS/MS 0831
Amendment 5: Validation of a Method for the HREH
.1.4.63 Determination of GS-9137 and GS-9350 in K ,EDTA Human |[5£E&ZE= : QPS 60— SEEH
Plasma by LC-MS/MS 0949
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abacavir, norethindron and chlorzoxazone in human
liver microsomes

PRI %E &
9211 The plasma protein binding and blood distribution i%g;é;ij_ TMC278- "?§f§:4
e of TMC278 in animals and man ﬁEH12 = HD) =
HREF
L2.1.2 Plasma protein binding of GS-7340 HERES . AD-120- SEEH
2026
2.2 FREBRUEMEEERALARKRESE
CTBR Protocol No. 48171: In Vitro Evaluation of
29 1 Emtricitabine (FTC) as an Inhibitor of Human HREH sEEY
e s Cytochrome P450 Enzymes and 5° -Uridine Diphosphate |FERZFES : 15247 Z
Glucuronosyl Transferase (UGT)
CTBR Protocol No. 48170 : Identification of the
principal human cytochrome P450 isoenzyme(s) and
999 potential glucuronidation responsible for the HREH sEEN
e metabolism of emtricitabine (FTC) using human liver |iRXERZFES : 15396 V1 | =
microsomes and bactosomes containing cDNA-expressed
human cytochrome P450 isoenzymes
- - - _ tREH
993 In Vitro Assessment of Induction Potential of GS SRERZE . AD-162- sEEY
9019 in Humans 2005
N . A
994 z;gtgégb?éngigimgf 524W91 in Human, Monkey, Mouse iﬁ%%;%é%obzs sEEY
A pilot study on the interaction of R278474 on sEEY
995 CYP1A2, CYP2A6, CYP2C8,9,10, CYP2C19, CYP2D6, HREH ‘ﬂﬁﬁ
e CYP2E1, CYP3A4, CYP3A5 and CYP4A in human |iver HERES : FK4123 ) =
microsomes
The in-vitro metabolism of 'C-TMC278 in hepatocytes
and liver subcellular fractions of male and female |af poiuy SEEH
2.2.6 Swiss albino mice, male and female black Agouti SHEREZ . NG 102 (BR$2
rasH2 microinjected mice, male and female rats, e : H)
female rabbit, male dog and man
An in vitro study to (a) identify the microsomal
cytochrome P-450 iso—enzymes mediating TMC278 ] SEEH
2.2.7 metabolism (reaction phenotyping) and to (b) SHERES - NG 141 (BLiR
determine the kinetics of TMC278 metabolism in RREAETS H)
human liver microsomes
The absorption, metabolism and excretion of TMC278 sEEY
998 after a single oral dose of 150 mg in healthy male |#HH&EH "(EE¢E
e subjects (clinical trial TMC278-C119) (TMC278- SHERES  NC 157 i) =
TiDP6-NC157)
An in vitro study to assess the potential of TMC278 2t P SEEH
2.2.9 to induce GYP enzyme activities in cryopreserved SHERZES . NC 186 (B2
human hepatocytes ARABRETS H)
An in vitro study on the possible inhibitory effect
of TMC278 on the metabolism of sertraline, sEEY
9 910 paroxetine, clarithromycin, sildenafil, 17a- HREH "(E£$E
e ethinyloestradiol, omeprazole, S-mephenytoin, HERES NC 194 i) =

35




EDMS-ERI-137663809 / 2.0

An in-vitro study on the inhibition of paclitaxel 2B SEEH
.1 (CYP2C8-mediated) and S-warfarin (CYP2C9-mediated) SEREE . NC 283 (BR=
metabolism by TMC278 RARETH )
. . A
In Vitro Assessment of Human Liver Cytochrome P450 |- 5. AN_1 90 P_—
12 Alphibition Potential of 6S-7340 ABES AD-120- | SEAM
13 Cytochrome P450 Metabolic Reaction Phenotyping of %gig . AD-120- SEEY
GS-7340 2004
. . . _ |maEn
14 In Vitro Assessment of Induction Potential of GS SHESES . AD-120- SEEY
7340 in Humans 2005
. it HPEH
In Vitro Assessment of Human UGT1A1 Inhibition = = AN_190— P
15 Ipotential of GS-7340 ABES AD-120- | SEAM
Diresti HPEH
Effect of GS-9350 on the Bi-Directional = = . AN_190_ 25 2z
16 Ipermeability of GS-7340 through Caco 2 Cells ABES A-120- | SEAM
. N HREH
In Vitro Activation of GS-1278, GS-4331 and GS-7340 |- = AN 9N 2 3
17 in Primary Human Hepatocytes Eig'%g? + AD-120 SEAR
Bi-Directional Permeability of GS-7340 Through HREH
.18  [Monolayers of P-glycoprotein and BCRP Over- HERFES . AD-120- SEEH
expressing Gells 2018
. D HREH
In Vitro Assessment of GS-7340 Inhibition of Human |- = . AN_1 90 P~
19 |oATP1B1, OATPIB3, Pgp and BCRP ABES A-120- | SEAM
. HREH
In Vitro Assessment of GS-7340 as a Substrate for = = AN_190_ P
20 l4uman OATPTBI and OATPIB3 ABES A-l20- | SEAM
. . . . HREH
In Vitro Metabolism of GS-7340 in Hepatic = = AN 90 P
-2 Subcel lular Fractions from Dog and Human E%E%EH : AD=120 SEAR
. . . . HREH
In Vitro Metabolism of GS-7340 in Intestinal = = . AN 90 P
2 Subcel lular Fractions from Dog and Human Ei(g;%g? + AD-120 SEAR
93 In Vitro Metabolism of GS-7340 in Plasma from Dog g%@ég . AD=120- SEEH
and Human 2025
Effects of HIV Protease Inhibitors and 2t P i
Pharmacokinetic Enhancers on the In Vitro = = AN 9N PR
24 \etabol ism of GS-7340 in Human Intestinal ABES  A0120- | SHAN
Subcel lular Fraction
Effect of Inhibitors of Cathepsin A, 24 P
25 Carboxylesterase 1, and GYP3A4 on Metabolism of SHERES - AD-120- sEEH
) Tenofovir Alafenamide Fumarate (GS-7340) in Primary 5‘031 = =
Human Hepatocytes
. . . . HREH
Evaluation of Induction Potential of GS-7340 in = = AN 9N P
.26 Cultured Human Hepatocytes 5%;%%-5 + AD-120 SEAN
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Studies to Determine if Tenofovir Alafenamide (GS- |#HtH&EH
.27 7340) is an Inhibitor of OAT1, O0AT3, 0CT1, 0CT2, HERES . AD-120- SEER
MATE1, and BSEP or a substrate for OCT1 2036
. " s
Concentration Dependent Permeability of Tenofovir = 5. AN_1 90 P~
.28 Alafenamide through Caco-2 Cell Monolayers 5%2%%# + AD-120 SEAN
In Vitro Assessment of Human Hepatic Microsomal HRERH
.29  |[Cytochrome P450 Mechanism-Based Inhibition HERE S : AD-120- SEER
Potential of GS-7340 2040
Effect of HIV Protease Inhibitors on the Transport |fER&E$}
.30 |of Tenofovir by the Multidrug Resistance Related HERZES . AD-104- SEEH
Proteins 2 and 4 2001
— - . |HEREH
Lack of a Contribution from P-glycoprotein (Pgp) in | S . AN_10A -
81 the Active Tubular Secretion of Tenofovir ;%g%ﬁ? + AD-104 SEAN
; O ; P tREH
In Vitro Inhibition Studies of Tenofovir with Human | S . AN (A P
.82 0CT2 and MATE1 Transporters EEST%E? : AD-104 SEAN
o . . . HREH
Protein Binding of Gidofovir, Cyclic HPMPG, PMEA i = a P
33 and PMPA in Human Plasma and Serum ABRES : P0504 SEAN
00039. 1
In vitro interactions of acyclic nucleoside HREH
.34 |phosphonate analogs with human organic cation and HERFE S : PC-103- SEEH
anion transporters 2001
N . HREH
Lack of a Contribution from MRP1 in Tubular Re- =t = . DA_{AA P
35 absorption of Tenofovir Ei(‘;.?ﬁﬁ? : P-104 SEAN
The Effect of Tenofovir and Tenofovir DF on the HREH
.36 Activities of the Cytochrome P-450 Isoforms in HEES - V990172- | &2EH
Human Hepatic Microsomes 104
In Vitro Inhibition Studies of Elvitegravir, HREH
.37 Emtricitabine, Tenofovir, and Cobicistat (Quad) SHERES . AD-236- SEZEH
with Human OCT2 and MATE1 Transporters 2001
; cpe HREH
In Vitro Inhibition of Human Pgp and BCRP by = = . AN_92A_ P
.38 Elvitegravir, Emtricitabine and Tenofovir Eiéé%%-q + AD-236 SEAR
Bi-Directional Permeability of Elvitegravir, 2t P
Emtricitabine, Tenofovir, and Cobicistat (Quad) i o AN nap. PR
-39 through Monolayers of P-glycoprotein Over- Eiégigﬁ + AD-236 SEAM
expressing Cells
Bi-Directional Permeability of Elvitegravir, HREH
.40 Emtricitabine, Tenofovir, and Cobicistat (Quad) HERES . AD-236- SEZEH
through Monolayers of BCRP Over-expressing Cells 2005
. -~ A
In Vitro Inhibition of Human OATP1B1 and OATP1B3 by | = . AN_92R_ P_—
-4 Emtricitabine and Tenofovir ;%g%ﬁ? + AD-236 SEAN
- ibiti - L [rmEs
In Vitro Inhibition Studies of Quad Components with [ 5 . An_0ap. PR—
42 Human OAT1, OAT3 and MRP4 Transporters ;%g%ﬁ? + AD-236 SEAN
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- o - . HREF
In Vitro Inhibition Studies of Stribild Components [z 5 . AN_92R_ P~
224 with Human OCT1 and BSEP Transporters Ei(\;é‘%%ﬁ + AD-236 SEAN
, - ST - HREF
In vitro Interaction Study of Emtricitabine with = 5 . AN_92/_ PR~
.2.2.44 the Human OAT1 and OAT3 Uptake Transporters Ei(\;;»‘%ﬁv : AD-236 SEAN
. . itab A
In vitro Interaction Study of Emtricitabine and = = . AN_92/_ P~
-2.2.45 Tenofovir with the Human 0CT2 Uptake Transporter fg%g? + AD-236 SEAN
In Vitro Inhibition of Human MRP2 ABC (Efflux) HREH
.2.2.46 |Transporter by STRIBILD Components Elvitegravir and |[:XE&ZES : AD-236- SEEH
Emtricitabine 2012
: - T - HRER
In Vitro Interaction Study of Emtricitabine with = = . AN_92R_ P~
-2.2.47 the Human MRP2 ABC (Efflux) Transporter Eigisﬁ%? + AD-236 SEAN
. " o s
In vitro effect of cobicistat on the accumulation = = . pp_nan. PE—
.2.2.48 of tenofovir in fresh human renal tissue Eiggsg? : PG-236 SEAN
In vitro effect of cobicistat on the transport of HREH
.2.2.49 tenofovir by renal organic anion transporters OAT1 HERE S : PC-236- SEEH
and 0AT3 2008
550 |Effect of Cobicistat on WRP4-mediated Efflux of *ig;ig T -
Tenofovir
2009
Assessment of the Effect of Cobicistat and Other HREH
.2.2.51 Components of Stribild on the In Vitro Cytotoxicity [ERXERZFES : PC-236- SZEH
of Tenofovir in Primary Renal Proximal Tubule Cells [2012
2.3 Ot FEBRNERAV-RBREEE
Determination of the in vitro transport
characteristics of TMC278, evaluation of the SEEY
9 3 1 possible role of P-glycoprotein in TMC278 transport |#tH&E ’(Eﬂa
Se and assessment of possible inhibition of P- HERES  NC 104 i =
glycoprotein activity by TMC278: a study in Gaco-2
mono | ayers
.3.3 BREREMEIRE (PK) HERHEE
8.1 BERRBREICS TAPKRVUHZRESRBER
An Evaluation of the Absorption, Distribution, T SEEH
. : l4n HREH a
231 Metabolism and Excretion of '“C-labeled SHERES . F1C-106 (BX12
Emtricitabine (FTC) in Healthy Male Volunteers s ' H)
Double-Blind, Randomized, Placebo—Controlled Study
to Evaluate the Safety, Tolerability, HREH SEEH
.3.1.2 Pharmacokinetics and Ex Vivo Pharmacodynamics of HERES : R278474~ (B%1R
Single Oral Doses of R278474 in Healthy Male CDE-101 H)
Subjects
A Double-Blind, Randomized, Placebo-Controlled
Study to Evaluate the Safety and Tolerability, HREH SEZEH
.3.1.3 Pharmacokinetics and Ex Vivo Pharmacodynamics of HERES : R278474- (BLiR
Multiple Oral Doses of R278474 in Healthy Male CDE-102 H)
Volunteers
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Double-Blind, Randomized, Placebo-Controlled Study

to Evaluate the Safety, Tolerability, HREH SEER
3.3.1.4 Pharmacokinetics and Ex Vivo Pharmacodynamics of SHERE S : R278474- (BE1R
Single Oral Doses of R278474 in Healthy Male CDE-103 H)
Subjects
A Phase I, open label, randomized, multiple dose
ranging trial in four parallel panels of 12 healthy |f#tRE&EH SEEH
3.3.1.5 subjects each, to determine the pharmacokinetics, HERES . TMC278- (B%iR
safety and tolerability of once daily dosing of 103 H)
TMC278 formulated as a solid formulation
A Phase I, open label, single dose, mass—balance fil*lﬁtl %%§j4
3.3.1.6 ) L HERE S : TMC278- (BX$2
trial with "“C-labeled TMC278 ¢119 H)
_— APV E R
A Phase 1 Study to Evaluate the Pharmacokinetics, = = . pe_|le_ P
3.3.1.7 Metabolism and Excretion of GS-7340 ﬁf’fﬁg’; $ GS-US SEAN
A Phase 1, Multiple-Dose Study Evaluating the
Relative Bioavailability of Two
Elvitegravir/Cobicistat/Emtricitabine/GS-7340 HREHR
3.3.1.8 Single Tablet Regimen Formulations vs HERE S - GS-US- SEEH
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir 292-0101
Disoproxil Fumarate Single Tablet Regimen and GS-
7340
A Phase 1 Single and Multiple Dose Study to
Investigate the Pharmacokinetics, Safety and O~
3319 [lolerability of %E@iﬁ L GS-US- | ERMmE
o Elvitegravir/Cobicistat/Emtricitabine/Tenofovir 59'2_01(7)_";' "
Alafenamide Single Tablet Regimen (STR) in Healthy
Japanese and Caucasian Subjects
An Open-label, Single-dose Study to Investigate the - P—
33110 Pharmacokinetics and Safety of TMC278 After Oral Egiﬁ . ’ﬁﬁ:‘*
R Administration of TMC278 25 mg Tablet Under Fed ?TVIEJ278ED.4005 ) =
Condition in Healthy Japanese Adult Male Subjects
.3.3.2 BEICE T APKERUMNB AR HREBRRES
A Phase I, Randomized, Single-Dose, Placebo- 2B SEER
.3.3.2.1 Controlled Trial to Evaluate the Safety and SHEREE . 143-001 (BX$2
Pharmacokinetics of 524W91 (Emtricitabine) RARRETS H)
A dose-escalation study to investigate the safety, sEEY
3399 tolerance, pharmacokinetics and anti-viral activity |ftREH ”(Eﬂa
R of multiple repeat doses of FTC in subjects who are |[3XER&ES : FTC-101 ) =
infected with HIV-1
A Randomized, Comparative Trial of FTC Administered sEE SEEH
.3.3.2.3 Once-Daily vs 3TC Administered Twice-Daily to HIV-1 SHERES . FTC-102 (BX$2
Infected Subjects in a 10-day Dosing Regimen AR = H)
HREH
.3.3.2.4 Week 48 Ad Hoc TFLs HERES - GS-US- SEER
311-1089
.3.3.3 NEAMERZHE L-PKHBRHES
An evaluation of the pharmacokinetics of 2t SEER
.3.3.3.1 emtricitabine in volunteers with varying degrees of HERES . FT0-107 (BiiR
renal impairment RRERETT H)
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A Dose-Escalation Cohort Study to Investigate the
Safety, Tolerance, Pharmacokinetics, and Antiviral

#HREH

chlorzoxazone

SEEH
3:3.2 |Xctivity of Single and Multiple Repeat Doses of FTC |RERES : FTcB-101 | S5 A
in Patients who are Infected with HBV
Pharmacokinetics, safety and tolerability of TMC278 [ttR&EHt SEEH
3.3.3 in subjects with mildly or moderately impaired HERES . TMC278- (B%iR
hepatic function TiDP6-C130 H)
A Phase 1, Open-Label, Parallel-Design Study to HREF
3.3.4 Evaluate the Pharmacokinetics of GS-7340 in HERE S : GS-US- SEER
Subjects with Severe Renal Impairment 120-0108
A Phase 1, Open-Label, Parallel-Group, Single Dose 2 PR
335 Study to Evaluate the Pharmacokinetics of Tenofovir SHERE S . GS-US- sEEY
- Alafenamide in Subjects with Normal and Impaired ?26_01;2 : Z
Hepatic Function
A Phase 1, Open-Label, Parallel-Group, Single Dose
Study to Evaluate the Pharmacokinetics of Tenofovir |#tH&EH
3.3.6 Alafenamide (TAF) in Subjects with Normal Hepatic HERES : GS-US- SZEH
Function and Subjects with Severe Hepatic 320-1615
Impairment
3.4 AN ERZRE L -PKERBRMRESE
An Open-Label , Randomized Crossover Study to sEEY
341 Evaluate the Pharmacokinetics of Emtricitabine and |[ttR&EH é'(ﬂi*a
T Famciclovir Administered Alone or in Combination in |iXE&ZFES : FTC-108 H) =
Healthy Volunteers
An Open-label, Randomized, Three-way Crossover
Study to Evaluate the Potential for and Extent of
Pharmacokinetic Interactions Between the HREH SEEH
3.4.2 Combination of Emtricitabine and Tenofovir HERES : GS-US- (BX$2
Disoproxil Fumarate and Tacrolimus When 174-0105 H)
Administered Alone and Together in Healthy
Volunteers
A Phase I, open—label, randomized, three-way -~ P
343 crossover trial in 16 healthy subjects to establish i%g;é;tﬁ_ THC278= z’?z§§§4
o the two-way pharmacokinetic interaction between 5168 = ) =
TMC278 and rifampin at steady-state
A Phase I, open—label, randomized, 2-way crossover
trial in o PR
16 healthy subjects to establish the 2-way jtpqéitj. z'i?é§§4
3.4.4 . : HERES - TNC278- (BR1R
pharmacokinetic 109 )
interaction between steady-state TMC278 and
paracetamol
A Phase I, open—label, randomized, two-way
crossover trial in 16 healthy subjects to HREH SEER
3.4.5 investigate the potential pharmacokinetic HERZES - TMC278- (BX$2
interaction between steady-state TMC278 and steady- |C116 H)
state atorvastatin
A Phase I, open-label, randomized, two-way
crossover trial in 16 healthy subjects to HREH SEER
3.4.6 investigate the potential pharmacokinetic HERES : TNC278- (BL1R
interaction between steady-state TMC278 and steady- |[C127 H)
state ketoconazole
A Phase I, open label trial in 16 healthy subjects o P
347 to investigate the effect of single-dose and ggiﬁ . TMC278- ”?Eﬁj*
o steady-state TMC278 on the pharmacokinetics of Eﬁég = ) =
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A Phase I, open—label, randomized, 4-way, crossover

and Intravenous) in Healthy Volunteers

trial in 24 healthy subjects to investigate the HREH SEEH
4.8 pharmacokinetic interaction between single doses of |iRXERZES : TMC278- (BRi2
TMC278 and famotidine in 3 different dosing 140 H)
regimens
A Phase [, open-label trial to explore the
pharmacokinetics, safety and tolerability of TMC278 [#tRE&EH SEEH
4.9 25 mg once daily following a 2-week period HERES (BLiR
receiving efavirenz, in healthy male and female TMC278HIV1001 H)
sub jects
A Phase I, open—label, randomized, crossover trial P
4.10 in healthy subjects to investigate the effect of SHEREE . sEEY
: steady-state TMC278 on the pharmacokinetics of a ?M6278;ED1001 =
single dose of digoxin
A Phase I, open—label study in healthy subjects, to o [
411 explore the pharmacokinetics of different dosing E&;;é;tj ) %$?§§§:4
i regimens of rilpivirine in combination with ?M6278;2Di003 H) =
rifabutin, at steady-state
A Phase 1, open—label study in healthy subjects to 2t PR
412 explore the potential for a pharmacokinetic HEREE SEEN
: interaction between steady-state rilpivirine and a ?MbZ78?§DiOO4 =
single dose of metformin
A Phase I, open—label, single-sequence drug-drug
interaction trial in subjects on stable methadone HRER sEZEH
4.13 maintenance therapy, to investigate the potential HERFE S . TMC278- (BLiR
interaction between TMC278 25 mg g.d. and TiDP6-C121 H)
methadone, at steady-state
A Phase I, open-label, randomized, 2-way crossover [~ [
414 trial in 16 healthy subjects to investigate the :%g;é;:;_ TMC278- %$?§§§:4
: potential pharmacokinetic interaction between ?ibP6—0123 ) =
TMC278 and sildenafil
A Phase I, open—label drug-drug interaction trial
to investigate the effect of TMC278 25 mg q.d. on HREH SEEH
4.15 |the steady-state pharmacokinetics of HERES : TMC278- (BEi2
ethinylestradiol and norethindrone, in healthy TiDP6-C136 H)
women
A Phase I, open—label, randomized, 4-way crossover P o~
416 trial to evaluate the pharmacokinetics of TMC278 25 i%g;é;tj_ TMC278- %gi%é§§4
] - HERES (BE1R
mg and 50 mg in the presence of omeprazole 20 mg TiDP6-C154 )
g.d. in healthy subjects
A Phase I, 2-panel, open-label, randomized, cross-—
over trial in healthy subjects to investigate the HRAEH
4.17 pharmacokinetic interaction between TMC435 and SHERES : TNC435- SEEH
antiretroviral agents, TMC278 and tenofovir TiDP16-C114
disoproxil fumarate (TDF), at steady-state
A Phase 1 Single-Dose Study Evaluating the HRAEHR
4.18 Pharmacokinetic Drug Interaction Potential between [iRXERZE S : GS-US- SZEH
Rilpivirine and Tenofovir Alafenamide 120-0117
A Fixed-Sequence, Open-Label, Study Evaluating the 2R
419 Pharmacokinetics and Drug Interaction Potential SHERZE S . GS-US- sEEY
) between Tenofovir Alafenamide and Midazolam (Oral ?26_1553 ’ Z
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A Fixed-Sequence, Randomized, Open-Label, 2 -Cohort,

2-Period, Multiple-Dose Study Evaluating the HREH
5.3.3.4.20 |Pharmacokinetics and Drug Interaction Potential HERES : GS-US- SEEH
between Tenofovir Alafenamide and Rilpivirine in 120-1554
Healthy Subjects
A Phase 1 Study to Determine the Effect of Food on
the Pharmacokinetics of Emtricitabine, Rilpivirine A
and Tenofovir Alafenamide (TAF) Administered as the | o pe oL PE——
5.3.3.4.21  |enricitabine/Rilpivirine/Tenofovir Alafenamide ABES G5 SEANM
(F/R/TAF) Fixed Dose Combination (FDC) Tablet in
Healthy Volunteers
A Phase 1 Study to evaluate Pharmacokinetic Drug-
Drug interaction Potential between HREH
5.3.3.4.22 |Emtricitabine/Rilpivirine/Tenofovir Alafenamide HERES . GS-US- SEEH
Fumarate (FTC/RPV/TAF) and Ledipasvir/Sofosbuvir 366-1689
(LDV/SOF) Fixed-Dose Combination (FDC) Tablets
A Phase 1 Study Evaluating the Drug Interaction R
Potential Between Once-Daily FTC/GS-7340 Fixed Dose |[=; = oo, P
5.3.3.4.23 Combination and Efavirenz or Cobicistat-Boosted 5??%3%6?' GS-US SEAM
Darunavir
A Phase 1, Open-Label, Adaptive, Two-Part, Three A
Period, Fixed Sequence Study to Evaluate the Effect | o oo PR~
53.3.4.24 ot Carbamazepine on the PK of TAF and GS-9883 in  |oxa s : G5US SEAN
Healthy Adult Subjects
A Phase 1, Randomized, Open Label, Drug Interaction
Study Evaluating the Effect of
Emtricitabine/Tenofovir Alafenamide Fixed-Dose HREH
5.3.3.4.25 |Combination Tablet or GS-9883 on the HEEES : GS-US- SEER
Pharmacokinetics of a Representative Hormonal 311-1790
Contraceptive Medication, Norgestimate/Ethinyl
Estradiol
A Phase 1, Randomized, Open-Label Study to
Determine the Effect of Food on the A
Pharmacokinetics of Tenofovir Alafenamide When = = . pe_fle_ P
5.3.3.4.26 Administered as a Single Tablet Regimen Containing 5%5%3%;3' GS-US SERM
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
Alafenamide in Healthy Volunteers
5.3.3.5 REF a2 L— a3 UPKRBRBREE
Population Pharmacokinetic Analysis of Tenofovir
5335 Alafenamide and Tenofovir following Administration [ftREH sEEY
s of Elvitegravir/Cobicistat/Emtricitabine/Tenofovir [FHERES . &44GL | =
Alafenamide Single Tablet Regimen
Population Pharmacokinetics of Cobicistat (COBI)- HREH P
5.3.3.5.2 |y osted Elvitegravir (EVG) HEBREE  munl | 20 AM

5.3.4 BRRENE (PD) HBRHBEE
5.3.4.1

4.

BEHBRECH T SPDRBREUPK/PDRBREEE
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A phase I, double-blind, double-dummy, randomized

placebo controlled and active controlled, 3-way HREH SEEH
.3.4.1.1 crossover trial to evaluate the effect of TMC278 HERES : TMC278- (BE1R
after a single dose and at steady-state on the TiDP6-C131 H)

QT/QTc interval in healthy subjects

A Phase I, double-blind, double-dummy, randomized,

placebo controlled and positive controlled, HREH SEEH
.3.4.1.2 parallel trial to explore the effect of TMC278 25 HERES : TMC278- (BX12
mg o.d. at steady-state on the QT/QTc interval in TiDP6-C151 H)

healthy subjects

A Phase I, double-blind, double-dummy, randomized
placebo controlled and active controlled trial to - P
evaluate the effect of TMC278 25 mg g.d. at steady- HERH SERAM

:3.4.1.3 state and the effect of efavirenz (EFV) 600 mg q.d. iﬁgﬁg%é?5éTM0278_ éf?#%
at steady-state on the QT/QTc interval, in 2
randomized panels of healthy subjects
A Phase 1, Partially-Blinded, Randomized, Placebo- 2R
and Positive-Controlled Study to Evaluate the i = oo PR
8414 IEffoct of GS-7340 on the GT/QTc Interval in Healthy |Taa > 65U SEAH

Subjects

.3.4.2 BHEICH 1T HPDREBR R UPK/PDIREBRBRE =

Statistical Analysis of Emtricitabine

Pharmacokinetic Parameter Estimates versus 2t P

.3.4.2.1 Demographic Variables in Adult Healthy and HIV- SHEREE . 1354201
Infected Populations Evaluated in Emtricitabine HIV [***®7 -

Clinical Program

SEEH

A Phase 1/2 Randomized, Double-Blind, Active-
Controlled, Dose Escalation Study of the Safety, HREH
.3.4.2.2 Tolerance, Pharmacokinetics, and Antiviral Activity |[FERZES : GS-120- SEEH
of GS-7340-02 in Antiretroviral-Naive Patients Who |1101
Are Chronically Infected with HIV-1

A Phase I Randomized, Partially-Blinded, Active and [~
Placebo—Control led Study of the Safety, HNEH

.3.4.2.3 Pharmacokinetics, and Antiviral Activity of GS-7340 ?ﬁg%gééi + GS-US- SEAN
Monotherapy in Subjects with HIV-1
A Phase 1b Randomized, Open Label, Active-
Controlled Study to Assess the Safety, Viral HREH
.3.4.2.4 Kinetics, and Anti-HBV Activity of GS-7340 in HERES . GS-US- SEEH
Treatment-Naive Adults with Chronic Hepatitis B 320-0101
(CHB) Infection
- . —_ HREH P
.3.4.2.5 PK-PD Tables Figures and Listings_ECFTAF SEREE . spufr L S>EZEH
~ ) — HREH P
.3.4.2.6 PK-PD Tables Figures and Listings SEREE . L SEEH
5 AMERUREEFRBRREE

5.1 BEJT HEREICEYT SHBMEHBRERS
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FTG-301A; A randomized, double-blind, equivalence
trial comparing emtricitabine to stavudine within a

emtricitabine in antiretroviral-naive HIV-1
infected subjects

48 Analysis

triple drug combination containing didanosine plus HNEY SEZEH
1 efavirenz in antiretroviral-drug naive HIV-1 SHERES . FTC-301A (BER
infected patients. (Final 48 week BRERETT H)
clinical/statistical report [with 571 evaluable
patients at Week 48]) VOLUME 2 (1/2)
FTC-302; A randomized, double-blind equivalence SEEY
’ trial comparing emtricitabine to lamivudine within |#tH&E ”(Eﬂa
: a triple combination in antiretroviral-drug naive HERES : FTC-302 ) =
HIV 1 infected patients
FTC-303 (Including PK substudy); A randomized,
open—label equivalence study of FTC vs. lamivudine sEEY
3 in patients on a stable triple antiretroviral HREH ﬁ(ﬂi;a
) therapy regimen containing lamivudine, stavudine or |EZ&ES : FTC-303 ) =
zidovudine, and a protease inhibitor or a non-
nucleoside reverse transcriptase inhibitor
A multicenter Phase Ila, exploratory proof-of-
principle, randomized, double-blind, placebo- o [
4 controlled, dose-escalation trial in %géﬁ - R278474- ’%;ﬁﬂ
) antiretroviral-naive, HIV-1 infected subjects 5261 = ) =
receiving 25, 50, 100, or 150 mg of R278474 once
daily as monotherapy for 7 days
A phase 11, proof of principle (POP), randomized,
open label trial in human immunodeficiency virus
(HIV)-1 infected subjects with non-nucleoside O~ [~
5 reverse transcriptase inhibitors (NNRTI) experience Eg;gﬁ . R278474- %;ﬁﬂ
: and/or genotypic evidence of NNRTI resistance, who (“;202 = ) =
received R278474 once daily for 7 days in
substitution for the NNRTI or protease inhibitor
(PI) in failing antiretroviral therapy (ART)
6-1 |A Phase I1b randomized, partially blinded, dose- %ggﬁ THe278- | BEEH
: finding trial of TMC278 in antiretroviral naive 52'04 —?We.ek 48 (BLiR
HIV-1 infected subjects. Primary 48-Week analysis A . H)
nalysis
A Phase 11b randomized, partially blinded, dose- Egiﬁ . THC2T78- SEEH
.6-2 |finding trial of TMC278 in antiretroviral naive 51204 —FWe.ek 96 (BLiR
HIV-1 infected subjects. 96-Week analysis A . H)
nalysis
A Phase Ilb randomized, partially blinded, dose- ﬁgiﬁ . THC278- SEEH
.6-3 |finding trial of TMC278 in antiretroviral naive 51204 —?We.ek 199 (BX$2
HIV-1 infected subjects. 192-Week analysis. A . H)
nalysis
A Phase I1b randomized, partially blinded, dose- ﬁ%iﬁ TMe27s- | BEEH
.6-4 |finding trial of TMC278 in antiretroviral-naive 51204 —?We-ek 240 (BX$2
HIV-1 infected subjects A . H)
nalysis
A Phase III, randomized, double-blind trial of
TMC278 25 mg q.d. versus efavirenz 600 mg g.d. in HREH sEEY
-1 [|combination with a fixed background regimen HERES - TNC278- Q(Eﬂa
) consisting of tenofovir disoproxil fumarate and TiDP6-C209 - Week ) =
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A Phase III, randomized, double-blind trial of
TMC278 25 mg q.d. versus efavirenz 600 mg g.d. in

#HREH

Alafenamide Versus Elvitegravir/Cobicistat/
Emtricitabine/Tenofovir Disoproxil Fumarate in HIV-
1 Positive, Antiretroviral Treatment-Naive Adults

292-0104 Week 144

729 combination with a fixed background regimen HERES ;- TMC278- %sfzé§:4
) consisting of tenofovir disoproxil fumarate and TiDP6-C209 - Week H) =
emtricitabine in antiretroviral-naive HIV-1 96 Analysis
infected subjects
A Phase I1I, randomized, double-blind trial of
TMC278 25 mg q.d. versus efavirenz 600 mg g.d. in HREH sEEY
81 combination with a background regimen containing 2 |HERZFES : TMC278- ﬁ'(Ei¥E
) nucleoside/nucleotide reverse transcriptase TiDP6-C215 — Week H) =
inhibitors in antiretroviral-naive HIV-1 infected 48 Analysis
subjects
A Phase I1I, randomized, double-blind trial of
TMC278 25 mg q.d. versus efavirenz 600 mg g.d. in HREH sEEY
8-2 combination with a background regimen containing 2 |HER&TES : TMC278- ”(EE?E
) nucleoside/nucleotide reverse transcriptase TiDP6-C215 - Week H) =
inhibitors in antiretroviral-naive HIV-1 infected 96 Analysis
subjects
A Phase 3, Randomized, Double-Blind, Multicenter
Study of the Treatment of Antiretroviral-Naive, s —
9 HIV-1-Infected Patients Comparing Tenofovir E%;;é;tj. 65-99-903 éi;;fﬁ**
: Disoproxil| Fumarate Administered in Combination f?w k1?44 H) ®
With Lamivudine and Efavirenz Versus Stavudine, ee
Lamivudine, and Efavirenz
A Phase 2, Randomized, Double-Blinded Study of the
Safety and Efficacy of
Elvitegravir/Cobicistat/Emtricitabine/GS-7340 HREH
.10 [Single Tablet Regimen Versus HERES . GS-US- SEEH
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir 292-0102
Disoproxil Fumarate Single Tablet Regimen in HIV-1
Infected, Antiretroviral Treatment-Naive Adults
A Phase 3, Randomized, Double-Blind Study to
Evaluate the Safety and Efficacy of 2t R
11-1 Elvitegravir/Cobicistat/Emtricitabine/ Tenofovir SHEREE . GS-US- ST
: Alafenamide Versus Elvitegravir/Cobicistat/ 55%_0162' :
Emtricitabine/Tenofovir Disoproxil Fumarate in HIV-
1 Positive, Antiretroviral Treatment-Naive Adults
A Phase 3, Randomized, Double-Blind Study to
Evaluate the Safety and Efficacy of
Elvitegravir/Cobicistat/Emtricitabine/ o~
11-2 ETC?Igvir Alafenamide Versus g%g;é;i;: 6S-US— ST A
gravir/Cobicistat/ 907-0104 Week 96
Emtricitabine/Tenofovir Disoproxil Fumarate in HIV-
1
Positive, Antiretroviral Treatment-Naive Adults
A Phase 3, Randomized, Double-Blind Study to
Eva!uate the Safgty and Effiqagy of . R
11-3 Elvitegravir/Cobicistat/Emtricitabine/ Tenofovir SHEREE . GS-US- ST
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A Phase 3, Open-Label Study to Evaluate Switching

are Virologically Suppressed on Regimens Containing
FTC/TDF

311-1089 Week 48

from a TDF-Containing Combination Regimen to a TAF- |#tR&EH
.12-1 [Containing Combination Single Tablet Regimen (STR) [i{E&ZFES : GS-US- Edlifeg !
in Virological ly-Suppressed, HIV-1 Positive 292-0109
Subjects
A Phase 3, Open-Label Study to Evaluate Switching P
from a TDF-Containing Combination Regimen to a TAF- SHERE S . GS-US-
.12-2 |Containing Combination Single Tablet Regimen (STR) 555_0163 Weok 48 E ik o)
in Virological ly-Suppressed, HIV-1 Positive final
Subjects
A Phase 3, Randomized, Double-Blind Study to
Evaluate the Safety and Efficacy of P
13-1 Elvitegravir/Cobicistat/Emtricitabine/ Tenofovir SHEREE . GS-US- ST
: Alafenamide Versus Elvitegravir/Cobicistat/ ;55_01T?' |
Emtricitabine/Tenofovir Disoproxil Fumarate in HIV-
1 Positive, Antiretroviral Treatment-Naive Adults
A Phase 3, Randomized, Double-Blind Study to
Evaluate the Safety and Efficacy of G
13-9 Elvitegravir/Cobicistat/Emtricitabine/Tenofovir SHEREE . GS-US- g
) Alafenamide Versus Elvitegravir/Cobicistat/ EBE—O1TT Week 96 a
Emtricitabine/Tenofovir Disoproxil Fumarate in HIV-
1 Positive, Antiretroviral Treatment-Naive Adults
A Phase 3, Randomized, Double-Blind Study to
Evaluate the Safety and Efficacy of P
13-3 Elvitegravir/Cobicistat/Emtricitabine/ Tenofovir SHEREE . GS-US- ST
: Alafenamide Versus Elvitegravir/Cobicistat/ 535_01T? Weok 144 5
Emtricitabine/Tenofovir Disoproxil Fumarate in HIV-
1 Positive, Antiretroviral Treatment-Naive Adults
A Phase 3 Randomized, Open-Label Study to Evaluate
Switching from Regimens Consisting of a Ritonavir—
boosted Protease Inhibitor and Two Nucleoside HREH SEER
.14 |Reverse Transcriptase Inhibitors to HERFES - GS-US- (%18
Emtricitabine/Rilpivirine/Tenofovir Disoproxi l 264-0106 H)
Fumarate (FTC/RPV/TDF) Fixed-dose Regimen in
Virological ly-Suppressed, HIV-1 Infected Patients
A Phase 2B Open-Label Pilot Study to Evaluate
Switching from a Regimen Consisting of an
Efavirenz/Emtricitabine/Tenofovir Disoproxi | HREH SEER
.15 |Fumarate (EFV/FTC/TDF) Single Tablet Regimen (STR) [|:XERZFEE : GS-US- (BLiR
to Emtricitabine/Rilpivirine/Tenofovir Disoproxil 264-0111 H)
Fumarate (FTC/RPV/TDF) STR in Virological ly-
Suppressed, HIV-1 Infected Subjects
A Phase 3, Randomi;ed, Double—BI!nd, Sw[tch Study E
16 to Evaluate F/TAF in HIV-1 Positive Subjects who SHEREE . GS-US- sEEY
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5.3.5.1.17-1

A Phase 3, Randomized, Open-Label, Multicenter
Study of the Treatment of Antiretroviral-Naive
HIV-1 Infected Subjects Comparing Tenofovir
Disoproxil Fumarate and Emtricitabine in
Combination with Efavirenz Versus Combivir
(lamivudine/zidovudine) and Efavirenz (1/2)

#HREH

HEREFS : GS-01-934

- Interim Week 48

SEEH
(BE1R
H)

5.3.5.1.17-2

A Phase 3, Randomized, Open-Label, Multicenter
Study of the Treatment of Antiretroviral-Naive
HIV-1 Infected Subjects Gomparing Tenofovir
Disoproxil Fumarate and Emtricitabine in
Combination with Efavirenz Versus Combivir
(lamivudine/zidovudine) and Efavirenz (2/2)

HREH

HERES : GS-01-934

- Interim Week 48

SEEHN
(BR$=
H)

5.3.5.1.18-1

A Phase 3b, Randomized, Double-Blind Study to
Evaluate Switching from a Regimen Consisting of
Efavirenz/Emtricitabine/Tenofovir Disoproxil
Fumarate (EFV/FTC/TDF) Fixed Dose Combination (FDC)
to Emtricitabine/Rilpivirine/Tenofovir Alafenamide
(FTG/RPV/TAF) FDC in Virological ly-Suppressed, HIV-
1 Infected Subjects

#HREH
HEBREFS - GS-US-
366-1160 Week 48

S

5.3.5.1.18-2

A Phase 3b, Randomized, Double-Blind Study to
Evaluate Switching from a Regimen Consisting of
Efavirenz/Emtricitabine/Tenofovir Disoproxil
Fumarate (EFV/FTC/TDF) Fixed Dose Combination (FDC)
to Emtricitabine/Rilpivirine/Tenofovir Alafenamide
(FTC/RPV/TAF) FDC in Virological ly-Suppressed, HIV-
1 Infected Subjects

#HREH
AERES : GS-US-
366-1160 Week 96

S

5.3.5.1.19-1

A Phase 3b, Randomized, Double-Blind Switch Study
to Evaluate the Safety and Efficacy of
Emtricitabine/Rilpivirine/Tenofovir

Alafenamide (FTC/RPV/TAF) Fixed Dose Combination
(FDC) in HIV-1 Positive Subjects who are
Virologically Suppressed on
Emtricitabine/Rilpivirine/Tenofovir Disoproxi l
Fumarate (FTC/RPV/TDF)

HREH
AERES - GS-US-
366-1216 Week 48

S

5.3.5.1.19-2

A Phase 3b, Randomized, Double-Blind Switch Study
to Evaluate the Safety and Efficacy of
Emtricitabine/Rilpivirine/Tenofovir

Alafenamide (FTG/RPV/TAF) Fixed Dose Combination
(FDG) in HIV-1 Positive Subjects who are
Virologically Suppressed on
Emtricitabine/Rilpivirine/Tenofovir Disoproxil
Fumarate (FTC/RPV/TDF)

HREH
HEBREFS : GS-US-
366-1216 Week 96

S

5.3.5.2 MR BRBES

5.3.5.2.1

An Open-Label Study of a Once Daily Dose of
Emtricitabine in Combination with Other
Antiretroviral Agents in HIV-Infected Pediatric
Subjects

HAEH
#ERES : F1C 203

SEEAEH
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A Phase II, open-label, single arm trial to
evaluate the pharmacokinetics, safety,

#HRER
HERES : TNC278-

healthy volunteers

3.5.2.2 tolerability, and antiviral activity of TMC278 in . N ” Bk
antiretroviral-naive HIV-1 infected adolescents leéDiﬁglca:s; Week
aged 12 to <18 years y
Population pharmacokinetic model adjustment HREH
3.5.2.3 and Bayesian feedback of TMC278 in study HERFE S : TMC278- SEEH
TMC278-C213 in adolescents C213
A Phase 2/3, Open-Label Study of the
Pharmacokinetics, Safety, and Antiviral Activity of P
359 4-1 [the Elvitegravir/Cobicistat/Emtricitabine/Tenofovir SHEREE . GS-US- ST
e Alafenamide (E/C/F/TAF) Single Tablet Regimen (STR) 53'2_016%' "
in HIV-1 Infected Antiretroviral Treatment-Naive
Adolescents
A Phase 2/3, Open-Label Study of the
Pharmacokinetics, Safety, and Antiviral Activity of |tftR&EH
359 49 [the Elvitegravir/Cobicistat/Emtricitabine/Tenofovir |FXERZ&ES : GS-US- ST
- Alafenamide (E/C/F/TAF) Single Tablet Regimen (STR) ]292-0106 Week 48 "
in HIV-1 Infected Antiretroviral Treatment-Naive Interim GSR 2
Adolescents and Virologically Suppressed Children
A Phase 3 Open-label Safety Study of BN
4 |Elvitegravir/Cobicistat/Emtricitabine/Tenofovir = = pe o [
3.5.2.5-1 Alafenamide Single-Tablet Regimen in HIV-1 Positive 5%2%6%5 + 65-US S5
Patients with Mild to Moderate Renal Impairment
HREH
3.5.2.5-2 |EMA Day 120 safety update HERES : GS-US- ST 3 A
292-0112
HREH
3.5.2.5-3 |Safety Datasets Week 48 HERES : GS-US- ERfiT=g )
292-0112
A Phase 3 Open-label Safety Study of A
_, |Elvitegravir/Cobicistat/Emtricitabine/Tenofovir = B . o llo. R
3.5.2.5-4 Alafenamide Single-Tablet Regimen in HIV-1 Positive Eigﬁ%ﬁg WSSKUSG S
Patients with Mild to Moderate Renal Impairment
A Phase 3b Open—label Study of the Efficacy and
Safety of HREH
3.5.2.6 Elvitegravir/Cobicistat/Emtricitabine/Tenofovir HERES - GS-US- SEEH
Alafenamide Single-Tablet Regimen in HIV- 292-1249 Week 48
1/Hepatitis B Co-infected Adults
3.5.3 EROABREEEHETHET LI-REH
Pharmacokinetic/pharmacodynamic modeling and
simulation of the effect of TMC278 on QTcF HREH SEEH
.3.5.3.1 prolongation, based on pooled data from clinical HERES : TMC278- (B%i2
trials TMC278-TiDP6-C152 and TMC278-TiDP6-C131 in 0015283-PKPD-QT H)
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TMC278 Phase 111 (48 weeks) Population HREH
5.3.5.3.2-1 |[pharmacokinetic modelling, empirical Bayesian HEES . TMC278- |ZEH
feedback and covariate analysis 0016435 - Week 48
. i . ARER
_ Bayesian Feedback of Rilpivirine for Studies = = R PR
5.3.5.3.22 I10978-209 and THC278-C215 (96-Week Analysis) RBES . M2Is | SHAM
A substudy of TMC278-TiDP6-C209/C215 to evaluate
and HREH
5.3.5.3.3 compare the long-term effects of TMC278 25 mg q.d. HRERZE S - TNC278- | BEEH
and efavirenz 600 mg g.d. on body fat and bone C904-DEXA Substudy
mineral density
Model ling of the 48 week decrease in viral load and |#tR&EF
5353 41 increase in CD4 count to explore the relationship HERE S : TMC278- SEEH
CEeee with TMC278 exposure and other prognostic factors TiDP6-C209 and C215 | =
for the phase-111 studies of TMC278 GAM - Final
Modeling of the decrease in viral load and the R
increase in GD4 count at 96 weeks, to explore the SHERES - TNC278-
5.3.5.3.4-2 |potential relationship with TMC278 exposure and ?ﬂbPG_Ezog and €215 SEEH
other prognostic factors, for the pooled phase III GAM - Week 96
studies of TMC278
Pooled analysis of TMC278-C209 and TMC278-G215
These are phase I1I, randomized, double-blind
trials of TMC278 25 mg g.d. versus efavirenz 600 mg
g.d. in antiretroviral-naive HIV-1 infected
subjects. TMC278-G209 is in combination with a
fixed background regimen consisting of tenofovir - P
disoproxil fumarate and emtricitabine. TMG278-C215 jﬁpﬁéitj. z'2?é§:4
5.3.5.3.5 S . . . . HERE S : TMC278- (BR$2
is in combination with a background regimen TiDP6-C904 H)
containing 2 nucleoside/nucleotide reverse
transcriptase inhibitors. This document describes
the statistical analysis plan for the pooled
Week 48 Analysis when all subjects, in both trials
have been treated for 48 weeks or have discontinued
earlier
5.3.5.3.6 ISE: TFLs ggig L SEEH
5.3.5.3.7 ISS (general): TFLs %%@ig g L SEEN
5.3.5.4 ZTDMDOFHBREES
Effect of Human Serum on the Anti-HIV-1 Activity of
FTC, (2R-cis)-4-amino-5-fluoro-1-[2- HREH -
5.3.5.4.1 (hydroxymethy|)-1, 3-oxathiolan-5-y|]1-2 (1H) - HERES - 463 SEAM
pyrimidinone
In vitro synergy studies of FTC in combination with 2 P
5.3.5.4.2 MKC 442, AZT, Nelfinavir (NELF), Nevirapine (NEV) SHEREE . 470 SEEH

against HIV
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Polymerase by (+)FTC, (-)FTC, and DXG Triphosphates

HERES - TP1 9501

- L HREH o
.3 DXG, FTC, and AZT: Time of Addition SHEREE . 10247 SEEH
MAGI-LU ASSAY VALIDATION 1: Inhibitory effect of
4 FTC on HIV-1 xxLAI viral infection is independent HREH sEEY
: of multiplicity of infection (MOI) of the infecting [EXERZE S : 10518v2 |
virus
In Vitro Synergy Studies with FTC and other Anti- HREH 2y
0 HIV Compounds SHERE S . 10804 SEEH
Effect of multiplicity of infection on inhibition HREH o
6 of HIV-1 replication by FTC HERFES 11773 SEAN
) , HREH
g IF(’Tﬁ:;S)Zates of 523W91 and 524W91: Results with dCMP SHEAE S SEEY
TEIT/92/0005
8 TESF/91/0014 Phosphorylgt!on of 523W91 and 524W91 figgg sEEE
by Calf Thymus Deoxycytidine Kinase TESF/91/0014
9 TESF/92/0002 Kinetic Constants for 523W91 and %%@ég sEEY
524W91 by Calf Thymus Deoxycytidine Kinase TESF/92/0002
TEZA/92/0062 Anabolism of ()3 -Thia-2" ,3" -
dideoxy-5-[6-"H]fluorocytidine (524W91, (+)FTC) and |xtmEH
10 |3 -Thia-2" , 3" -dideoxy-5- HEAES SEEY
[6-H]fluorocytidine (524W91, (+)FTC) in HepG, 2.2. 15 |TEZA/92/0062
(P5A) Cells
TEZA/92/0103 Anabolism of (-)3" -Thia-2" ,3 - HREHE
11 dideoxy-5-[6-°H]fluorocytidine (524W91, (-)FTC) in HERES - SEEH
CEM T-lymphoblast Cells TEZA/92/0103
TEZA/92/0111 Anabolism of ()3’ -Thia-2" ,3" - 2 RE R
12 |dideoxy-5-[6-°H]fluorocytidine (524W91, (-)FTC) in HERES SEEH
HepG, (Human Hepatocel lular Carcinoma) Cells TEZA/92/0111
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Combination with Antiretroviral Agents
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