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1.5 R IUETE ROk M UBHFE O

5 K OV

p=10)

EDE

s = IEAXA T (EE) IEAAF (HAGE)
3TC Lamivudine FITVV
ABC Abacavir T NT1 )V
AIDS Acquired immune deficiency syndrome % R SOIE A BSE BERE
ART Antiretroviral therapy PLL b U AL AL
BCRP Breast cancer resistance protein FUEmE Z Xy
BMI Body Mass Index LR
BSEP Bile salt export pump BT v AR—F—
CYP Cytochrome P450 F ~ 7 v A P450
DOR Doravirine Koe U
DOR/3TC/TDF | Fixed-dose combination with doravirine, KU, FITV0ROBT /K
lamivudine and tenofovir disoproxil fumarate L Y Fa X7 < VEREORD
B F
DRV Darunavir e
DRV+r Darunavir boosted with ritonavir ZNFenE Y M FELONH
EFV Efavirenz 7L
EFV/FTC/TDF | Fixed-dose combination with efavirenz, TT7y7bELY, AN UHFEY
emtricitabine and tenofovir disoproxil fumarate BT/ ARen vy radF vy
JVERYR DBl A
FTC Emtricitabine AR VEES
GLP Good laboratory practice =35 O VR B9 5 FERG R R ER
D FEhi D KLU
HIV-1 Human immunodeficiency virus type 1 [ e o L
ICH International Council on Harmonisation 12 5 it B ) 5 R ] B s e
MATE Multidrug and toxin extrusion Tu NCFEITF AT T R—H
NNRTI Non-nucleoside reverse transcriptase inhibitor IEX 7 VAT RS GREREEA
NOAEL No-observed-adverse-effect-level T
NRTI Nucleos(t)ide reverse transcriptase inhibitor X7 VAT RRR G 3R P E A
OAT Organic anion transporter BT =4 T UAR—H—
OATP Organic anion-transporting polypeptide AT = T AR—F—RY
NTF R
OCT Organic cation transporter I TFA L DT AR —F—
P-gp P-glycoprotein PHEH R
PI Protease inhibitor a7 7 —EHEH
r Ritonavir Uy e
RNA Ribonucleic acid U L
RPV Rilpivirine Jreey s
RPV/TDF/FTC | Fixed-dose combination with rilpivirine, tenofovir | Y LV EE U > 7/ HRENL V7R
disoproxil fumarate and emtricitabine FUN TR R AR U H
v ORE A
TDF Tenofovir disoproxil fumarate TJREN VTR T 2 VR
i
UGT Uridine diphosphate glucuronosyltransferase VIV BRIV v R
B
WHO World Health Organization i SR GRS
WT Wild type A
1.5 R TR R oM M ONBH 38 D ki
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1.5 EEXIEROZBERUVHAEORERE

1.5.1 ERXEEROER
1.5.1.1 FSEYY

KZ e U (DOR) (%, Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., N.J., U.S.A.
(MSD) TRl S = b MR 2T A VAR (HIV-1) OWERERER IS T D2HHOIEX 7 LA
¥ RRWERBEREFLEA] (NNRTI) TH 5, DORIZEAT (WT) »A LA K O—#%HI 72 NNRTI
MPEZE R CTH 5 KI03N L OV YI8IC E R 7 A L ATk L TRV EMEZ 7~ 97[2.6.2.1.1 TH], DOR I3,
FERREIR e OERIRGRBR DOFE R & | Ve, BENE, — A7 NNRTIPEZE SR 7 A L 2253 516
PE, FRER) 723 HE BAE A R OFIMENMEIC BV T BEfFO NNRTI & R0 5 AIEEHES RIB S Lz, 2
NHOZ EDD, DOR X, flloHt HIV 3 & OFFAIC X2 HIV-UBGHEDO#ISZ HIEL T, 1H1
[FIPE 500100 mg §E & U TR & viz, 20194F7 H BIFE, DORIKE, EU (BeH, KA>Y, 77
RE) HFH A=A RNT VT EEETR36H ETERIN TN D,

1.5.1.2 FSEVY /2T /F/RENL DVTAXVILITTIVERE

RV /FI7V0 /T ) REN VY Faxi L7 < VgL, 18292 DOR 100 mg, 3TC
300 mg & O TDF 300 mg % & A3 5B 44| (DOR/BTC/TDF) CTdh 0, HIV-UEYWIE O % H 15
LT, 1H1ENEER G OBRLEH & L THZE Sz, ek, ABRET ORISR, A TiX DOR/3TC/TDF
DOERLEIRGERRHFEZIThR\WZ & & Lz, 2019457 H BifE, DOR/3TC/TDF (K[E, EU (JE[H,
RAY, T RF), hFH, A=A N7V T7HEEZGZ03SHETERINLTNS,

1.5.2  HIV BEaE
1.5.2.1 BARURIBIZE TS HIV BREEDRIK

HIV [EYYE /1% RIERPE R SIEGRE (AIDS) 12fE 9 AOHEFRIER K OB RITFEL 2RI
%o HARERERE (WHO) O#EIZ XD & 2017404t oo HIV YL 13493,690 5 A k%&m
SNTWDH[EES4: 1], 2D 9B, FiHl HIV EEFILKI180 5 A TH Y | #1945 A3 AIDS B
PRRTHE L7 EHEE SN TV D, F70, il HIV Y R OBE T O K (22 31065% % 1V70%)
IV ANFUBMOT 7Y HTHRBELTWD, FEER, FEREOEEK O HIV B 13592205 AT, #r
HBYFI1IHI7 7 N T - 7= [96wks 2.5.1.4 IH],

20184F8 H DA T A — A XEmEE R OME[EFI5.4: 2112 8 D & AFRTORFED i kL

(20174 AR A7) 13, [ R 84T K 2 YL 2 B & | HIV &SR 7319,8961F: . AIDS 438,936
RO EF28,832(FTdh V. il HIV IEEE L OWMEMEIIBIT N & 72> TV D,

VLo X 91z, SR Tl HIV BEYE ORPUTKIR E L CTIEAITH Y | RFRTOHM HIV Jgkyy
FEIIHAD L TEHT, 5l S RHRECIREOE B EAEERIRETH D,

15.2.2 HIV B D#FE & RE
HIV RYLE DR HIE, AMded], BAERES ., AIDS #l& KX <3210 b b, HIV IZRY:

1.5 U ETE R ORE K ONBH 38 D it
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T o & FE FZ, U U EIERE O QMEEYYER BN D (R . HIV I3 2 ke
B 7R 0 E RS INE S B> T B &M oA L ZA BT 53, w2 E 2y, 2o
%, BE B OGREHMEL HIV ST L7RES ERIMEE . (EGEH), Z oMb B HIV 5%
DB S AR T AU HIV I3HEFE A Fe T . FBE ORE TR 2 ITIRT L, 003 T H R R % OF
Lo vkaE L 72 D (AIDS FAEHD) . WG S AIDS FIEHNCE D £ TORFBITERNIC L0 2
2%, PLHIVIEBR P TOILR WG, AIDS BIERALTIZE D £ TOMMITANERETH L L &
NTWB[EENS.4:3], HIVIEYWE TiX, Mo A /LA (HIVRNA) &KL CD4RME U o /RER
BN RRE ORISR T 2 D2 THEZEETH 5, HIVRNA & HIV &% K64 H Tl
EEMEICRTZND D, 208 X OMEREWIE ERROEITIENZ &5, HIV EYYEOEST
TROFEL 725, £, CDARGMEY > EREUL, R A TIE700~1,300/mm* TH % 23, HIV
JEYLT X o T200/mmP R I2 72 D L E R ARIEL 720 | B O AR ZRIE LT 5
[EKF5.4: 4], CDARMEY L /<BRBUE, HIVIEYYEIC LV EE AT - BEOmE 2 KT 58
BRI L 72 D,

BRIV BTV A HT HIV 31T, HIV O« 7 V2 HETHHEFTH Y . ZDRhE
HIEIZ HIV RNA &2 HIE L, BERFLLNSms Lkt 2 Z L SER AR L > T b, 2018
E3H OIS T, AFCIRSFE D NRTI, 4FHD NNRTI, $fJEO 7 07 7 —EHEHR (P, 3
MDA 7 77 —BHER., HEORARFANAR SN TND, 2 b Ot HIV EOHH
5. HIV 2§l 220N L 0ss 738 A] (F— K7 v 7) EENEME LI ANVAEEE
D HEENE R OHA] (N I R—) F 3~AFRAA G DR COFHT 28501 b DA L RABIENR
IRIRDIFHE L 72 > TV D [EHS4: 3], AR THINENHFEICHERE SN TV DHHLHIVED 5 5 KHIH
EHEND NNRTHCHFH SN D ERHEAIE LTI =7 7 LY (BFV) KOV L EE Y & (RPV)
N H[EES.4:4], EFV I, IBERIOMAE 7 A VABIZ»D BT A VAR R TZ D
EWVIHFIEND D —T7, R R . IEEREE R OFE ORWERITIM A, ZZRERFIC AR 23 HELE
INTVD Z & (BWITHEY ORI K O R B A BN S 5) | FAIMED Y 2 7 3@
ZLEOMEN D HEFENS.4: 5], [EES.4:6], RPV X, EFV & il U TR ORIERIC X
LEGH DD 72 NEE DB NV 2N LD EEVENRSE SN AT D 508,
HIV RNA £:100,000 copies/ml 8 1 CDARHIE U > 7 RERE200/mm3 A D FBE Tld, 7 A LV A2
KB OEIG D@D, HELES N TV R WEES4: 3], [EE5.4: 7], [EFF5.4: 8], £72. RPV
OIRAIEIEET UIBREHR THHZ L. BN pH & L7 SE 2 EANIOPHZEEUIPHHEE L &
NTNWDHZ LR EOBEND H[EES.4: 3], I HIZ, RPV @R A ICEHHERS (75 mg XY
300 mg 1 H1[ml#5) L72BRIC QTe MRDIER 23388 571 TER Y [Ref. 5.4: 04R6XS5], QT iR K
VL EEMESHT (Torsades de Pointes 3 1p) ZFELS W25 Z ERM O TWAIANIOIHIER & &
LTV B [EES.4: 3],

LEDZ ML, il b U A VAFED 5 b BEAF0D NNRTI & [FRREOH L b a v A /L 2%
Ram L, BAMEDSE <, R LRI & 72 2 PR B O /201 RS ORAOT > % v |
AT A HIV=—ANFELTWD, £, WEROHL ba oA )V ARIETH D NRTI & OOFFE

15 RS R OR R R OB O Rt
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ELISMT, IEFEIL NRTIIC & 532 08T 2 H YT NRTI Z 4 ] L 720 NRTI-sparing regimen [
FHbitED %ﬂ’(b\éo NRTI-sparing regimen (25 NNRTLIZ (&AM & BEMER RO B
THY ., DOR ZZDHEANDOO L S>OBRL L 2 V155, StkmimfbaED HIV EEEH OGO
e, PFRRE & o 7ol 2 O B OARIELEREEIZIE U, FIMEMEO & Bl 72 TR R R 2 1R ik
HZEEFHEETHD,

1.5.3 FXOEE

DOR DBHFE DOiffig 2 [ 1.5-1112, AR 2 RIEGEAGRHEEICE - ToftiE, mEICE TS
AR OMEEL, IR ARG OB K OV SR R AR O 2E & LU R ISR T,

1.5.3.1 ABIZH T HEERTREIRFICE--IFRE

DOR (%, BEfE®D NNRTI Ok 4 Z2ERK EOEHGIRZ 5B 572, HIV-UEYWE T, ot
HIV 3£ & OFFHIC L 5100 mg $21 B 1035 055 % HEg L TR Lz,

DOR % O* DOR/3TC/TDF I, ##4} CIFEHi S Av7- RIEH HIV-URGBHE Z x5t 5 & U7 5 AHER
(018K N0215BR) 1B\ T, #HEITH D # /T e (DRV) + U FFEIL (1) OFFH (DRVAr)
XX EFV, FTC }x " TDF Ofd&#| (EFV/FTC/TDF) (Z%F L C, HIV-1 RNA SO | % OV CD4 Y
VORERER OB L C— & L= AREE R L7z, £72. DOR I% DOR/3TC/TDF I%, “X—AF
A HRED HIV-1 RNA BIZBRR<HIL b oA L RN RA TR L, 7 A L R ER IR O EIE & it
JRSK L [RIFRE CTd o 72[2.5.4.4.1.2 TH], [2.5.4.4.1.3 TH]. [96wks 2.5.4.4.1 TH]. [96wks 2.5.4.4.2 TH],
S 512, DOR X% DOR/3TC/TDF D AEMIT R I L b~ THE L TaE< L R R A EFHLRO
HEEIG LIRS, BIFRIBE Y2 7 7 A V&R LTZ[2.553.2 HH], [2.554.2 H], £7=, W TE
B S AL T A VA ERIIHIAE STV D BEIRE HIV-UERRE 255 L& L2 R (024
) ITBWT, R=ATA VP AELTHRELEY FFEAELLFaE Y RAZ v M &
FALZPL a2 ¥y NE(HH LIz v BT 77 BV UL NNRTI OV 4 & NRTI 24 % ff
755 DOR/BTC/TDF ~DOYPEZ 1L, R—RA T A > LT A OfkFiIGH# & bl U CRIFEE DA %)

PR OB 7222 et 7 v 7 7 A )L Z 7% LT=[Switch 48wks 2.5.4.4.2 TH], [Switch 48wks 2.5.5.7 1H],

WA TR OFE RS DOR T, RAFBRIEWHANEN 707 7 A V&AL, CYP3A4HE
Fle DU ZRE, BWROICIEE 25 MM AERZSI R S22 LR ENT[2534
TH], F¥7=. DOR XX DOR/3TC/TDF |, BEOHF IO L T1IHIEHE SN AEETHDH Z LN
B STV AH[2.5221H], 512, DOR L QTe MFRIZx L CERIICEMR DO & D BE KT X
72N 7-[2.5.3.5 TH],

U b Z &35, DOR LU DOR/BTC/TDF 1%, BEAF? NNRTI TEEREEH QLT & 72> T b
A, A & ORE OFIMEMESE Ok~ 7o R & fif k9~ 2 IR D NNRTI & L C, ERBLE O
== REZD M TELH BRI THH L EXT, TNOOMEERE 2, KELD) EU
TliE. HIV-UEGYEZ#IGAE L LT, 1H 1@&5@%@2 & CHRUEIRGE AR FEZITV. KE
TIX20184-8 H 12, EU TIX20184F11 A T A&GR I L7z,

AHTIE, THIV ERYLE A 00 85 STl A KGR B 3 O BRI DWW T CERL04E1LH 12 8 £+

1.5 REJFUOUEFE R OREHE M UVBE FE Dt
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EHFH1015%) | ([ZHEOE ., MM HARBHGEE R 2 W TRIERGEAR & Hig T 5720
DHEFFHMEE R ZRIET D2 L & LT,

1.5.3.2 mEICEYT SHBROME

AL, ARGy E LTDORZI00mg B HT D7 4V ha—T 4V THETH D,

SR D22 e & U<, BRYIRFERE (25°C/60%RH) 36 4 H [ & OVIEFER (40°C/75%RH)
61 AMOEMFONTEY . ZRETIELALMEEEE 2, Ao U7 = 2 »
A ERRE LT,

FFNZHOWTIE, BIIRAFRER (30°C/75%RH) 36 % H MK OIHER (40°C/75%RH) 64 A
MORERNPEFEONTEY, ZNETIEONTHBRELEE 2. AROAHIMEZ36H A EREL
77

1.5.3.3 FFERRABR DB E
1.5.3.3.1 A ER

#h)1% BT BB E L C—HO in vitro ;AR A FEMi L, DOR OHIEMEZBRF L7z, Zh b
OFRERCTlE, FE A SR FAIE IR | B A= RUK B OV NNRTI B2 BRI xb 3 251 A /L A&,
MR PGREE . 23O 35T D HEEHUE 2 34 L 7=,

FBAEFHIT > B A2V T DORIZWT Ok 72 NNRTIHPEZ 5 Td 5 K103N VY 181C
B G DGR OTEEZ HE L, HEMIEEZ AV 72% T DOR (X WT 7 A /L A NZ
K103N L OV Y18IC ZBH 7 A N A2t LTI A VAER 278 L=, £72. NNRTIs [ZBE#E L 72 JA
R M ZE BRI B S ME 2 FEEE & L C DOR DIt 7 1 7 7 A L &3l L2 FE 8. Ehiz
T 7y ANER LT, E5IZ, DORIZIOEEO R/ D7 XA 7O WT 7 A L AIZK L TREW
FHEVEMEZ 7R L7z, In vitro TOMFMERFGRER TlX, DOR ITFFA O BB 2R Uiz, 23
OF BRI T DOR IE3TC KON TDF Z G 1SFEEO IR SN TV AP A L AEKDO W &
LIEPUER Z R &bz,

R HSEBEEAR & L CL N0 DOEER K OSBRI NZ B S DNARY A 7 —F (o, p LT y)
EETe SR T DAL T v & A T, DOR DRBEEZ B LN, Bashd 474 —7
MERITF D vz o7z,

Eimﬁ%ﬁﬁl@‘%GGDWA&USBﬁ4%74/L%w BELD invivo & N in vitro
LRI ET L& VT DOR OLILE R, MR & ONERASEEIC RIT T B2 RF Lz, =
ﬂ6@ﬁ%kbf\ﬁé%ﬁ@@ﬁﬁfmmﬂié%ﬁﬁmﬁﬁm IBD LN Mol

1.5.3.3.2 KYBREHER

HEEAFEARBR THWEEE (vV X, 7y b, UFFRUA X) T DOR OHEYEHRE, K
W o3, AR ORIt Z R L7z, & MCBE 2IRER TORME S LT, & Mtz v
in vitro iR TILIE Z > /X7 {6 M HBER L O b T > AR — 2 —1ZBT % B CRE M
PREMEA L OFEEIEM) 21To7, £, AR THEOZIR, # A OMmEEE 2 vy, DOR

1.5 REJFUOUEFE R OREHE M UVBE FE Dt
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ORI 7 0 7 7 A Vet LT,

In vitro @2 T DOR @ BAF 72tk 7s r S, MBEWFEL Ot FOWFIUZEB N TS Y
V7 7 AHELS iEFIRERIIAELRE THLEMZ R L, ZhbdnZ &b, DOR O
AFT_ATENT 4 ZRET D ERBERIT, WRERRTH L Z LAVRIR I,

7 v NEHW[MCIDOR O EENEH A — N7 VAT T 7 ¢ —i BT, BB I3 AE 7ok
(CBIFZoA L, R I OVE I C O BURBRIR EE S m 0 > T2 23, I~ DAL T M Th
oz, o, HIRT v MO HF T DOR DE#EZ @R T 5 2 R I, B MIBITS
DOR D IMAER ARG GIETREE GG 3RITK0.25) Th o7,

AEREN ) FE KL OV M2V T, DORIZEICEILAIREIC LV IEAL, B FTIEEIZF hr e A
P450 (CYP) 3A43BEE+ 2 Z LR aivic, RP~ORZEROYRME GUREMTE CTl3k b &
D2.6%~19%, t FTIIEGED6%) ITFEEHRRE TIEIRL, A7 u U BRE RO VEF
T AAER EOE NN X 2RBNIDO T ThHoTe, THEN =2 —LAET v F RS X%
AWV Tl REGEKRO PRI DTN Th o7z (BEEHEEDS%LLT), F7-. in vitro #BR
TDORIEE b P-gp DIETH D Z LH/RIINTZN, DOR OFF LRI K OVHERIZ I T EHE 2%
HE2ALTWRNWI EIRBSNT,

In vitro #BRIZIUVNT, DOR ILFEE CYP BRIV VY U VBT VT v U TRinfE R
UGTIA1 ZfHEHT, CYPIA2 K UR2B6% #5E L 725> > 72, DOR (X10% U0 uM DO T CYP3A4
® mRNA B2 TN S -2, RESTHI ER S8R0 -7, £7-. in vitro #BR T?D DOR
DI T o AR — 2 =TT D EEHZ MG L7z &, BSEP, BCRP, P-gp, MATEI KT
MATE2K {2 %7~ % 50%PH R (ICs0) 1FWVV T 4L H 50 uM & #8 2 T /=, £ 72, OATP1B1, OATP1B3,
OAT1, OAT3 K TX OCT2D ICsolE16 uM LA ETH 7=, FEARHELEFH 8% 5-850 DOR FEFE SR D
PicmmRieix, 1 uM 227202 &0 h, BERICEV T, DOR 23 2 & ISR U
W) T AR — %A LIS AR 2 5] & 2 9 et R,

1.5.3.3.3 HEER

bt N CTORAOKEGZHLET 5729 invitro & XVin vivo g MEilERIF N~ 2ADxE3» H.
Ty bR A, A XOEREIn ABORER N5 3FERRAE M L, —EOIERR L 2N
Al e 7 A2 W DOR O 4 & il L=, £7-. DOR OAFEREAFMERER & LT, Mk
7 v FOZIEEICET LR, 7y RO X0 - JRIERAICET SRR, 7 v bl AR
K OMAZOFRAICET 23, WONCHE T v hOEEREBRZ i Lz, 2 AJRMRER T,
DOR DN AJEMEZ IS 27280, rasH2 h T AP == 7~ 7 ZAD6 % A MRk 0 #5725 AR
B, 7 v NOUERROELENAFRERBRZER L7, S50, ToOmomERBRE LT, T
k oYeEMERER . RATRISMERER, T v 21y A REGHER O # G RER . WO R SR
Je OBUH T OIEER AR MR O 7= D~ R 3% H BR 0 53R 4 520 L 7=, DOR O
NTOFEREERBRIT, ERFEGOZ I 5 IR RO Em o K (GLP) XU ICH 4
A RTA THERLL THER L7,

~ A Ty MROA XOREREGFRBRCTHONTE0IE, A E T WM AL R AT A

1.5 Eﬁxm%ﬁﬁﬁﬁ&w%%@%ﬁ

C cConfidential



FZEe U X
1.5 IR T B oS OBRFE O R

RGN TEY | BO—BRRBICKT 2 20370 <, WEBREIZB W TS BEPT ITA b
molz, LD Z Lint | $RTORERGFERBRICI W CHERFME S (NOAEL) (T34l L 7=
FHETH - 72, B TlE. in vitro X Win vivo D W T ILORER T H BaEm XA b T,
rasH2 F 7 VAV == 7~ U ZAD6n MM AJRHRER K T~k OER] N SRR I W
THOBAURMI LR > T, T b OAEMA AR TRE O & - APl O /N EEHL.OMERT
AR NE R, B~ 2 Z8 MM MBS M S RIS O ZA LS IFIBIZ IZGR D IR o T T &b
BEFRERITZEALERWEZ X2 N7, AEBAEFERBRTIE. MET v FOZBELUY)
7w FORRBIKBEIHLONT, Ty FEOUYFOM - JRIRFAEICET 568, WNTT >
N OHART R AR OREICET 2R BRICBWTHLAEERATRIZA D)o Tz, JeaEtEiln
TlX. DOR % KiE#% A G Z TR A A L TH AR T v MW OLEMEITRE S bz
o7z, JRPFTREIERER I3V T DOR IZFERIME X OFE R GBI B I S iz, A
KOG R AR OFFAG T, R SUIRANT G £ 2 50 S O AR D BRI B 1 5
ZRVED R ST,

1.5.3.4 ENRRAEBROBME
1.5.3.4.1 % I FARER

85 1 FERBRIZI WV CIEL, DOR % HLAI & OELA Al (DOR/BTC/TDF) & LCHh L7z & & o)
DM, BEVE, SEERE K OSE )72 Mt L7z,

I T HEREBRICIL, DOR O, BAEME. EWEhie &k OSET) 7% FHli 7 2 Hal#g & 5
AR K& OSSR M e 5587 (001 % DM0065858) (2012, DOR OIEWEhRERRE (IR, 3 & OV
M) ZFEE T 2508k (0083ER) . A AT XA T T ¢ 2l 256k (0445805%) . DOR DI
WENREIZ 63 5 Al K ORI (0095R) . HAEEE DTS (01936k) . EEOEREE (051585
JeON HIV-UEGE  (0057805R) O #8431l J- 2 WIKMEE RN B 238, WM AEM (002,
003, 010, 011, 012, 016, 020, 035, 036, 038, 042, 045, 048, 050} (R053:ER) EFDE
(029 K 03770R) % 5T 9~ 2 A A AN B3 2 3R R OBRIR & &4 88 2. 5 & T QT/QTe
AR (017887 BEENTWD, £72, HAMOEYENRED L2014, 015, 0265 V03935
TITo 7z, 7B, EAFNIE £ D DOR LA OF RS T H3TC KO TDF (22 TIEA R
HEDE B C OB RIS TR O 3 BAE K OB A AT I I1T 5 B RO AR CHMBIRE A4 3T L
o3, BREICHA S LTRSS TWA T2, 2D ORYEhRERRE 2 5H0 3 2 PR 3R PR R 3 52
it L7z o 7=,

% 1 AHRBR 2K T DOR (FHEH 5 T 1,200 mg, 1H1[EO10 B BER S Thiim750 mg %
5. L7z, ¥£72, DOR, 3TC & U TDF % 4 23R CII&HA OO H & 2 W ITBELAH & LTl
IRHESE I & CHIRIER 5 L7z,

DOR O I B8 B3 A B L IPE 2 T [R1 2 89N 25588 Sz 23, BERHESE B 100 mg CTRE D
B LT BR DMkt NA T RA T8V T 4 13864% & HEE S i, 1 H1RIKER G- TIx& 520 B
I L TEFREBICERZE L TWD EEX b, EFRETORBERKIT1I2~14THo 72,
FERR A & HIV-UE B CORYERRITEBI L TR0 | Fhn, MR, KEL O BMIIZ X 5 NEME

1.5 REJFUOUEFE R OREHE M UVBE FE Dt
-9 .
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FZED > BEH
1.5 FRJF XT3 R OB OBRSE Of

ZR L DOR OHEWBIREICEEIRIICER DO H 2 EE RIS T, BREELOHEEICOWTHE
JEFEIZ X 59 DOR OREMBNEIZHRMICEROH L EBE RKESNWEBEX NS, BEAAID
BB T % DOR/BTC/TDF D34 Fﬁfﬁuur“ﬂﬁ HROD & 5 KW EAERIEER D H L7205
7zo F7-. DOR HLAI K& OEL-A Al w#n%ﬁ$®%%i@3%f%ok:kw& REOHIR
KEEGFERETHY . £7-. DOR OIEWEREIZ 69 HHlEEAI UL T 7 b R THEAOZE S IR
ERTh o2 &0t BEEIHA S OOFH S FIETH %, DOR 1,200 mg & Hilalfk A5 L7z &
%@%*Ei FE R HELE B 100 mg B GFFOBFERO3IETH Y . 20 L& QTc MMEIZHFKEN
BEWOHDWEE RIES /e -72, DOR T3 & LT CYPIA4Z L W SN b7, g0
CW&MM%ﬁ(&hn%f~w&@U%+Hw)®ﬁm & Y DOR O iR EITH A L7
DB, BERIIZEROH BT o tz, TRER O CYP3A4TEEA OO CIXEERAIIC
EIRDH % DOR OMAFETIREEDOR THEZ 2BEN0HD EB X IV,

15.3.4.2 % I 1BEER
1.5.3.4.2.1 BEBA HIVREBERRASHRTERER (0075858 GHEZER)

00778 I%, SE AKRIGHR HIV-UEGLBE 2 %412, DOR (25 mg. 50 mg. 100 mg X[/3200 mg)

é»Emvammg%iﬁﬁﬁﬁkbfﬁuuﬁﬁ®[mtzmng&UWDFxmmgwmA%ufﬁ%?f

Wmn@&ﬁbt%®ﬁﬁi&o%éi%&ﬁtt&%nﬁ BEAL, 23— b, HE®
E\iiﬁ% E2 SN BERABRTH D, /3— MITIL, DOR O4&E (25 mg, 50 mg,
100 mg (%200 mg) %24 W&@Lt%@ﬁﬁi&@ﬁ % EFV 600 mg & bRl U 725G 5t % 5
c_mm®§ng(mm@)%@mbtomLuwi DOR 25 mg, 50 mg X (%200 mg D 5-%

ZAT TV DR 13 DOR 100 mg I L CHFF6HA R THRMER 2R FHE LTz, 73— B2
Tix, #R L7 DOR ®H & (100 mg) T EFV 600 mg % FE3% i & L Co6iE M CTH 2K OV 4
P B L 72,

FHEFHITE H T d 52430 KD HIV-1 RNA 40 copies/mL A & 2EAL L 72 R E OEIG 1T\ T,
DOR D& & (25 mg, 50 mg, 100 mg 13200 mg) (%, EFV 600 mg & [FIFRE DH R MEZ R LT
[2.5.4.4.1.1 TH], £7=. 3= 11 (DOR 100 mg (Z JDHT%&t%%%)&U»~M@%AT~
A T DA R K N6 FF D HIV-1 RNA £40 copies/mL A & 2% L /-5 E OB S I2HB W T .
DOR 100 mg IX EFV 600 mg & [FIF2E DO F 22 R L72[2.5.4.4.1.1 TH],

DOR D4 H B D24 B 5D 251X, EFV 600 mg D24 M %5 & I L T L TRIFTH
0. ARKFHRLZEEOBREIIHRONRD - T2[2.7.422.6 ], £7-. 73— MR S— R 200
AT —H2 5, DOR 100 mg D24iA R # 51X, EFV 600 mg D24 [E# 5. & Lhlik U ORI R o
BEHRGORBE G DR AICHEITE > 72[2.5.5.3.2 TH], &5IZDOR (EHE) D6 M
BHGORREIIM L CRIFThH o7,

1.5.34.3 FEIMAAHER
FEILARERER T, SME A ORIGHR K OBETEHR HIV YL BH 25t 5 & L2 RRERER S Ehi S T
W5,

1.5 REJFUOUEFE R OREHE M UVBE FE Dt
- 10 -
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FZED > BEH
1.5 FRJF XT3 R OB OBRSE Of

SE N R IEHE HIV-UE Y B H 2 xf 4 & L 720183 5 (DRIVE-FORWARD) & 10215 57

(DRIVE-AHEAD) Ti. DOR } (O} DOR/3TC/TDF DA NEKR M2 B F CHIELT-, W
TNORBRLAIEDOIELHEEFTMT 2T A > THY ., PBRFICH L CTER T CIEBRIE L 961
&G L7ct, R TS HICIFEER F Tl A R K192M & 5T 25HE CEMFT TH 5,

A b A SRR 035 B AU T B AME A BETRIE HIV- R YL BE 2 x5 & L7202438 8 CTld, ~—
AT A LY A% DORBTC/TDF (28] 0 B 2 72 B DG MER VL RMEE2 IEE R T CRGE LT,
024758 1 14810 ) 42 G- 1% (TAH AV ERYE 2o 3ot 7= TR B LI E MR T CIRBRE 2 e K192 Rl i G-
LEtE CTEIEH TH D,

1.5.3.4.3.1 BEBA HIV-IREBEDIRHR (01835 GEEER)

0187ABR L, FME ARG HIV-1E Y E 2 %42, DOR 100 mg Z, DRV 800 mg (r 100 mg %
OFA) (DRV+r) ZFEHIE LT, YANRF I TV an® [T L (ABC) 600 mg &
UBTC 300 mg DELAHI] PFH FT1H 1@965@?@%‘%5 L 7= BE OB M e OV Ve % 54 U 7= 25 LA
HEAEZ L, EHIH, 2 s ALRE), BEMRAEBRTH D,

FHEHMIA H Cdb 5481 KD HIV-1 RNA #50 copies/mL A & B2 L 7= ¢k E OEI A Tk, &
BRI ZZ DIS%E X O TP IRENFANIHE LMD R EED-10%% EEl-72Z &0vh
DOR 100 mg DHi L kB 7 A )L AZhRIL, DRVAr (% L CHALETH - 72[2.54.4.12 H], Fi=,
B REHmIE H C & 59638 KF D HIV-1 RNA #50 copies/mL A & 22K L 72 g BRE OFIGICHB W TH
DOR 100 mg /% DRV+r & Hlg U CTHAEAIIZ & < . 48 FFIZHERE S 4172 DOR 100 mg DHL L h w7
A IVAZHEN DRVAT Ik L CHLHETH 722 L 2K FT 2L D Th - 72[96wks 2.5.4.4.1 TH] ,

DOR 100 mg D481 M # 513, DRV+r Q48 5 &L i L TlF £ LW Z a7 e 7 7 A V%
RL, TORFMITERIFTH -72[2.7.42.3.5 ], F£7=. DOR 100 mg D48 [EH# 5-1Z, DRV+r O
A8 G- L el U C, ZEEIFONFE NT A —H DR—R T A IS OELE TR FIICHE
(2K > 72[2.5.5.4.2 TH], DOR 100 mg @963&?3&5 X, DRV+r D96 M5 & i L THHHR
IZ L DIRBRER G P OB EMEL . TOREMIIRIFTH 72, & 5IZDOR 100 mg D96 K
F 513, DRV+r D963 i f¢ 5 & bl LT, WH’EH%%@H“*/W A—BDR—=AT A b DOELE

B L CHE LWIBEE Y 1 7 7 A L%k L72[Ref. 5.3.5.1: PO18SMK-1439: 13.2 IA],

1.5.3.4.3.2 AR HIV-1 R EEN R (021548 GHEERD)

02175k 13, AMEAARTEHE HIV-1VEGL B % %1512, DOR/3TC/TDF %, EFV 600 mg, FTC 200 mg
J% O TDF 300 mg OFdA#] (EFV/FTC/TDF) ZxffEdks L<C, 1H 1@965@?&%&5 L =B H
AN e E iy || KN (R (e S E NI 5 T S S N BERABRTH 5,

FHEFHLIE H Cd 5481 KF D HIV-1 RNA £:50 copies/mL ﬂ%{?ﬁ’%%ﬁk L 7o #RE OFIG T, #&
HEER 22 0D 95% (S HEIX [ 0O T FRAE S FRTCHE L 72 L HEDEED-10%% L7 &b
DOR/3TC/TDF DHi L b 1 7 A )L AW F 1L EFV/FTC/TDF 2% L CIEL M TH - 72[2.5.4.4.1.3 TH],
F 72, BIRFHIE H Td 596iHKFD HIV-1 RNA &#50 copies/mL A:jii 2 22K L 7= BRE OFIAITE
\WC % DOR/BTC/TDF Ot L b v 7 A )L Z%h54E EFV/FTC/TD & [RIFEE CTH 0 | 488 REIZ fEiR

1.5 U ETE R ORE K ONBH 38 D it
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FZED > BEH
1.5 FRJF XT3 R OB OBRSE Of

#L7= DOR/3ATC/TDF OHL L kv 7 A )L A% 5H3 BFV/FTC/TDF 12k L CIEL M TH o 7ol % 3
B+ 25 b0 TH - 72[96wks 2.5.4.4.2 TH],

DOR/3TC/TDF D481 M #% 513, EFV/FTC/TDF & l#g L ClFE LWEeMET e 7 7 A V&R L,
ZTOREMFIML TR TH - 7-[2.7.42.4.6 HH], F£7-. DORBTC/TDF D48 [E £ 5 1%
EFV/FTC/TDF 74838 ﬁ&ﬁkmﬁLi‘%@%%%@ﬁ$$%®%ﬁ%A&UW@ﬁ®%EA7
A—=HDR—=AT A b OEE THHFMICHEREIZE)N - 72[2.5.5.3.2 H], [2.554.2 H],
DOR/3TC/TDF D96 [E# 5-1%. EFV/FTC/TDF &tk U CAHEFRIC L 2 IRBER G IEoE &
MMEL . ZOERRMITBA TH -7, F£7=. DOR/3TC/TDF D963 [##: 513, EFV/FTC/TDF & Lt
LT, EMHRRORFEFRORBEIAE NI, ZBEFOIRE T A —F DRXR—AF 1 )b
DEALEIZE L T E LWIFE 7 1 7 7 A /L% 7R LTZ[Ref. 5.3.5.1: PO21MK-1439A: 13.2 IH],

15.3.4.3.3 BEAERABA HIV-1IRREBETRAER (024548R) (GRHEZER)

0243BRIZ, UV M FEABELIZae Ry 2L PL, a2 &y M2 Lz
VBT 7T LT NNRTI DWW 07y & NRTI 250 % GFH L TV 5 7 A )L 2220 235 5T
WD A E A BETR R HIV- UG B % 515212, DOR/3TC/TDF (28] 0 3 2 72 BR O A 501 M OV 4 %
FEAG L 7S5 AR, MEVEZ b, SRR, sk L. JEEmMBRCh 5, 0243BR Tl THBRIE
BeHBAMERFIZR—A T A > L A )5 DOR/BTC/TDF (28] V) B 2 CT48#H M #5792 Immediate
Switch group (ISG) X(FX—R T A > LT A L %2438 ke #% 5-% (2 DOR/3TC/TDF (24 Y Bz
T24i #5595 Delayed Switch Group (DSG) DT IR FE & MEAVEL ZE D A1) 7=,

FEFHLE H CTH 548 IKF D DOR/3ATC/TDF (ISG) K UR4KFDN—R T A L ip#E (DSG) @
HIV-1 RNA 50 copies/mL AJifi & 2% L 72 B O FIG Tl & G5-HERHZDIS%EHE X M O TR
ENFERNCHE LI IEE MO R YED 8% % Ll ~7-Z LD, ISG (48iF;) OfiL hr v A LA
ZhE1E DSG (24iEKE) 1Tk L CIHLMETH D Z & AR SN 7=[Switch 2.5.4.4.2 TH],

N—=2F A LY A% DOR/BTC/TDF (28] V) 3% 2 72 1SG D483 [H] % U DSG D24 [# 4 G- L 72
B AT U CERAFCTdH > 7=[Switch 2.5.5.7 TH], F£7=, DOR/3ATC/TDF (ISG) D24 £ 5-
X, R—=AT A RFE (U T ELEGHLEZPLL U A V) OB ESE &l LT, Z2fERD
JEEXT A= D= T A )5 OB B THEHFHINCAH E K H - 7= [Switch 2.7.4.3.1 TH],

1.5.3.4.4 Z DD ST R DEGREER

Z'KEEE%E@%:E}"‘T VA /b“‘—“‘ e Einé uit%ﬁ JJDK“C DOR X% DOR/3TC/TDF TlXLL FiZ
ERIR uﬁ%ﬁb)%ﬁmqu%é

1.5.3.4.4.1 AEMA HIV-1REEEBE SRR (0305458) (FREEHR)

0307RBR X, #FE D NNRTIMifPEZ S (K103N, Y181C L TN G190A &) %457 D HME ARG
HIV- e B % %5822, DOR/3TC/TDF % 961 M 4% 5 L 7= B D H 0 o OV 44 % 5Ff 9~ 5 AT
A, Skt HFEMRBRCTH D, M. Bare0fl OPERE O AIL Z FHE L TV 7223,
FHH] L 7= MR S A O 2 ISR T2 Z L SREECH o 7272 #EBRE ORI 1061 T

1.5 U ETE R ORE K ONBH 38 D it
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FZED > BEH
1.5 IR T B oS OBRFE O R

1B L7z, BEREIn7=10610 5 6, 86 (K103N : 76, G109A : 144) % DOR/3TC/TDF 48 fif] #
&5 T L, WINogEE & HIV-1 RNA 850 copies/mL A & 2% L7=, F7-. DOR/3TC/TDF
DBEMII L TR Td o 72 [Ref. 5.3.5.2: PO30VOIMK-1439A 13.2 1]

15.3.4.4.2 BEBEAA HIV-1 R R B E T RIARR (0285K5%)

02835k 1L. EFV/FTC/TDF X{iX% O O HAl (EFV, FTC U TDF) TiR#E L T 54+
[EABEIRIR HIV- UG 2 xR0, RX—2 T A 1R 5 DOR/BTC/TDF ~DUJER 2 # 5- L 7=
BROIEMHMIR R OA FHR LM L7 % W58 A, MIEA b, IR, iR, —EER
R TH D, 0283 BRIL, ARBR (ZEEMRY : 128, R 12~248M) LERREB GE
BB 96K G) MO I TV D,

15.3.4.4.3 R A A it RE M BN RE K ER

BIfE. DOR O EERH TH 2 MIDIEWENRE~D Y 7 7 7 F ORI X 2 8% I3 54+
[ AERER N 56t 5 & LTz ARSI ELAE B (MK-1439-0613480) % Ehtid <, 20frdic
TTFETHD,

1.5 R T3 R ORGSR OB 58 DRk
- 13 -
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[N = I -]
1.5 R TS B ORI OB % 0%k

% 1.5-1 DOR MR DZE

BRI H

OFS

LIEE
e

FHIRERABR (25°C/60%RH)

IE#ER (40°C/75%RH)

FEHIREARR (30°C/75%RH)

IE#ER (40°C/75%RH)

FEHRIR

AR

[FINE S:ii

Y B HE

WIS« oA« ARG - PR

TR

R RS SR Ak

BAnE

23 AU

AG 5w

Ea%i)

AN
7S

1

EWERIR AR E OB EO AR
(014, 015, 026, 029, 037, 039% 0445 5%)

L [0 Ry OV B % 53R
(001, 006K V00875R)

WIRPERER (Fln, AFegneRsss, BEghemE)
(009, 019K T05155R)

SRS GEYFEAER)
(002, 003, 010, 011, 012, 016, 020, 035,
036, 038. 042, 045, 048, 050} V0533 5R)

1.5

FELJR U338 L DR e UNBR 3 D
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FoED > FEH
1.5 R TS B ORI OB % 0%k

ABRTA H N
ARV HIV- U BE B (1115 1 40)
(00535R)
QT #Bx
(017:8BR)

0075RBR - RIEHN A HIV- 1R B E x5 H Bk
1A _ ﬁﬁﬁ(%%%nm) _

0305 Bk : RIGHE KA HIV-1Ye B F 555
(GIEEEED

018FABR - ARIBHE LA HIV-1ge B35 X 5l BR

BIFE | 02158k « RIGERA HIV-1EYe B3 % 555

024388 « BEVAHE L HIV-1ge BB 38 5 S B

1.5 R TS B O OB % Of%hs
=15 -
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rFZe vy &EAl
1.6 SMENZR T D EARNREICET &k

H ik

B et
1.6 AMENZI T D HRIFITE T DB e,
1.6.1  SMENCIS T DRI e
162 AMEIDTRIT ST oo
1.6.2.1 SMNE DU SCEOBEZE (FIER) s
1.6.2.1.1 KEVAT SCEOBEE (FIAR) s
1.62.1.2 EU R SCEOBEZL (FIFR) s

1.6.2.2 SME O HFT SCE (RS0
1.6.2.2.1 KEWA SCE (RS0
1.62.2.2 EU IRACE (JF0)

1.6 SMENZR T D EARNEICEET 2 &k
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rFZe vy &EAl
1.6 SMENZR T D EARNREICET &k

*x—H

#1.6-1 TS T D TETRTEGEIRIIL oo 3
#1.6-2 L br A LRI L DIRRBRRO RV NEE ERIRE L

DRIVE-FORWARD 5 & U8 DRIVE-AHEAD 552 CUL 3O B 5RED5%

PLETCHE SN IER* (B27 L= R) (96HEF) .o 6
#1.6-3 DRIVE-AHEAD &l — fE it R A EH 5 2 F 8L L 7 ABH Ot (481 1)

........................................................................................................................................... 7
7<1.6-4 DRIVE-FORWARD 5 &2 O DRIVE-AHEAD iRB# (2 B\ CTHLL b r A LA

T X DIRIFRRBR D72 W N B T SRR E O B C O AR R A A

B (9OTHIE) oo 8
7<1.6-5 DRIVE-FORWARD i &2 () DRIVE-AHEAD ik (2 B\ CTHLL b A LA

N L DIRFERRBR DO 72 VRN BE O EERFICB T 2 REDORX—R T 1

O DB (A8TIRE) oo 9
71.6-6 DRIVE-SHIFT#ERTY M FEALZHHLIZPIL Y AL 2= T A LY

A& LTOA VARG DI RN BE OB T 5 K IRE

DAR—=ZF A NG OEEAE QATRE) e 10
7%1.6-7 ARFNE DFEIFRFAEFT® oo 11
7% 1.6-8 RZEU » EMDIEF L DFEIFEANER oo 17
# 1.6-9 RZEV ot ha oA LA E O HICB# T 2EIEHO—&£ ....24

1.6 SMENZR T D EARNEICEET 2 &k
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FZED > BEH
1.6 SMENZR T D EARNREICET &k

1.6 SEICETFSERRKEFICET LEH

1.6.1  SEICET3FERKRSE

201947 H BIfE, AANTKE, EU GEE, FA Y, 7T R%E) hF X, A=A TV T%%
G361 ETEBIN TS, EU L OKETOARIRNEZ[F]1.6-111CRT, 2B, EU T, B
TR HIV- Ve B b Gl (024580%) Rl B2 < M SCE D BGET R OARIRHE A HIV-1
JEYe R e BB (0187ABR M N0217888) D96 IRk AR IZ 33 < IRASCEOSET A FE S T
Do

& 1.6-1 BHATOELEDRE

=4 IRt 4 KREAR FA - R hiE - R L - &
KE PIFELTRO™ 20184E8H30H | 18EH7=V K iy he v AR 100 mg $E15E % 1 H 1[ARE 1 &5
201949H19H | v Y v WEDHHTT, LLTFD | 75, BRFEOFEIIANDLT
100mg &4 | ABEOHIV-URE | #5TE5,
DIBFRIZHAN D, < JH B >
L b AR | AFIE Y T TF U RS
X DB O 22 R T2 A . AKI100 mg & 412
* W R oD R 9 2 221 ~C 1 B 208 4
A NVAERREOR | L, V77 T F U
B, UA NVAER | HEEMERTZ L,
Pl (HIV-1 RNA &2
50 copies/mL Aif) 235
LATHEY, KoY~
(292 M B 2
ZEZ R VEHE TOBL
EOPIL ba A LA
P RN IR
EU Pifeltro 100 mg | 20184FE11H22H | 15EH7- Y N AAFNZ, hofiLr hu v | HIVIEGEOF BRI HEE LT
film-coated JEy ANAIELEDHH T T, DIERO T CIRFEZBBT 52
tablets 100mg #&H | NNRTI 7 7 AZxt9 2 L,
i R OBUE Ot <HELEH >
TEES AL TR VAR A HELEF 13100 mg SE18ED1H 1

B D HIV-1RYE DIk
IV D,

EROEETHY . BFEOHE
ZhhrbbFEETE S,
< A ER >
KHNE V77 TF o EBEARS
T 585E 1L AHI100 mg §E 158 %
2R OIRR % 221 T1H 2
BT L,
K7 EU v e thoFfRED
CYP3ABEH| & OHFHICHONT
1L ZAVE TREHl S v TR
N, R VREOIKTRT
HEns, hoFFfEED CYP3A
FHEK (Bl FTTT =T
lesinurad, Rt &,
thioridazine, nafcillin, &% 7 o
=/l telotristat ethyl) & ]
DRET HNARNB ST, AH
100 mg $E 152 % #9 1208 o kR
NS EPICE S5 o RN

1.6 SMENZR T D EARNEICEET 2 &k
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AN ﬁﬂ
1.6 SMENZR T D EARNREICET &k

162 SEORMNXE
1.6.2.1 NEDFMNXEDHE (FIR)
1.6.2.1.1 KERIXEOHME (FIR)
WRFesh IRoe= 4
PIFELTRO™ Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.

HIA - B
PIFELTRO 7 4V A —TF 4 VU 7 8EIX, FEICa—RL—bhua & 1700) 2AHIETS v, i)
P A, FHEOEAITH L, 15EHZY RTEY 100 mg 2 & HT 5,

2hie - R
AFNZT, oty be oA VR EOPFH T T, LT ORRAEE O HIV-UEGYEDOIRFEIZH W
%,

o PV bR UA LRI K DIRRRBRO RN EBE

o AR DRRERIN 2 T A LV AZENH] (HIV-1 RNA &350 copies/mL i)
DIFHNTEY, FTEY ACKHT DiHEREEE R 2 F - 2 W BB TOBIEDOH L e v
A NVAFEINE DY %

ML - A&
1. HEREAYE - HE

NI T DA OHESER 1 - B, 100mg SEIFEDO1H 1R OEETH Y, BFEOHFEIC
MO LTHERETE S,

2. V777 F 0RO HEFRE
KENE Y 7 7 TF o2 REGT 256813, ARHI100 mg 2 K912 O EIRE £ 2217 T 1R 2[EC
WaEL, V7ry 7 FUoHPIIARHEEZHERT 2 L,

i
il

EAP

NS

5
il

J

584172 F h 7 v PAS0 (CYP) 3A BERFHEAI L OOFIIC LY FT U o rh iR s KiE
IR T L. ARAIOIBFDRDBBET T H2B8ENNHLOTHH LN &, ZD XD RIEXZLLT
WZRT, ZORD TR,

o PURBIKTH DI RIwEBE L oxcarbazepine, 7 =/ /NLEX—)L T = hA

© TV RRTPURRRERETH LIPS IR

s PMHEIETHDH U 77 rifapentine

1.6 SHENCHT DERRILECRET 2 Bk
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FZED > BEH
1.6 SMENZR T D EARNREICET &k

MG ERRTHH I FH v
ok Va—r X U—h (BAI UL XY VD)

A EoER

1. EYHAERCEZ2BERO Y 27 Ui T A vV AER O K

AFNIEEE DOFHAN & ORI L0 . AHIOWF R OW IR OAF~DTHHEALIZ 7223 5 7T HE
YD o 2 B U E R ARSI EER 27T BEhinih 5.,

T OVETE R R OE SN 0 B K 72 3 AR FLAE R 2 i SR BT 5 729 D 7k (HESEF %)
IZOWTIH[RL6-TIZBIBOD 2 &, AKIFE R R OB G-I I3 AR O FTREME 2 8 L,
ARFEEHOBRAEICOWTHREF L, EHEWEROE=2 1) 7 %175 2 &,

2. PRI GUE BRE

Pt HIV E DL HIOF RIEIE AT » 7o B T S PMGUERRES IS ST D, ZHI0FREE
BRGAE I . Sy gRe s B L7238 C, SERMEO A7 & TERE M B Fn REYe [~ A 237
TUVILATED LT Ly I A A MATAUANA Za—FV AT R« 4 BT A ik
(PCP) . FEEZ%] I D RIEIENFHIRT D ENH D DT, ZNDDIERZFEAR L, M5
(I B 2R IE R A BT 5 2 L,

GIEHSREDRIE IRV E CSER R (VL —7 295, SRMEGR, ¥T 0 « NU—JEGER. B
CAEMEIFREE) NRIET 5L OWMENDH L05, HEFHITITO SRSV | IREBEEE Y A
FREBICHBT L L b b D,

izl

iy

HR
LIF OREIERNZ SO TR CEDOMOHA ST 5 Z &,
TR AR EE R [ LOEE 221 ]

B AR SR B

IR RUBR O SR 1Iex TH D T2 B 2 AN ORISR T S - BITEHI S HLEIS 2 B0
AN DOBRAGERORR L HEEILE T2 Z 13 TE . 2, BRBES TORREIG 2L T
% TR,

Prl b a v A VAR L D IRERRERO 72\ ek A B IC I B EIVEH

20 D [E| BRI [F) 55 TIAH 25 i 3 e [7) 2 1 2 A1 — B2 5 i F2 6 R L U5k [DRIVE-FORWARD (018)
R M U8 DRIVE-AHEAD (021) #BR] D96HEF DT — X 24 LIZMOFL L b u v A L 2]
IRF DA D22 4 % I L 7=,

DRIVE-FORWARD & Tl s ABFET66H175, AH100 mg 1 H1EEL (38341]) XL /17
E/L800mg+ U K E/L100mg (DRV+1) 1HI1EREE (383%1) OWTFhhrofhz=T-, %
BB A NI Z Y /T ) AREN VYT ax L7 < Uigts (FTC/TDE) X7 34 L

1.6 SMENZR T D EARNEICEET 2 &k
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1.6 SMENZR T D EARNREICET &k

/' Z X7V (ABCBTC) OWT it s Lz, 96IKFE TIZ, AFIHED2%E DRV + r
BED3%ITIRRE DO 5 LIS E > oA EHERNRD bz,

DRIVE-AHEAD #B% Ci%, m A #7282, DELSTRIGO [ KZ E'U > (DOR) /3TC/TDF] 1
H1E# S (3646]) Xix—7 7 v L > (EFV) /FTC/TDF 1H1[E# S (36461]) OWF oo
5.%%1F7-, 96K £ T2, DELSTRIGO A£ 3% & EFV/FTC/TDF BE D 7% IR DB 5 IR
EoTAEFERPRD LN,

DRIVE-FORWARD i & U DRIVE-AHEAD i T, WD EGHEOS%UL E Tl ST
BIVEH 2 [ 1.6-2)1C7R 7,

&1.6-2 L FODAIARIZK DABRBROLGUVRANBEEZ R E L= DRIVE-FORWARD i#
B2 % U DRIVE-AHEAD FHERTWIT WA DIRERD 5% LU LT THESN-BIER* (£TL—F)

(96 HEFF)
DRIVE-FORWARD &5k DRIVE-AHEAD #5
AH DRV +1
+ NRTEIE + NRTLE DELSTRIGO % EFV/FTC/TDF #f

LH 1[H] LH 1[H] LH 1[H] LH 1]

3834 3834 3644 3644
L 7% 8% 5% 7%
HAE 6% 3% 4% 5%
{ias 6% 3% 4% 4%
T 6% 13% 4% 6%
i35 5% 2% 1% 2%
EEMED F U 3% 2% 7% 32%
B 2% 3% 2% 12%
LYY 2 1% <1% 5% 10%
ARERYE 1% 2% 4% 5%
fEER 0% <1% 3% 7%

BIVEF OMEE L, R EANC X 0 IRBREICRINT 5 L HE SN - afERER IS,

T KIEe Y o522 -BETT L— R2LE (PEEXITEE) ORIERNPHER SNIZOE, 2%AK0H TH
ST,

i NRTI= X 7 LA R R G E L EA

NRTI : FTC/TDF X% ABC/3TC

IR, R, EHE, BRERNAEEND,

fER I, MR, M. FIEEE. BIEEE. OEIARESE END,

FIZITIX, BB, KBRS, 25 RE. BUIREE, BRIRESIREE ., BB MES, £ ) Ethis, BEtkR

BREEND,

K7 eV o EIZEE D BIER O KERY (77%) 1X. 7 Lb— K1 (BE) Thoiz,

FEAR R G

DRIVE-AHEAD #BRIZFUN T, 48IHIF £ TITHMHRER A EF R L HBL L BF IOV TOMR
Bt R 2[R 1,631 R T, VDL EoORgmf R A HHER DS Sh - B OIS 13, DELSTRIGO
#ET24%, EFV/ETC/TDF B T57% T o 72,

b O COBUE LT ZEE D E U, BEIREE R OEFIREEOZ(LD3>DO A7 TV —|ZBW T,

1.6 SMENZR T D EARNEICEET 2 &k
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AN ﬁﬂ
1.6 SENZI T D EARNE

AR E £ TITHE S NI R R
CT. DELSTRIGO BED1F 5 BEeEHFmc A &=l

(2B DBk

B EFERERBLLTZEEOEIS
A& Do T2,

1%. EFV/FTC/TDF #f & kg L

% 1.6-3 DRIVE-AHEAD FHER —HHHR R AT ER ZRE L-BEFOHEN (48 8R)

DELSTRIGO #f
1 1[H]
364431

EFV/FTC/TDF #f
LH 1[H]
36441

DELSTRIGO %
- EFV/FTC/TDF #%
MR ZE O EE
(95% CI) *

N

12%

26%

-13.5 (-19.1, -7.9)

FEMED W

9%

37%

-28.3 (-34.0, -22.5)

i‘ﬂgk,[j(’ﬁ‘é@aﬁ‘{m

4%

8%

-3.8 (-7.6,-0.3)

fEATIZIX, 7 Lb— REMDbTREBFRO S 2T X TOEZEE DT,

T Miettinen and Nurminen's 5% FAV N T95% CL 2R H L=, MR EDT=DIZH L0 UORE LI AT TV —
X, EEMED UV (P<0.001), MEIRREEE (P<0.001) ROEMRKEOZEL (P=0.033) ThHhoTz,

i MedDRAZ%EZKEné’)ﬂU‘T%%#L&’)iﬁ;ﬁbtﬁﬁﬁﬂﬁam I, HE e, ERFEER, AIHIRIRGE, ARIRE.,
. MEIRRREE, BEENE END,

§ MedDRAZ%EZK%%)ﬂb\TE% S UDHE LBk o 2 eic
Fhb,

(T ERARIRRE, WBIR, MR, KMiE

HOMUOBELIEIT TV —0D 5 DL AR BEATAITN T 2 iR E 50T,
DELSTRIGO #£4%, EFV/FTC/TDF BED7% Tl X iz,

DRIVE-AHEAD iR ClE, #5048 %8 U T, MMM aEF S A2 BB L BHEOR
EIZBWT, BB LA EFRPBEND EP%FB%N@of: & & [DELSTRIGO ££97% (86
B H8341) . EFV/FTC/TDF #£96% (Q07f1H11984%51) 1, & HIZ 2415 D EE ORI H e G-l aha 44
HEEICZR S DOFES 2581 L T2 [DELSTRIGO #:72% (86% H6245) . EFV/FTC/TDF #£86% (207
BH177610) 1,

TRBRIE D £ - 12 o 7RG % R A7 55 F9421% . DELSTRIGO B D 1% (36441 H24) |
EFV/FTC/TDF B£ED1% B64f5H15641) TRD Hivlz, 4K TR RAEFRIARE I
& OEIE X, DELSTRIGO #£T17% (364%1H1624) . EFV/FTC/TDF #£T49% (3644 911774)
T o Tz, ASWHRE R TR R A FHRPRE S BE OHFIG 1L, DELSTRIGO #T12% (364
filtf4443]) . EFV/FTC/TDF F£CT22% (364%1918141) T o7z, 96K THMHRCRA FEHFL N
W S o B OE|IA 1L, DELSTRIGO #ET13% (36441747#%1) . EFV/FTC/TDF #:T23% (364
FF82p) TH o7z,

Hi A A A 2

DRIVE-FORWARD &5 TAHIE L < I DRV +r D% 5- X% DRIVE-AHEAD #&5% ¢ DELSTRIGO
# L<IX EFV/FTC/TDF O 5 %% 7= BFIZBWN T, FFEDPEHA T (R—A T A V)b OHE
ZRT) WAREMERE DO ONIZEBEORG Z[K1.6-41RT,

L6 AMEICEIT D HAMKILEIZ B4 2 &8
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FZED > BEH
1.6 SMENZR T D EARNREICET &k

# 1.6-4 DRIVE-FORWARD & % U DRIVE-AHEAD FRERICE WL THL FADVA LR EIZ L SR
BRRBOLGVRABETHRESN-HENEE TORKREMBERE (96 8H)

DRIVE-FORWARD &5k

DRIVE-AHEAD B

B AR AR AL
AARGE (WAL i

AH
+ NRTI &
LH 1[H]
3834

DRV +1
+ NRTI &
LH1[H]
3834

DELSTRIGO %
LH 1[H]
36441

EFV/FTC/TDF
#
LH 1=
364151

i AEA AR

wme ey

1.1 x ULN~1.6 x ULN &
1.6 x ULN~2.6 x ULN i
2.6 x ULN P4 |

6%
2%
<1%

2%
<1%
0%

5%
2%
1%

0%
0%
<1%

7L T7F=r (mgdl)

1.3 x ULN #~1.8 x ULN X|&~X— 2R

T A I OEINA0.3 mg/dL & 2
)

1.8 x ULN BT _—A T A B0
HEMALSsfELL R

4%
4%

6%
4%

3%
3%

2%
2%

TARGXUT I ) b7 A7 =27—F¥ (IUL)

2.5 x ULN~5.0 x ULN &
5.0 x ULN Y I

5%
2%

4%
2%

3%
1%

3%
4%

TS5=vTI) M AT725—F (IUL)

2.5 x ULN~5.0 x ULN &
5.0 x ULN Y I

4%
2%

2%
3%

4%
1%

4%
3%

TNHYVEARAT 7% —€ (U/L)

2.5 x ULN~5.0 x ULN &
5.0 x ULN 2 I

<1%
0%

1%
<1%

<1%
0%

1%
<1%

AP

1.5 x ULN~3.0 x ULN &
3.0 x ULN Y I

7%
3%

6%
4%

6%
2%

4%
3%

J V7 Frx)r—+¥ (IU/L)

6.0 x ULN~10.0 x ULN ¥
10.0 x ULN A I

3%
5%

3%
6%

3%
4%

3%
6%

zefgiia L 257 m—/L (mg/dL)

300 mg/dL LA -

0%

1%

1%

| <1%

Z2J§IF LDL = L A7 10—/ (mg/dL)

190 mg/dL 2L |

<1%

4%

<1%

| 2%

ZefiE b U 2% Y B (mg/dl)

500 mg/dL /&

1%

2%

1%

| 3%

BBEIINRTA—=F =T LB E Grade TLRIOHZ D 7> Lz,

fEE1SULEAT2REEEDT,
ULN = JLYEEPH EIR
7£) NRTI : FTC/TDF X% ABC/3TC

N=2T A Mz AL, BERGEORE

R=ZAF7 A U5 DIFEDOELE

DRIVE-FORWARD 7 & 0" DRIVE-AHEAD

HERZBIT A, LDL 2 L A5 12—/, non-HDL =

LATr— fmalbAT7a— MU ZUtEY REO HDL 22 L A7 B —/LO48IAREF TDHN
— AT A UINDDOECEE[FRLO-SNR T, 96T TONR—R T A 2 b OEAb &I X448 I 4L
TOELEEFERTH -7,
LDL =L 27 2 —/L KX non-HDL = L 27 0 —/ L O EREMOHEIZH S UOBRESNT
BV, ZOMRE[FLO-SNTRT, HREZETHRFNICAETHY, MEAICEHLTRIEY >0
1.6 %a:wm@?w}fﬁ:c:s@#égﬂ
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1.6 SMENZR T D EARNREICET &k

BN RENTZ, NSO ROBREAERICOWTIIH LN > TV,

# 1.6-5 DRIVE-FORWARD & % U DRIVE-AHEAD FRERICE WL THL FAVA LR EIZ L SR
BRREBROGVARABEDOZEERICETS2RBEEDA—RXS/4 UM DFHEILLE (48 BFF)

DRIVE-FORWARD &k
AH DRV +1
+ NRTI # + NRTI £
LA 1[H] LH 1[H]
32041 3114
ZEOHEE
AR AR AT B AR R—=RFA Elv & N—RFA & (95% CI)
IDL =L A7 11—/l (mg/dL) * 91.4 4.6 92.3 9.5 -14.4 (-18.0, -10.8)
Non-HDL = L 25 o — /L 113.6 5.4 114.5 13.7 -19.4 (-23.4,-15.4)
(mg/dL) *
BalLzxrFo—1L (mgdl) T 157.2 -1.4 157.8 18.0 —
FUZ V€YK (mgdl) * 111.0 3.1 113.7 24.5 —
HDL = L A5 1 —/L (mgdL) ¥ 43.6 4.0 43.3 4.3 —
DRIVE-AHEAD &5
DELSTRIGO # EFV/FTC/TDF #f
LH 1[H] LH 1[H]
3204 30741
ZZDOHEE
AR AR AT I B AR R—=RFA Elv & NR—RFA Elv& (95% CI)
IDL ==L A7 12—/l (mg/dL) * 91.7 2.1 91.3 8.3 -10.2 (-13.8,-6.7)
Non-HDL = L 25 o — /L 114.7 4.1 115.3 12.7 -16.9 (-20.8, -13.0)
(mg/dL) *

BalL 2Fo—/ (mgdL) | 156.8 2.2 156.8 21.1 —
FUZ V€YK (mgdl) * 118.7 -12.0 122.6 21.6 —
HDL = L A5 1 —/L (mgdL) ¥ 42.1 1.8 41.6 8.4 —

NR— R T A WS CIREIR T 3% IR T 0 B 13T 2> S BRoh L7= (DRIVE-FORWARD 3888 : AFIRE1261 K T

DRV +r #£1445. DRIVE-AHEAD #5* : DELSTRIGO F£15%1 2 (X EEV/ETC/TDF BE105)) ., ~_N— 2T A L BICHEE

K TFIAEBIG LIZBE IOV L, AFIRGHIM P o (IREIK TG 22K 2 AV 5
(DRIVE-FORWARD &% : AFIEE6HI & OV DRV +r #£44], DRIVE-AHEAD #&%5% : DELSTRIGO #£341 &z O}

EFV/FTC/TDF #£8451) ,

* DRIVE-FORWARD &% &% U DRIVE-AHEAD iRk O iR I W\ T, B ZEZ R T 572012 50 U o
TE L7 AR E D PEIE<0.0001 TH - 7=,
i IRHREIZ RS B FRTOBEIF 2,

DA I R FHIPNFN DTG DI T BN LN F15 B GEH

[EI B AL [F] 22 Jiti 5 4 [l M6 E 2 L I B #al T % DRIVE-SHIFT (024)

AERD6T0HNZ IS 1T 548

BEEDT — 4 % b LT, A VR EHINHINE 5T B BB TO DELSTRIGO D& 4%
A L7z, 024388R TId. U A L RZEEIIIHIAE BTV D HIV-URGUERE 2RI, U M E
NELLFae v A2Zy hEfHLE PLL a8V A Xy FEFHLIEZ=AET 77 BV
NNRTI D37 & NRTI2AIOGFH 725 . DELSTRIGO (28] 0 B 2 72, w7 A /L A SR 235
NTWDHRABEFICBITDREMET 07 7 A VIFH L b v AV AIKIZ X DIEERBRO 72V A
BE LT\,

1.6 SMENZR T D EARNEICEET 2 &k
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1.6 SMENZR T D EARNREICET &k

Pl R A8 AP 272
[f.y% ALT, AST = 5-: DRIVE-SHIFT 3 T, 481 [#] © DELSTRIGO #% 5-1]f#] 1 1Z Immediate Switch
#ET125<ULN A D ALT e DY AST EH- B2 E4122% K N6%78D H LTz, 10z 76 ALT
KNAST EADFRO LD ETOHBICE L T, ISR Z = idBh b ivien- T, 48EM O
DELSTRIGO # G- iR T2, 1%DHEE TSXULN UL ED ALT KN AST EARRO bz, Zivh
® ALT } Y AST EF IR EEGEETHY . U ey ER a2 -T2, —J57 T, Delayed
Switch #ED24MHF DN—RZ T A LV A e BRI, 1.25%ULN 2L ED ALT KO AST _EH-23
ZNENA% K C4%B Hiiz,

R—=Z2TA b DIFEDEA &

U FELZEHLEZPILY AL EZR—AT A4 LV A L LEEREICBITA . LDLa VAT
7 —/L, non-HDL =L AT n—)L, fealL AT —/)L, hUZ V%Y REOHDL 2L AT 10—
VD2 HKEF R TDOR—=Z T A4 b OELEEZ[#1.6-61ICRT, LDL =2 L A7 1 —/L KT
non-HDL 2 L A7 0 — /L OF G OEIIH N COME SN TEY | BEMETIHHNICEE
TH Y, WEHEIZE LT DELSTRIGO ~D#R°) 728V £ 2 (Immediate Switch) DRIk &
iz, TS OFT ROBERIERIC OV T LN/ > TR,

#& 1.6-6 DRIVE-SHIFTHERTY FFELZHALEZPILOAVER—XZAULIADELT
VAIINAZRMEINFoN-BHABEOEBRICE T 5EBEDR—XSA4 UL DTEHELLE

(24 ErE)
DELSTRIGO ## PI+V hFELVEE
(Week 0-24) (Week 0-24)
LH 1[H] LH 1]
24415 124451
ZZDOHEEM
R AR AT B AR NR—=RFA Elv & NR—RFA Elv& (95% CI)
LDL = L 27 m—/L (mg/dL) " 108.7 -16.3 110.5 2.6 -14.5 (-18.9, -10.1)
Non-HDL = L A5 o —/ L 138.6 -24.8 138.8 2.1 -22.8(-27.9, -17.7)
(mg/dL) *
BarAaFo—1 (mgdl) | 188.5 -26.1 187.4 -0.2 —
cUZU+EY R (mgdLl) ¥ 153.1 -44 4 151.4 -0.4 —
HDL = L A5 1 —/L (mgdL) T 50.0 -1.3 48.5 1.9

NR—2 T A RERCCHREAR T 38 % IR A 0 B 1380 2> & Bt L 7= (DELSTRIGO F£2641 % OV PI+ U k) ELEELS
By N—=RT A ELITIREIK TR A B L2 BE IOV T, AFIEREHIM T o (BB TR ET) 29
FEfE A A% (DELSTRIGO #4651 K N P+ B /LER2H) ,

* BERZE BRI 2720128 50 UOHE LK E O P E13<0.0001 TH - 7=,

¥ {RENAR TEL ﬁ?é%mmﬁmiﬁw

SR HAEH]
1 ROFFIBAAN J 1T 528

AHIE CYP3A AL OHFHIZL Y FT Y OMMEFREIMET L, AFIOTERREN R
TR TN DD, AHlE CYPIA HEHEOHHICEY FIZEY oM EFTREN AT 5
BTN H 5,

1.6 SHENCHT DERRILECRET 2 Bk
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NAINS ﬁﬂ

1.6 SMENZIS T 2 ARBLE I B 2 &k
[R1.6-TINIAH & D EE YR EAE] 2777,
= 1.6-7 RF| & DEYBEER*
IRAEES AR~ DA R EofE
73R4
A4
T Ra by w5k
TUYPILE IR | FoEy >~ UYL IR LIRS
AN 5B A RT4E R LA EoE R 1R 2 HESE,
bR 5 S
HNR=PE | RZEeY TS OHUKEESE L 3OS
oxcarbazepine
T )V E S =) AF i 5B Aa AT 4R A DL _E TR 3 & HEDE,
2= N a4
AR S
Voyroevot | Ry V7 7 ¥y v Kk Orifapentine & 13 0FHZER,
rifapentine
AN 5B AGRT4E R LA Eo a5 1R 2 HESE,
V77 7Fur | FZEeu > V77 7F U a G HEERE, RFI100 mg %1 H2ENZ
iEEo
b 7
NN | RZEey NN P2 F Y E= TN
AHN 5B AART4E R LA EoE R 1R % HESE,
Pt HIV 3
7y EL vt I ey TT77ELYY, ZRTEY TR ETE LD
T—h7EY HEIFHER STy,
FETEY
N7 G R
TrkeYa—r R T—R | Roevy A e 7 A =

ASFN452-5-BR A T4 [ LA _E D FEHR T 1k 311 A HESE,

i

HE IR 2 7 REAAARIOR SRTO 5D THAL,
A L DR EAERIC DT L, BB TR 27T o 72,
IR SN2 OMOIH & OMEER I, BIONHE ORIBEII LS D ThH D,

T= A, 1=
T

RDOFEH & OHFIE, FER
L, TDF, 77V, TANRAENLKRNT T FLUENL, LIUNAENLVLRNY AT B,
UrFEN, Fhatry—n Kigb7 v =0 s/ Kb~ 72U A simethicone & A7 il i
3K pantoprazole, A K1,

2. AAIDMBLOFKAN K

AN 1R

EIcN

/%

ISR R T U OREEk]

Ez 98
=3
DFEANZ I TREIR

nm@%ﬂiﬁﬁ’/D?’Lo F/V?‘ﬁ?

P EHERREZ TR D b2 hoTe, v

TSI, FITV . TDF, TIRZAE LRI S FLENL, LIRAEALE R EAT
B, T RUNRZAEF o ZF =)L A N T — )L NV IR IV A b LV AR D BT

ARKRNLI L, AP R,

I
AN

BT A
1.6 AHEIZ

ESIPRAYL IR/

(2B Bk

- 11 -
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1.6 SMENZR T D EARNREICET &k

LM~ &S

1. AR

A T oD [z S 5 U2 B 5 2 Bkl P

TEBR H S ARH DOBREE & 52 T T8 N OIFIRER)R 2 T =4 U v 7 DIERF O E RIS 5
BERHIE N o D, EREREFIL. JLL b e U A L 2 IR T E B85 8k & (APR)
1-800-258-42631ZFEaHE CTHERT 5 Z L BEIO HIL TV D,

U A7 O

AHNC L DUIRIRIF~D U A7 OFEIZONWTIE, & N TOT— X BA+53ThDH7- DT
IE720, B R ToOHEEME (RHD) O8fEL EOMRHE R TEME L -8 %2 - A5 A ik
BRICBWTC, AFEREEIRD LN (T—2%25H),

T RTUBERMERBT YT A (MACDP) OK[EAZBEMIZBWT, EERERMEXE
D HRFEAERIT2.T% T - 7=, WEOREAERIT APR THE STV, KENOEKREIRIZE
VB IEE DHEE H AR AELIT15%~20% T D, APR DO FIEMmMIRR L LT, AMBxREEE LT
MACDP ZfEH L CW5 Z ERnHITF 5D, MACDP (28T 2HEMIT, HEICHRN TR, R
E S AT MU C O i e OV AR R &G4 L. SEHR2008 AT C 0 H AR A3 3 4TV 2R0,

TF=4

By EGD T — %

IR U7 o (IEJRT~20H THoA300 mgkg/H #4#%5) KOT v b (EHR6~208 & Blo
v N CHER6 A~ 3 i t%20 B O WIRIZ A K450 mg/kg/ H 2 8¢ 5:) IZ R ) v 2knih
L7z, RHD O KKME (T v ) KROKISEE (7 HF) OREEIZIS VTR - [BRIEE (T v b
KO HF) UIHARTSRORE (T v b)) ~OBEERBFMHITRO 5020 o7, I - JRIEFREAE
BT 28 BRICBNT R e Uz L TRIE~BITT 22 &Mt ., kA
O RZEV MmEREREL, ER08 ORI O R T e iR EORKT40% (7))
KO52% (7> k) Thote,

2. =3

U 27 OB

KEVRIRE TR o 2 —I%, KEWNIZEBW T HIV- URYYE OEBTER R EY D U 2 7 ZRET 5
72D HIV-UZERE L TV AR Z TR WK 2B T\ 5,

RZeUroe hOIIFF~OBIT, AN EASDORE IR O A~DREIZ ST
AATHD, FT7ET ANIRATOT v FOANTIHFET D (T —2ZH), (1) HIV-1~DJK
gu (HIV f2tEgL) . ) A 2ot EO B (HIV MR KO ) WAL oRRICEE
REWERH ORIEEMENBE SN D72, AFIRA IR ZRET 5 X 5 ICRHBLICEET 5 Z &,

T4

1.6 SMENZR T D EARNEICEET 2 &k
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FZED > BEH
1.6 SMENZR T D EARNREICET &k

iR A~ W4BIc o e Y R0 #E (450 mgkg/B) 220 7-RAb0T7 v FTlE,
HHIZRZ Y COBITARRINTE Y, A4 RO G2RHE T, AJFo RI v
U AREL, REM O MAEFIREORILE TH o T,

3. hIRAE
187 A D /NE BB VT kT~ 2 ARHN D22 4 o OV MR TAEST L CTu7euy,

4. g

AFNOFERRBER TrX, 65 EOBEHN 3 ICBERI LTV R o 7ol milind DA
ERBRDNISETRTNE I D EPICTE R ol — RIS, SO RE TIZ. FFHRE. BHAE
L < ITDHEREDIR T 2 R T E5IG L OVE OHE DA I O EMRIELZZ T TWDH T ERE N
L, KRBT ALAIITERT S L.

6. JTHERERE T B

#2F  (Child-Pugh 7338 A) KO (Child-Pugh 703H B) OFFHEREREE 23 2 BE X9
BHARANO BRI RECTH 5, EE (Child-Pugh 738 C) DOIFHEREREEZ A+ 5 BE Z x5 &
L 7= AR FN O REAGRER X FEE L CU e,

5
E/aP

i

1t

NS

1.6 SMENZR T D EARNEICEET 2 &k
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1.6 SMENZR T D EARNREICET &k

1.6.2.1.2 EU RIXEDOHME (FER)

W ot =t
Pifeltro 100 mg film-coated tablets,” Merck Sharp & Dohme B.V.

=

fPﬂUﬂ

T4 ha—T 4 VIEESEHT-Y KT EY 100mg B2 EHT D,
BEF OVEH % A3 % ishnl
TANbT—T 4 U TEEBEH TV ANE ORI E LTC) 222 mg a2 G AT D,

pailit)
T4 a—TFT 4 T EE
Fmlica—ARLr—hraal 1700 2ZAIETS 40, M A P 7219.00 mm x 9.50 mm O H £, #5H
TE DEEFH,

ZhEE - ZhHE
AFNT, hoFir b oA L 23 E OFEH T T, NNRTI 27 7 225 5825 & OFRAE DO i)
BENTWZRWEEABRE O HIV-UBRYYE OIEEIZH W5,

L - HE
HIV EYE DB FRITHKEE L T D ERO F CIBELZ BT 52 &,

‘E
ﬁ B

B EX100 mg SELEEDLH IR NEETH Y . REOFEIIINDLTHRETE D,

< HERE>

AHN LV 77 TF e EG T 25613 AHI100 mg FE18E 2 K 120FF O 4 220 T1H
2B G D&,

K7 EY v oL DO CYP3AFHEA & OPFRIC OV TL I E TRl S TR AR,
R VREDKRTATEIND, MOFFRED CYPIA FFEA] (Bl : ¥ 777 x=7
lesinurad, 7R % /| thioridazine, nafcillin, &4 7 ¢ =/l telotristat ethyl) & OffH A HET
LRV EETT, AHI100 mg HE15E 2 K120 O IR 2 2217 TLR2EHR 535 2 &,

<R EENTHE>

AEZ R Ush iz a8 OIRMER- 26 2FFFLIN THIET IR L, £20%Iix
W OG- A7 V2 — it 5, IR LENTH 6 1R2RRERE L TV 5581213, IRILE
NIRRT, FTEOIRARERNIZIKRIE D5y 2 M3 %, 1ENZ2EEZ R L2nZ &,
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il 72 4L
< T >
Bl OBREICHT LRI COHERBRIIAETH D,

< BHEReEE RE >

R, PEEMNEEOBRERSZATL2EEHITHT L R Vv OHEREIIAETH
bo RHBER2OBEROCENZZ T TNDEELZNRLE LI T Y ORRKRRERITFE M L
Tb\f£b\o

<JIFHEREIE R >

#¢E (Child-Pugh 2338 A) K OVFEEE (Child-Pugh 2338 B) O RFHERERE S 2 A9 5 B# 1%t
TLRZEV COHBEHEIIARETH D, EE (Child-Pugh 535 C) DOIFREHEELH T 5 &
FHraMBEL LERT ) CoOBFERBRITEGL L TRy, BEEFEEREZETLIEETRS
v OMREFEENEINT 508 3 0NIAATH D, £, BEEFEERELG T B
RZEY 25T 2BRICITEENLETH D,

<N >
ISFERMEO/NRERFICKT L RT Y ORI OFEIMEITHEL SN TELT, 5—4% %
=32y (N GAVAAAR

JAERF
AFNIBEOFEIZ DL TIRIERAOKEGE L, TOEFENTERATILZ &,

i

Ak
KENDA NS AT O — TR NFHUNT KT 2 I EUE,

RZ D OMmBEFIRENKIEICET L, AFIORBEDRDZEIT T2 Z LD THRIND 20D,
8172 CYP3A BERFHEH & OFHITESZ TH D, DO LI RIEHEZLLTITRT R, ZORY T
=AW

s NN EE L, oxcarbazepine, 7=/ /NLVEH—L Txz= kA
e UZTZ7 BT rifapentine

« EBVbF-Va—UX-TU—h (BAFTFIFY VD)

e I hFV

e TUPAZIFR

. lumacaftor

u{

4

EEROMEH EOEE
L b A VAR K D207 T A VAN K0 HIV-1OPEREGR U A 7 93 K |88

1.6 SMENZR T D EARNEICEET 2 &k
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THZERPELMNCENTNDED, FEY A7 ITHR TR0, FEDOHA KT A AHE > TR
YT REE A2 DM ERD D,

mmn%L%@“ﬂ&@F?@Uy®ﬁ%

RIZEY NIHEICMOTIL br U A L ARIEIZ LD U A NV AZRRINE 78 o T2 B3 TIEEE
ﬁémfm@m,x7)~*/&ﬁ®mmﬂ%L££®%ﬁm%umnmﬁ%®%%%ﬁmﬁ
FNTWD, BEIRAVEZMMEDIR T & BIE 95 | k4 72 NNRTI BEE LRI L0 A U 2R
DIKTZHET DTDDT LA T RA Y MIMEL SV TR, Z D72, NNRTI 7 7 A%t
T AMMERHER SN TVWD HIV-UERBRE~D RI ) o4 X8 5+ BRI B
T U AT E LTV RN,

CYP3A & A & DOPFH
RV DOBREEZHLIEDIBENNH LA RT VY VAU TA258I3FEET S
&,

S5 P A ST (A

Pt HIV DL HIOF AL AT - T2 B T BRI GUEREES S STV, ZAI0FE
IEBRAREIHNT . SOERERED MR L 7o B3 L JEMRMED 72 b FEREfME A fn U [~ 1 =
NITIVOLTEY LAy Ty I A YA FATRUANVA Za—FVAF A« L B_F
A Jfize (PCP) | #ikZ % ] 1\ D RIEDUS P HBLT 52 ENHLHDOT, T OFERZ 7 L,
VBRI iR BT 5 2 &,

G RE DRIE IRV H iR (7 L — 7 20K, B O MirR, 2REFHE, £70 -
NU—EGRIESE) PHRBLT 2 L oWMERH L3, BEFFHIZIZIO 2R H Y | IRHABREE Y
ARREBIZHBT L2 b H D,

LS
AREEFNIFHEKFIM 2 E 6T 5, MPBBEUEREETHLIVT 7 F—ARME, &7 74 —F
RIBFEXNT T VA=A « BT 7 =AW RIEZAT D EBHITIT, AR zxkEG Lo L,

SEWFE B AEH
fhDIEHIMN KT &V AN RIET B
RZE U 3 EIC CYP3A TR EN D720, CYPIA OFFEAIUIMERIZI R T ) v
VT TV AZEBERETZEN TSNS, RIEY COmMEFRENKIBIZIEKT L, 5%
BRI T 5 Z LN TFREND D, RTIE U 27 CYP3A BEEFFLA L GFH Law
Z &,
PREEED CYP3A FEAICTHLY 77 7 F LI EZ A, FIBEY VRBEMIT LK
([ 1.6-812H), NIV V77 T7F o 20tHHEGET 5581, FZEY 100 mg %59

1.6 SHENCHT DERRILECRET 2 Bk
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1205 DR 2 220 TLA2ENTET 5 2 &,

F7 e e oD CYPIAFHEA] & OISOV TIX I E TRl S 4L TH RN D3,
R VREDKRTATEIND, MOFFRED CYPIA FFEA] (Bl : ¥ 777 x=7
lesinurad, 7R& > % | thioridazine, nafcillin, &4 7 ¢ =/l telotristat ethyl) & OffH A HET
HNRWEEE, FZ7E Y 100 mg 2120 O fME A 281 CTLH2ENCHEET 5 2 &,

FZ U E CYPAMFAIOMHMAICLY KT romETREN ERAT 28201 d 5,
2L, FZ7ED L CYPAMEAZIAT 256, HEHEIIAETHS,

N7 6 U DM OFEAN KIFT

RZEY 100mg Z1H1E#EE L TH, WICHEEIZBE L Tk & > X7 BT A3 2 SEA
XIE CYP PSR CIUHE S 2 SKAI o I i B L BR IR OISR O & 5 8B % [T I REME I
[

LvL, CYPRPADEKERE THHIF Y FTLE RIEY VLI E A, SF YT L
DOIEGEEN18%IHD L, FT7E Y U255 CYPZAFHEHITH D Z L AR I Tz,

Z D72, CYP3A DEKELETH Y | OGRS (7 ) AR val AR
%) LRIV UENATLINATEET 2LERD D,

FWHALEH DR
[3 1.6-8]iC KT &Y o & DIZREG A D FEMAH AAEH MK O OO IEAER YA BAE A 27~
B, TARTEHEEL THDDTTIERY (EFIE EFIE. 2k LideTRLE),

&1.6-8 FTEY v EMDEREDEMBEERH

TRy BRI 0D HRFK SR~ DR FZ eV EoftARSICETS
A ORES] =g HESE IR
(90% CI) *
el UGBS
ISR OKBMLT VI =T L/ Kk | & RTEY v
fb~ 7 32w Lk 1 ) AUC 1.01 (0.92, 1.11) L A
(20 mL SD., Cumax 0.86 (0.74, 1.01) ARREIFRTD D,
K2 U 100 mg SD) C241.03 (0.94,1.12)
pantoprazole ,lAUFcﬁo €3U (\;76 0.91)
(40 mg QD, c 058@%51&) HABRBIARECTH D,
7100 mg SD) Cas 0.84 (0.77,0.92)
SEMAE B BRI R FE it
FRA ST =) Tl - HAERBIIARETHD,
A
T UUFT L IR K
A B BRI R FE it
V7Y T - HAERBIIARETHD,
Uy 7Y
PL7 v Ro i3k
T HFALE IR EEIREES ey | BHHIZEER Th .
1.6 SMENZR T D EARNEICEET 2 &k
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T
| Ry~
(CYP3A DFFH)
HAEwE
RO BRI R R, PR RET 5 = &, DR AHET B
nafcillin T - ORI, N7 5212
RN F [ O [P & 281 T 1 H 2R 59
| Foelr 5L
(CYP3A DF%H) = <o
PRI
BN SRR AR 7R 12 5k,
oxcarbazepine
7=/ BT T BrRERTH 2,
Tr= kA A=
(CYP3A DF%H)
B R IP TR K

A KRRV

— A RRLI

(1000 mg SD, AUC 0.94 (0.88, 1.00) HEFEIIARETH D,
K< £V 100 mg QD) Cmax 0.94 (0.86, 1.03)

LR B RRER 3ok S,
HF TV T L -

= S e B2k )T A< s

3;;3;;V e BRI ETH S,

N /% A

o> R TN TTF

EISEES
AR EAR R FBRIIAR R, BERASEEG 5 = & BT DA
; Sl - ROGEIE, R EY U2

telotristat ethyl EE L WO FING % 2505 C 1 F 2014 55

| FoED P

(CYP3A D) - e

HL JELHE Ko MR e e it

AR AR FBRIIAR R, PR ASEEG 5 = & BT DA
lesinurad T - WG, RTE D UIsEERIR
e Sy S 00 I 2 220 C 1 F 211

| FoED P

(CYP3A DFi#) Y=o

b
T N2 ) %

U777 ey HERE
(600 mg SD,
K2 &Y 2100 mg SD)

V77 o o KERE
(600 mg QD,
K< &V 100 mg SD)

AUC 0.91 (0.78, 1.06)
Cmax 1.40 (1.21, 1.63)
C240.90 (0.80, 1.01)

| FoED

AUC 0.12 (0.10, 0.15)
Crmax 0.43 (0.35, 0.52)
C240.03 (0.02, 0.04)

il

RIS ERTH D,

C|

(CYP3A Oi%E)
SRR FAE HRBR TR 20,
rifapentine T s TH 5,
| FoED
(CYP3A D#E)
I F5EU R R
R [N IR Rl G AN Fia !
V77 TF AUC 0.50 (0.45, 0.55) N NN
(300 mg QD. Comax 0.99 (0.85, 1.15) g5y ohais. F7EY 100mg

K2 &Y 2100 mg SD)

C240.32 (0.28, 0.35)
(CYP3A OFHE)

A2 O R & 221 C 1 A 20
IZHETDHZ &,

1.6 SMENZR T D EARNEICEET 2 &k
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1.6 SMENZR T D EARNREICET &k

D
SRR AR 5k V2R 5kt
RN V% T PFHIEEERTH D,
| FoED
(CYP3A D)
UIRI KU S
A AN RABRITAR RN, BRI A RET B = L. BER AT B
ioridazi S - WAL, R E U CIEEEI2
tondazine NN W o> A 2 221 C 1 A 2/EH 5o
| FoED P
(CYP3A OF5E) -
7 = R PrE AR
AP
rhary—n AUC 3.06 (2.85,3.29)
(400 mg QD, Cmax 1.25 (1.05, 1.49) HEREIRETH D,
K< £ Y 100 mg SD) C242.75 (2.54,2.98)
(CYP3A DFHZE)
TR SRR B 5k 1 2R 50,
;g;;;z*” T R R b 5
0 or T RIEY
BY 2T (CYP3A4DPHE)
IV U BT v LR
SRR AR 7R 12 5k,
LTI T R R E T 5,
h A=V
(CYP3A DFHEE)
2 NI MERRHESE TR 3K
SRR AR 7R V2R 5k,
lumacaftor T PHIZEZEETH D,
| FoED
(CYP3A D)
= R ) v AR
SRR LA BRI AR R, PR AT 5 = &L PR AT DR
Sk - WAL, R EY U2
s RECEN. RSO RN 2 221 C 1 B2 5
| FoEU %= L
(CYP3A D) e
PLCBUIFR v A )L A3
A=V

TANRRE )L+ T T L

(=L RAELS50mgQD + 77
7L EA200mgQD, KB
100 mg QD)

AUC 1.56 (1.45,1.68)
Crmax 1.41 (1.25,1.58)
C24 1.61 (1.45,1.79)
(CYP3A DFHZE)

— TJ)LNA B
AUC 0.96 (0.90, 1.02)
Cmax 0.96 (0.91, 1.01)
C240.96 (0.89, 1.04)

> 7? ST L E L
AUC 1.07 (0.94,1.23)
Crmax 1.22 (1.01, 1.47)
C240.90 (0.83, 0.96)

HERBIAETH D,

LIYNRRAE N+ VRATE L
(LY /XA E/L90 mg SD + YV 7R A

A=
AUC 1.15 (1.07,1.24)

HERBIAETH D,

1.6 SMENZR T D EARNEICEET 2 &k
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7 E/L400 mg SD,
K2 &Y 2100 mg SD)

Crmax 1.11 (0.97, 1.27)
Caa1.24 (1.13,1.36)

o LR AE L
AUC 0.92 (0.80, 1.06)
Cmax 0.91 (0.80, 1.02)

— YRR 7 |y
AUC 1.04 (0.91, 1.18)
Crmax 0.89 (0.79, 1.00)

> (GS-331007
AUC 1.03 (0.98, 1.09)
Crmax 1.03 (0.97, 1.09)

VIRATE NIV F A )L

SRR BRI BRI R A,

T
A

MEFRIIARETH D,

VIRATENL

SRR BRI BRI R

Tl
A

MEFRIIRETH D,

BT HAE )

SRR BRI BRI TR

T
A

MEFRIIARETH D,

FLERZAE L, N ZFLEL
/U FFEIL K dasabuvir +/- U b
J e

SRR BRI BRI R

T
A=V
(U FFEMITX D CYP3A DA

)

MEBFRIIAETH D,

dasabuvir

SRR BRI BRI 3R S,

T
A

MEFRIIARETH D,

TVHTLENL/ET L HAE
v

SRR BRI BRI R A,

T
A=V
(CYP3A DFHEE)

MEFRIIAETH D,

AN =) g

SRR BRI BRI R

Tl

HEFEIIARETH S,

IN=T YT Y A b

tUh e Va—r X U=}
(B34 XY VD)

SRR BRI BRI R

T
| FoED
(CYP3A D)

i

HFHIIEETH

O

C|

HLHIV 38

S Y ANFINIEE S

enfuvirtide

SRR BRI BRI R A,

T
o Foe)»
< enfuvirtide

MEFEIIRETH D,

SavA ==/

SRR BRI BRI 3R

MERBIRETH D,

1.6 SMENZR T D EARNEICEET 2 &k
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T
— RZEvU
P A=/
s 7 —PHEHK (P)
SRR HAE BB 1T AR S0,
U hFEMTCT—R ML PI
(THYFEeN, Zrtrei, A& | FHl: o=
FUFLFEL. AU e, B |t KT EY HRFREIAETD 2,
' B /L, saquinavir, tipranavir) (CYP3A D)
— 7*‘}{ I‘ Lfl PI
SRR HAE BB 13 R S0,
b RAEy NTT—ARLPL | P o= X
(FF . T8 FF e PR EY JHEFIIRETH 5,
(CYP3A DFEE)
«— 7—AKLT-PI
12775 —PIEK
— RNZEU
AUC 1.00 (0.89, 1.12)
Crmax 1.06 (0.88, 1.28)
C240.98 (0.88, 1.09)
A A=vi% o )
(50mgQD, KZ U 2200mgQD) | 1 KAFZ7FE L RRHFHEEAZTH D,
AUC 1.36 (1.15,1.62)
Crmax 1.43 (1.20, 1.71)
C241.27 (1.06, 1.53)
(BCRP DHE)
W FE AAE R BRI R 50,
FNT T T T HEFRIIRETH D,
- FNZEvU
— FILT T T
SRR HAE BB 13 R S0,
U hFEAITTT—2 L= T o=
TIAET T ENL A= NG HEREIAETH D,
(CYP3A DFHEE)
o TILEFTIENL
W HE AAE R BRI R S0,
VA PTCT—A LT T o
AT T EN AN RRFHEEAZTH D,
(CYP3A DFHEE)
- T)LET 7? EL
X7 VAV R R G RER R ER
7 /RN YT RE L :Uég; U(O/SO 1.12)
(245 mg QD, : P HEHEIIARETH D,
K5 £ U 2100 mg SD) Crmax 0.80 (0.64, 1.01)
C240.94 (0.78, 1.12)
— FNZEvU
AUC 0.96 (0.87, 1.06)
Cmax 0.97 (0.88,1.07)
FITVU+TARENL YT | Cau0.94 (0.83,1.06)
v
(ZI77300mgSD+7 /HhE | & TITVV FAEFEEIAETH D,

v Y7 a ¥ 1245 mg SD,
K2 &Y 2100 mg SD)

AUC 0.94 (0.88, 1.00)
Cmax 0.92 (0.81, 1.05)

-7 JREN
AUC 1.11 (0.97,1.28)
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Cmax 1.17 (0.96, 1.42)

SRR AR 5k 2R 5k,
TR e T FEFEIIARTETH D,
o RSy
o TN
SRR AR 7R 12 5k,
TARNYTHEEY T FEFEIIARTETH D,
N N AN
T AR HEY
SRR AR 7R 2R 5k,
FTI)RENLT T 7S IR T HEFIKIIRETH D,
o RSy
ST IRELTTT72F IR
RS
SRR AR 5k 1 2R 5kt
7Y LAARRa Y LAZADH
AR T BTN LERIBA N D DT,
vl AR o RIED KlomPREEZE=2) 775
(70 = W AVASSEG = I VAP Z ek,
(CYP3A D)
X —PPHEHK
AR AR RFBRII AR, PR AT B = &L DERASES B R
R . — WX, RTE D CEEZKII2
FTTT == [ S O IFII % 2201 C 1 H 2 5
. Bk
(CYP3A D) S
T A A KRR
| FoED

AUC 0.74 (0.61, 0.90)
Cmax 0.76 (0.63, 0.91)
C240.80 (0.63, 1.03)

—R-AY RN

AY R
20~200 mg QD (B = L (= RN éwﬁﬁfggﬂﬁg BRI R BT b B,
E)., F7EV 100 mg QD CZ‘*O o5 © 98 1 63)
oS- A R
AUC 0.98 (0.90, 1.06)
Cmax 0.97 (0.91, 1.04)
C240.97 (0.86,1.10)
SEWFE AAE R BRI R 50,
ASistid s IR E T 5.
S TTLINT 4V
eFuxy s
R AR
S TF= )T A NTIF—L
AUC 0.98 (0.94, 1.03)
TF =)L A RT VA —/10.03mg | Cmax 0.83 (0.80, 0.87)
S UK VA S 10,15 mg SD, HEFRIRETHD,
KFZ &'V 100 mg QD T LRIV ALV
AUC 1.21 (1.14,1.28)
Crmax 0.96 (0.88, 1.05)
. _ = .y | FEWFE AR RREBR IR SN,
?%ﬁWM/I%””IXh7/ . e A

1.6 SMENZR T D EARNEICEET 2 &k
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> norgestimate,/ =F =/L TR KT
A=

SH ) B SRR
AP
IR =i 2 AUC 3.54 (3.04, 4.11)
(100 mg BID, Cmax 1.31 (1.17, 1.46) HEREIRETH D,
K< £ Y 50 mg SD) C242.91 (2.33,3.62)
(CYP3A DFHZE)
SRR AR 3R V2R 5k,
IEVAH R T HEFRIIRETH S,
A=V
(CYP3A DFHEE)
HERRREE
R ELAR BB AR SR, BRI A RET B = L. BER AT B
N _— RWEAIZ. RIEY VIBEERI12
AT REcEI RSO RN 2 221 C 1 B2 5
| FoED P
(CYP3A OF5E) -
e YR
N | IFY T A
TN -
R, AUC 0.82 (0.70, 0.97) HEHEIIARETH D,
(2mgSD, FZ7EV120mgQD) | "0 (ng1. 1.28)
AR F 3R
. . o T "IN AZTF
7£$2$§E;EUVWM1Q» AUC 0.98 (0.90, 1.06) R IR ECh 5.
£50 & Comnax 0.67 (0.52, 0.85)
A B BRI R FE it
HANRAFT T - TR R b 5.

UNRABTF

o T ANAHKF
o VN ARZF

T=LA, |=KF, o=%{kiL

Cl={EfEX[H, SD=Hm#5, QD=1H1[A, BID=1H2[H
* B[R B 51X AUCo. 1 H 1[A]1X AUCo.24
THAELEMRIZY N EATORIAMN LT,

LSRG AONEIN i
RS

s THO RZ ) COFERNLHEONTET = 23RN IIREATVWD,

<HLL b a7 A L R IEIEHR T AERAEG] 6 Sefil B >

FEIRTICHLL b U AV RATEOBREE & 52 T T2 BE ORHK-

BRIREE=2 ) 735720,

PLL b v oA L ZEIRIR TIEARAE BRI EE 2N B T D, RRIIATR Sifill B |2 A & %

BT ENEBDLR TN,

N7 ) oz HnicEaliR i, AiEEMEICR L CHEEN SUIMEMICAE ERZEITI RS

LTV,

THHEE S LT, MIERTII R I B Y O EZEIT D Z ENREE LYY,
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e

RZEU e FOANFTICBITT 206 NEAHATH S, ZHNETICHELNTZEY TORR
NFRY « BEFT =206, FIEY COANTFT~OBITRRD LN TN D,

HIV-1~D &G D aIREMESC, MFLH OFLILICEHERENWEM NI T 2 /ReEn H 5720, K
FIRA 3R T 2 K O ICRERICiRE T 5 2 &,

FDOZIRRE~D FZ Y CORBIZEAT 57 — 2130 TWh Ry, BB T, BRR
HIREHETOL MEEE XLV EVIRE LV THZMBRIZHT 5 R Y O ERZEX
RSILTVDRYY,

S My OB AESE A~ 0D %

AFHN TR RE ) S ORI O 72 B 2 MT T REE D & 5, R T B Y oK G4 H
(I, FFEMED F VR OMEIRDHRE SN TWD Z L 2B BA D 2 &, B OERSOEmLE
¥DORRIEFHET HBRICIZZDOREBET H2ULERD D,

EH
e ae 7 A VORE

RZEYEBHERELL LBV RIS AH D LHESNT-FIERA TR Z < #E
SNbDiE, BL W% MOIERE 6% Th-ol,

ezl

BIEH O &

b L OREREDND (D EHBEEAEL L E B0 Z R RBWERZSE IR E K
OFBUFHE Z L2 FTRIRT, SRBBEEXSITIE, BEOEW S ONOIAICEIVER Z 7l L
TW5, BEBEEIL, EFEICLLSALND (/10 L), L<AHALND (1/100Lh E1/10A47) |
BHED H LI (1/1,0008L E1/10045) . F4v (1/10,00084 F1/1,000K5) & EET D,

&16-9 RSEYVEMORL FAVAILAELOHAICEET HEERD—%

FBUBE | BER
REER & 0% 4 E
ES 0 | MRS
REBIORERE
HEYHLRARD 1% U > BRI
i &~ 7 %> v AMJE
EHEE
L Hbns L8 RIRYE!
HEYHLRARD AR 5 O RS, Sk, SEILIRRE. AR
i WL, %, BISEEE, Kk, B
R RREE
L Hbns S, EEIED E, EIRE
HEYHLRAARD EE RS, ke, SRR, BRI, BEIRO
1.6 SMENCISUT B RIS B 5 R
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| BIEF

A REE

HEDHLIZRND | &ilE

k2. SRR X OMithRmE

i | PP IR, R PRIE

BIRREE

< HbND A, R, BES. R, IR

HEYHLRN R, PEEATRIES, RS, EAE AR R, #RfEe, {H{t
EiER S

ES EHIHLSY

FER L O TS

< HEbND FB8

HE HALILIR % 5 FEIE

1 T UVX—PEEER, S

BEERB X O A RRESE

HEY KL AR, B

ES B s IR

BRI UVREEE

ES | AR HEEE. R A, B AE

—f% - 2HFEERB I ORSEHMORE

< HbND W

HEYHLNRN mIE, ek

ES Mojs, HEE, KR, 0B
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

PIFELTRO  (doravirine) tablets, for oral use
Initial U.S. Approval: 2018

--------------------------- RECENT MAJOR CHANGES ----r-snemeememcmencmmene

Indications and Usage (1) 09/2019
Warnings and Precautions,
Immune Reconstitution Syndrome (5.2) 09/2019

INDICATIONS AND USAGE

PIFELTRO, a non-nucleoside reverse transcriptase inhibitor (NNRTI),

is indicated in combination with other antiretroviral agents for the

treatment of HIV-1 infection in adult patients:

e with no prior antiretroviral treatment history, OR

e to replace the current antiretroviral regimen in those who are
virologically suppressed (HIV-1 RNA less than 50 copies per mL)
on a stable antiretroviral regimen with no history of treatment
failure and no known substitutions associated with resistance to
doravirine. (1)

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

e Recommended dosage: One tablet taken orally once daily with or
without food in adult patients. (2.1)

e Dosage adjustment with rifabutin: One tablet taken twice daily
(approximately 12 hours apart). (2.2)

e Tablets: 100 mg doravirine. (3)

CONTRAINDICATIONS

e PIFELTRO is contraindicated when co-administered with drugs that
are strong cytochrome P450 (CYP)3A enzyme inducers as
significant decreases in doravirine plasma concentrations may
occur, which may decrease the effectiveness of PIFELTRO. (4)

----------------------- WARNINGS AND PRECAUTIONS ----==ssssememmmnnann
¢ Monitor for Immune Reconstitution Syndrome. (5.2)

ADVERSE REACTIONS
Most common adverse reactions (incidence greater than or equal to
5%, all grades) are nausea, dizziness, headache, fatigue, diarrhea,
abdominal pain, and abnormal dreams. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., at 1-877-
888-4231 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Consult the full prescribing information prior to and during treatment for
important potential drug-drug interactions. (4, 5.1, 7)

----------------------- USE IN SPECIFIC POPULATIONS -----ss=ssnneanamnnnns
o Lactation: Breastfeeding is not recommended due to the potential
for HIV-1 transmission. (8.2)

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

Revised: 10/2019
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

PIFELTRO" is indicated in combination with other antiretroviral agents for the treatment of HIV-1 infection

in adult patients:

e with no prior antiretroviral treatment history; OR

o to replace the current antiretroviral regimen in those who are virologically suppressed (HIV-1 RNA
less than 50 copies per mL) on a stable antiretroviral regimen with no history of treatment failure and
no known substitutions associated with resistance to doravirine [see Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage

The recommended dosage regimen of PIFELTRO in adults is one 100 mg tablet taken orally once daily
with or without food [see Clinical Pharmacology (12.3)].

2.2 Dosage Adjustment with Rifabutin

If PIFELTRO is co-administered with rifabutin, increase PIFELTRO dosage to one tablet twice daily
(approximately 12 hours apart) for the duration of rifabutin co-administration [see Drug Interactions (7.1)
and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

PIFELTRO film-coated tablets are white, oval-shaped tablets, debossed with the corporate logo and 700
on one side and plain on the other side. Each tablet contains 100 mg doravirine.

4 CONTRAINDICATIONS

PIFELTRO is contraindicated when co-administered with drugs that are strong cytochrome P450
(CYP)3A enzyme inducers as significant decreases in doravirine plasma concentrations may occur, which
may decrease the effectiveness of PIFELTRO [see Warnings and Precautions (5.1), Drug Interactions
(7.1), and Clinical Pharmacology (12.3)]. These drugs include, but are not limited to, the following:

the anticonvulsants carbamazepine, oxcarbazepine, phenobarbital, phenytoin
the androgen receptor inhibitor enzalutamide

the antimycobacterials rifampin, rifapentine

the cytotoxic agent mitotane

St. John’s wort (Hypericum perforatum)

5 WARNINGS AND PRECAUTIONS

5.1 Risk of Adverse Reactions or Loss of Virologic Response Due to Drug Interactions

The concomitant use of PIFELTRO and certain other drugs may result in known or potentially significant
drug interactions, some of which may lead to loss of therapeutic effect of PIFELTRO and possible
development of resistance [see Dosage and Administration (2.2), Contraindications (4) and Drug
Interactions (7.1)].

See Table 6 for steps to prevent or manage these possible and known significant drug interactions,
including dosing recommendations. Consider the potential for drug interactions prior to and during
PIFELTRO therapy, review concomitant medications during PIFELTRO therapy, and monitor for adverse
reactions.

5.2 Immune Reconstitution Syndrome

Immune reconstitution syndrome has been reported in patients treated with combination antiretroviral
therapy. 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, Guillain-Barré syndrome, and
autoimmune hepatitis) 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.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in other sections of the labeling:
e Immune Reconstitution Syndrome [see Warnings and Precautions (5.2)]

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 cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

Adverse Reactions in Adults with No Antiretroviral Treatment History

The safety assessment of PIFELTRO used in combination with other antiretroviral agents is based on
Week 96 data from two Phase 3, randomized, international, multicenter, double-blind, active-controlled
trials (DRIVE-FORWARD (Protocol 018) and DRIVE-AHEAD (Protocol 021)).

In DRIVE-FORWARD, 766 adult subjects received either PIFELTRO 100 mg (n=383) or darunavir 800
mg + ritonavir 100 mg (DRV+r) (n=383) once daily, each in combination with emtricitabine/tenofovir
disoproxil fumarate (FTC/TDF) or abacavir/lamivudine (ABC/3TC). By Week 96, 2% in the PIFELTRO
group and 3% in the DRV+r group had adverse events leading to discontinuation of study medication.

In DRIVE-AHEAD, 728 adult subjects received either DELSTRIGO [doravirine (DOR)/3TC/TDF] (n=364)
or efavirenz (EFV)/FTC/TDF once daily (n=364). By Week 96, 3% in the DELSTRIGO group and 7% in
the EFV/FTC/TDF group had adverse events leading to discontinuation of study medication.

Adverse reactions reported in greater than or equal to 5% of subjects in any treatment group in DRIVE-
FORWARD and DRIVE-AHEAD are presented in Table 1.

Table 1: Adverse Reactions* (All Grades) Reported in 25%Jr of Subjects in Any Treatment Group in
Adults with No Antiretroviral Treatment History in DRIVE-FORWARD and DRIVE-AHEAD (Week 96)

DRIVE-FORWARD DRIVE-AHEAD

PIFELTRO DRV+r

+2 NRTIs? +2 NRTIs* DELSTRIGO EFVIFTC/TDF

Once Daily Once Daily Once Daily Once Daily

N=383 N=383 N=364 N=364

Nausea 7% 8% 5% 7%
Headache 6% 39, 4% 5%
Fatigue 6% 3% 4% 4%
Diarrhea 6% 13% 4% 6%
Abdominal Pain 5% 29, 1% 29,
Dizziness 3% 2% 7% 32%
Rash 2% 3% 2% 12%




Abnormal Dreams 1% <1% 5% 10%
Insomnia 1% 2% 4% 5%
Somnolence 0% <1% 3% 7%

*Frequencies of adverse reactions are based on all adverse events attributed to trial drugs by the investigator.

"No adverse reactions of Grade 2 or higher (moderate or severe) occurred in = 2% of subjects treated with doravirine.

*NRTI = nucleoside reverse transcriptase inhibitor.

NRTIs = FTC/TDF or ABC/3TC.

Fatigue: includes fatigue, asthenia, malaise

Abdominal Pain: includes abdominal discomfort, abdominal pain, abdominal pain lower, abdominal pain upper, epigastric discomfort
Rash: includes rash, rash erythematous, rash generalized, rash macular, rash maculo-papular, rash papular, rash pruritic, rash
pustular

The majority (77%) of adverse reactions associated with doravirine occurred at severity Grade 1 (mild).

Neuropsychiatric Adverse Events

For DRIVE-AHEAD, the analysis of subjects with neuropsychiatric adverse events by Week 48 is
presented in Table 2. The proportion of subjects who reported one or more neuropsychiatric adverse
events was 24% and 57% in the DELSTRIGO and EFV/FTC/TDF groups, respectively.

A statistically significantly lower proportion of DELSTRIGO-treated subjects compared to EFV/FTC/TDF-
treated subjects reported neuropsychiatric adverse events by Week 48 in the three pre-specified
categories of dizziness, sleep disorders and disturbances, and altered sensorium.

Table 2: DRIVE-AHEAD - Analysis of Subjects with Neuropsychiatric Adverse Events* (Week 48)

Treatment Difference

DELSTRIGO EFV/FTC/TDF DELSTRIGO
Once Daily Once Daily - EFVIFTC/TDF
N=364 N=364 Estimate (95% CI)'
Sleep disord?rs and 129% 26% 135 (-19.1, -7.9)

disturbances

Dizziness 9% 37% -28.3 (-34.0, -22.5)

Altered sensorium® 4% 8% -3.8 (-7.6, -0.3)
*All causality and all grade events were included in the analysis.

™The 95% Cls were calculated using Miettinen and Nurminen's method. Categories pre-specified for statistical testing were
dizziness (p <0.001), sleep disorders and disturbances (p <0.001), and altered sensorium (p=0.033).

*Predefined using MedDRA preferred terms, including: abnormal dreams, hyposomnia, initial insomnia, insomnia, nightmare,
sleep disorder, somnambulism.

SPredefined using MedDRA preferred terms, including: altered state of consciousness, lethargy, somnolence, syncope.

Neuropsychiatric adverse events in the pre-defined category of depression and suicide/self-injury were
reported in 4% and 7% of subjects, in the DELSTRIGO and EFV/FTC/TDF groups, respectively.

In DRIVE-AHEAD through 48 weeks of treatment, the majority of subjects who reported neuropsychiatric
adverse events reported events that were mild to moderate in severity (97% [83/86] and 96% [198/207],
in the DELSTRIGO and EFV/FTC/TDF groups, respectively) and the majority of subjects reported these
events in the first 4 weeks of treatment (72% [62/86] in the DELSTRIGO group and 86% [177/207] in the
EFV/FTC/TDF group).

Neuropsychiatric adverse events led to treatment discontinuation in 1% (2/364) and 1% (5/364) of
subjects in the DELSTRIGO and EFV/FTC/TDF groups, respectively. The proportion of subjects who
reported neuropsychiatric adverse events through Week 4 was 17% (62/364) in the DELSTRIGO group
and 49% (177/364) in the EFV/FTC/TDF group. At Week 48, the prevalence of neuropsychiatric adverse
events was 12% (44/364) in the DELSTRIGO group and 22% (81/364) in the EFV/FTC/TDF group. At




Week 96, the prevalence of neuropsychiatric adverse events was 13% (47/364) in the DELSTRIGO group
and 23% (82/364) in the EFV/FTC/TDF group.

Laboratory Abnormalities

The percentages of subjects with selected laboratory abnormalities (that represent a worsening from
baseline) who were treated with PIFELTRO or DRV+r in DRIVE-FORWARD, or DELSTRIGO or
EFV/FTC/TDF in DRIVE-AHEAD are presented in Table 3.

Table 3: Selected Laboratory Abnormalities Reported in Adult Subjects with No Antiretroviral
Treatment History in DRIVE-FORWARD and DRIVE-AHEAD (Week 96)

DRIVE-FORWARD DRIVE-AHEAD
PIFELTRO DRV+r
+2 NRTIs +2 NRTIs DELSTRIGO EFV/IFTC/TDF
Laboratory Parameter Preferred Once Daily Once Daily Once Daily Once Daily
Term (Unit)/Limit N=383 N=383 N=364 N=364
Blood Chemistry
Total bilirubin
1.1-<1.6 xULN 6% 2% 5% 0%
1.6 - <2.6 x ULN 2% <1% 2% 0%
22.6 x ULN <1% 0% 1% <1%
Creatinine (mg/dL)
>1.3 - 1.8 x ULN or Increase of >0.3
mg/dL above baseline 4% 6% 3% 2%
>1.8 x ULN or Increase of 21.5 x above 4% 4% 3% 2%
baseline
Aspartate aminotransferase (IU/L)
25-<5.0x ULN 5% 4% 3% 3%
25.0 x ULN 2% 2% 1% 4%
Alanine aminotransferase (IU/L)
25-<5.0x ULN 4% 2% 4% 4%
25.0 x ULN 2% 3% 1% 3%
Alkaline phosphatase (IU/L)
2.5-<5.0x ULN <1% 1% <1% 1%
25.0 x ULN 0% <1% 0% <1%
Lipase
1.5-<3.0x ULN 7% 6% 6% 4%
23.0 x ULN 3% 4% 2% 3%
Creatine kinase (IU/L)
6.0 - <10.0 x ULN 3% 3% 3% 3%
210.0 x ULN 5% 6% 4% 6%
Cholesterol, fasted (mg/dL)
2300 mg/dL | 0% | 1% | 1% | <1%
LDL cholesterol, fasted (mg/dL)
2190 mg/dL | <1% | 4% | <1% | 2%
Triglycerides, fasted (mg/dL)
>500 mg/dL | 1% | 2% | 1% | 3%

Each subject is only counted once per parameter at the highest toxicity grade. Only subjects with a baseline value and at least one
on-treatment value for a given laboratory parameter are included.

ULN = Upper limit of normal range.

Note: NRTIs = FTC/TDF or ABC/3TC.

Change in Lipids from Baseline

For DRIVE-FORWARD and DRIVE-AHEAD, changes from baseline at Week 48 in LDL-cholesterol, non-
HDL-cholesterol, total cholesterol, triglycerides, and HDL-cholesterol are shown in Table 4. Changes from
baseline at Week 96 were similar to those seen at Week 48.




The LDL and non-HDL comparisons were pre-specified and are summarized in Table 4. The differences
were statistically significant, showing superiority for doravirine for both parameters. The clinical benefit of
these findings has not been demonstrated.

Table 4: Mean Change from Baseline in Fasting Lipids in Adult Subjects with No Antiretroviral
Treatment History in DRIVE-FORWARD and DRIVE-AHEAD (Week 48)

DRIVE-FORWARD

PIFELTRO DRV+r
+2 NRTIs +2 NRTIs
Once Daily Once Daily

N=320 N=311
Laboratory Parameter Difference Estimates
Preferred Term Baseline Change Baseline Change (95% CI)
LDL-Cholesterol (mg/dL)* 91.4 -4.6 92.3 9.5 -14.4 (-18.0, -10.8)
Non-HDL Cholesterol 113.6 -5.4 114.5 13.7 -19.4 (-23.4,-15.4)
(mg/dL)*
Total Cholesterol (mg/dL)" 157.2 -1.4 157.8 18.0 -
Triglycerides (mg/dL)" 111.0 -3.1 113.7 24.5 -
HDL-Cholesterol (mg/dL)? 43.6 4.0 43.3 4.3 -

DRIVE-AHEAD
DELSTRIGO Once Daily EFV/FTC/TDF Once Daily

N=320 N=307
Laboratory Parameter Difference Estimates
Preferred Term Baseline Change Baseline Change (95% ClI)
LDL-Cholesterol (mg/dL)* 91.7 -2.1 91.3 8.3 -10.2 (-13.8, -6.7)
Non-HDL Cholesterol 114.7 -4.1 115.3 12.7 -16.9 (-20.8, -13.0)
(mg/dL)*
Total Cholesterol (mg/dL)" 156.8 -2.2 156.8 21.1 -
Triglycerides (mg/dL)" 118.7 -12.0 122.6 21.6 -
HDL-Cholesterol (mg/dL)" 421 1.8 41.6 8.4

Subjects on lipid-lowering agents at baseline were excluded from these analyses (in DRIVE-FORWARD: PIFELTRO n= 12 and
DRV+r n=14; in DRIVE-AHEAD: DELSTRIGO n=15 and EFV/FTC/TDF n=10). Subjects initiating a lipid-lowering agent post-
baseline had their last fasted on-treatment value (prior to starting the agent) carried forward (in DRIVE-FORWARD: PIFELTRO n=6
and DRV+r n=4; in DRIVE-AHEAD: DELSTRIGO n=3 and EFV/FTC/TDF n=8).

*p-values for the pre-specified hypothesis testing for treatment difference were <0.0001 in both DRIVE-FORWARD and DRIVE-
AHEAD.

"Not pre-specified for hypothesis testing.

Adverse Reactions in Virologically-Suppressed Adults

The safety of DELSTRIGO in virologically-suppressed adults was based on Week 48 data from 670
subjects in the DRIVE-SHIFT trial (Protocol 024), a randomized, international, multicenter, open-label trial
in which virologically-suppressed subjects were switched from a baseline regimen consisting of two
NRTIs in combination with a protease inhibitor (PI) plus either ritonavir or cobicistat, or elvitegravir plus
cobicistat, or a non-nucleoside reverse transcriptase inhibitor (NNRTI) to DELSTRIGO. Overall, the safety
profile in virologically-suppressed adult subjects was similar to that in subjects with no antiretroviral
treatment history.




Laboratory Abnormalities

Serum ALT and AST Elevations: In the DRIVE-SHIFT trial, 22% and 16% of subjects in the immediate
switch group experienced ALT and AST elevations greater than 1.25 X ULN, respectively, through 48
weeks on DELSTRIGO. For these ALT and AST elevations, no apparent patterns with regard to time to
onset relative to switch were observed. One percent of subjects had ALT or AST elevations greater than
5 X ULN through 48 weeks on DELSTRIGO. The ALT and AST elevations were generally asymptomatic
and not associated with bilirubin elevations. In comparison, 4% and 4% of subjects in the delayed switch
group experienced ALT and AST elevations of greater than 1.25 X ULN through 24 weeks on their
baseline regimen.

Change in Lipids from Baseline

Changes from baseline at Week 24 in LDL-cholesterol, non-HDL-cholesterol, total cholesterol,
triglycerides, and HDL-cholesterol in subjects on a PI plus ritonavir-based regimen at baseline are shown
in Table 5. The LDL and non-HDL comparisons were pre-specified, and the differences were statistically
significant, showing superiority for an immediate switch to DELSTRIGO for both parameters. The clinical
benefit of these findings has not been demonstrated.

Table 5: Mean Change from Baseline in Fasting Lipids in Adult Virologically-Suppressed Subjects
on a Pl plus Ritonavir-based Regimen at Baseline in DRIVE-SHIFT (Week 24)

DELSTRIGO Pl+ritonavir Difference Estimates

(Week 0-24) (Week 0-24)

Once Daily Once Daily
Laboratory Parameter Preferred Term N=244 N=124

Baseline Change Baseline Change Difference (95% ClI)

LDL-Cholesterol (mg/dL)* 108.7 -16.3 110.5 -2.6 -14.5 (-18.9, -10.1)
Non-HDL Cholesterol (mg/dL)* 138.6 -24.8 138.8 -2.1 -22.8 (-27.9, -17.7)
Total Cholesterol (mg/dL)" 188.5 -26.1 187.4 -0.2 -
Triglycerides (mg/dL) 153.1 -44.4 151.4 -0.4 -
HDL-Cholesterol (mg/dL)" 50.0 -1.3 48.5 1.9 -
Subjects on lipid-lowering agents at baseline were excluded from these analyses (DELSTRIGO n=26 and Pl+ritonavir n=13).
Subjects initiating a lipid-lowering agent post-baseline had their last fasted on-treatment value (prior to starting the agent) carried
forward (DELSTRIGO n=4 and Pl+ritonavir n=2).
*P-value for the pre-specified hypothesis testing for treatment difference was <0.0001.
"Not pre-specified for hypothesis testing.

7 DRUG INTERACTIONS
7.1 Effect of Other Drugs on PIFELTRO

Co-administration of PIFELTRO with a CYP3A inducer decreases doravirine plasma concentrations,
which may reduce PIFELTRO efficacy [see Contraindications (4), Warnings and Precautions (5.1), and
Clinical Pharmacology (12.3)]. Co-administration of PIFELTRO and drugs that are inhibitors of CYP3A
may result in increased plasma concentrations of doravirine.

Table 6 shows significant drug interactions with PIFELTRO.

Table 6: Drug Interactions with PIFELTRO*

Concomitant Drug Effect on Clinical Comment

Class: Concentration

Drug Name

Androgen Receptors

enzalutamide | doravirine Co-administration is contraindicated with enzalutamide.

At least a 4-week cessation period is recommended prior to initiation of
PIFELTRO.




Anticonvulsants

carbamazepine | doravirine Co-administration is contraindicated with these anticonvulsants.

oxcarbazepine

phenobarbital At least a 4-week cessation period is recommended prior to initiation of

phenytoin PIFELTRO.

Antimycobacterials

rifampin’ | doravirine Co-administration is contraindicated with rifampin or rifapentine.

rifapentine
At least a 4-week cessation period is recommended prior to initiation of
PIFELTRO.

rifabutin® | doravirine Increase PIFELTRO dosage to one tablet twice daily when co-administered
with rifabutin [see Dosage and Administration (2.2)].

Cytotoxic Agents

mitotane | doravirine Co-administration is contraindicated with mitotane.

At least a 4-week cessation period is recommended prior to initiation of

PIFELTRO.
HIV Antiviral Agents
efavirenz’ | doravirine Use with efavirenz, etravirine, or nevirapine is not recommended.
etravirine
nevirapine
Herbal Products
St. John’s wort | doravirine Co-administration is contraindicated with St. John’s wort.

At least a 4-week cessation period is recommended prior to initiation of
PIFELTRO.

1 =increase, | = decrease

*This table is not all inclusive.

"The interaction between PIFELTRO and the concomitant drug was evaluated in a clinical study.

All other drug-drug interactions shown are anticipated based on the known metabolic and elimination pathways.

No clinically significant changes in concentration were observed for doravirine when co-administered with
the following agents: dolutegravir, TDF, lamivudine, elbasvir and grazoprevir, ledipasvir and sofosbuvir,
ritonavir, ketoconazole, aluminum hydroxide/magnesium hydroxide/simethicone containing antacid,
pantoprazole, and methadone [see Clinical Pharmacology (12.3)].

7.2 Effect of PIFELTRO on Other Drugs

No clinically significant changes in concentration were observed for the following agents when co-
administered with doravirine: dolutegravir, lamivudine, TDF, elbasvir and grazoprevir, ledipasvir and
sofosbuvir, atorvastatin, an oral contraceptive containing ethinyl estradiol and levonorgestrel, metformin,
methadone, and midazolam [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Exposure Registry

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

Risk Summary

No adequate human data are available to establish whether or not PIFELTRO poses a risk to pregnancy
outcomes. In animal reproduction studies, no adverse developmental effects were observed when
doravirine was administered at exposures 28 times the exposure in humans at the recommended human
dose (RHD) of PIFELTRO (see Data).



The background rate of major birth defects is 2.7% in a U.S. 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 individuals and infants from
the limited geographic area, and does not include outcomes for births that occurred at less than 20 weeks
gestation.

Data
Animal Data

Doravirine was administered orally to pregnant rabbits (up to 300 mg/kg/day on gestation days (GD) 7 to
20) and rats (up to 450 mg/kg/day on GD 6 to 20 and separately from GD 6 to lactation/postpartum day
20). No significant toxicological effects on embryo-fetal (rats and rabbits) or pre/post-natal (rats)
development were observed at exposures (AUC) approximately 9 times (rats) and 8 times (rabbits) the
exposure in humans at the RHD. Doravirine was transferred to the fetus through the placenta in embryo-
fetal studies, with fetal plasma concentrations of up to 40% (rabbits) and 52% (rats) that of maternal
concentrations observed on gestation day 20.

8.2 Lactation

Risk Summary

The Centers for Disease Control and Prevention recommend that HIV-1-infected mothers in the United
States not breastfeed their infants to avoid risking potential transmission of HIV-1 infection.

It is unknown whether doravirine is present in human milk, affects human milk production, or has effects
on the breastfed infant. Doravirine is present in the milk of lactating rats (see Data). Because of the
potential for (1) HIV-1 transmission (in HIV-negative infants), (2) developing viral resistance (in HIV-
positive infants), and (3) serious adverse reactions in a breastfed infant, instruct mothers not to
breastfeed if they are receiving PIFELTRO.

Data

Doravirine was excreted into the milk of lactating rats following oral administration (450 mg/kg/day) from
gestation day 6 to lactation day 14, with milk concentrations approximately 1.5 times that of maternal
plasma concentrations observed 2 hours post dose on lactation day 14.

8.4 Pediatric Use

Safety and efficacy of PIFELTRO have not been established in pediatric patients less than 18 years of
age.

8.5 Geriatric Use

Clinical trials of PIFELTRO did not include sufficient numbers of subjects aged 65 years and over to
determine whether they respond differently from younger subjects. In general, caution should be
exercised in the administration of PIFELTRO in elderly patients, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy [see
Clinical Pharmacology (12.3)].

8.6 Renal Impairment

No dosage adjustment of PIFELTRO is required in patients with mild, moderate, or severe renal
impairment. PIFELTRO has not been adequately studied in patients with end-stage renal disease and
has not been studied in dialysis patients [see Clinical Pharmacology (12.3)].



8.7 Hepatic Impairment

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

11 DESCRIPTION

PIFELTRO is a film-coated tablet containing doravirine for oral administration.
Doravirine is an HIV-1 non-nucleoside reverse transcriptase inhibitor (NNRTI).

Each tablet contains 100 mg of doravirine as the active ingredient. The tablets include the following
inactive ingredients: colloidal silicon dioxide, croscarmellose sodium, hypromellose acetate succinate,
lactose monohydrate, magnesium stearate, and microcrystalline cellulose. The tablets are film coated
with a coating material containing the following inactive ingredients: hypromellose, lactose monohydrate,
titanium dioxide, and triacetin. The coated tablets are polished with carnauba wax.

The chemical name for doravirine is 3-chloro-5-[[1-[(4,5-dihydro-4-methyl-5-ox0-1H-1,2,4-triazol-3-
yl)methyl]-1,2-dihydro-2-oxo-4-(trifluoromethyl)-3-pyridinylJoxy]benzonitrile.

It has a molecular formula of C47H44CIF3N503 and a molecular weight of 425.75.
It has the following structural formula:

Cl CN

Doravirine is practically insoluble in water.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Doravirine is an antiretroviral drug [see Microbiology (12.4)].

12.2 Pharmacodynamics

In a Phase 2 trial evaluating doravirine over a dose range of 0.25 to 2 times the recommended dose of
PIFELTRO, (in combination with FTC/TDF) in HIV-1 infected subjects with no antiretroviral treatment
history, no exposure-response relationship for efficacy was identified for doravirine.

Cardiac Electrophysiology

At a doravirine dose of 1200 mg, which provides approximately 4 times the peak concentration observed
following the recommended dose of PIFELTRO, doravirine does not prolong the QT interval to any
clinically relevant extent.

12.3 Pharmacokinetics

Doravirine pharmacokinetics are similar in healthy subjects and HIV-1-infected subjects. Doravirine
pharmacokinetics are provided in Table 7.
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Table 7: Pharmacokinetic Properties of Doravirine

Parameter Doravirine
General
Steady State Exposure™’
AUCoq.24
(mog-himb) 16.1 (29)
Cmax 0.962 (19)
(mcg/mL)
Cos 0.396 (63)
(mcg/mL)
Time to Steady State (Days) 2
Accumulation Ratio 1.2t01.4
Absorption
Absolute Bioavailability 64%
Tmax (h) 2
Effect of Food"
AUC Ratio 1.16 (1.06, 1.26)
Cuax Ratio 1.03 (0.89, 1.19)
C.4 Ratio 1.36 (1.19, 1.55)
Distribution
Vs (L) 60.5
Plasma Protein Binding 76%
Elimination
ti (h) 15
CL/F (mL/min)" 106 (35.2)
CLena (ML/min)’ 9.3 (18.6)
Metabolism
Primary Pathway(s) CYP3A
Excretion
Major Route of Elimination Metabolism
Urine (unchanged) 6%
Biliary/Fecal (unchanged) Minor
*Doravirine 100 mg once daily to HIV-1 infected subjects
"Presented as geometric mean (%CV: geometric coefficient of variation)
*Geometric mean ratio [high-fat meal/fasting] and (90% confidence interval) for PK parameters. High fat
meal is approximately 1,000 kcal, 50% fat. The effect of food is not clinically relevant.
Based on IV dose
Abbreviations: AUC=area under the time concentration curve; Cnax=maximum concentration;
Cas=concentration at 24 hours; Tmax time to Crmax; Vass= volume of distribution at steady state,
t1o=elimination half-life; CL/F=apparent clearance; CL..na=apparent renal clearance

Specific Populations

No clinically significant difference on the pharmacokinetics of doravirine were observed based on age (18
to 78 years of age), sex, and race/ethnicity, mild to severe renal impairment (creatinine clearance (CLcr)
>15 mL/min, estimated by Cockcroft-Gault), or moderate hepatic impairment (Child-Pugh B). The
pharmacokinetics of doravirine in patients with end-stage renal disease or undergoing dialysis, severe
hepatic impairment (Child-Pugh C), or <18 years of age is unknown.

Patients with Renal Impairment

In a study comparing 8 subjects with severe renal impairment to 8 subjects without renal impairment, the
single dose exposure of doravirine was 43% higher in subjects with severe renal impairment. In a
population pharmacokinetic analysis, renal function did not have a clinically relevant effect on doravirine
pharmacokinetics. Doravirine has not been studied in patients with end-stage renal disease or in patients
undergoing dialysis [see Use in Specific Populations (8.6)].
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Patients with Hepatic Impairment

No clinically significant difference in the pharmacokinetics of doravirine was observed in subjects with
moderate hepatic impairment (Child-Pugh score B) compared to subjects without hepatic impairment.
Doravirine has not been studied in subjects with severe hepatic impairment (Child-Pugh score C) [see
Use in Specific Populations (8.7)].

Drug Interaction Studies

Doravirine is primarily metabolized by CYP3A, and drugs that induce or inhibit CYP3A may affect the
clearance of doravirine. Co-administration of doravirine and drugs that induce CYP3A may result in
decreased plasma concentrations of doravirine. Co-administration of doravirine and drugs that inhibit
CYP3A may result in increased plasma concentrations of doravirine.

Doravirine is not likely to have a clinically relevant effect on the exposure of medicinal products
metabolized by CYP enzymes. Doravirine did not inhibit major drug metabolizing enzymes in vitro,
including CYPs 1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 3A4, and UGT1A1 and is not likely to be an inducer of
CYP1A2, 2B6, or 3A4. Based on in vitro assays, doravirine is not likely to be an inhibitor of OATP1B1,
OATP1B3, P-glycoprotein, BSEP, OAT1, OAT3, OCT2, MATE1, and MATE2K. Drug interaction studies
were performed with doravirine and other drugs likely to be co-administered or commonly used as probes
for pharmacokinetic interactions. The effects of co-administration with other drugs on the exposure (Cyax.
AUC, and C,;) of doravirine are summarized in Table 8. A single doravirine 100 mg dose was
administered in these studies unless otherwise noted.

Table 8: Drug Interactions: Changes in Pharmacokinetic Parameter Values of Doravirine in the
Presence of Co-administered Drug

. Regimen of Co- Geometric Mean Ratio (90% CI) of Doravirine Pharmacokinetics
Co-adglrmlgstered administered N with/without Co-administered Drug (No Effect=1.00)
u
Drug AUC* | Conax | Ca
Azole Antifungal Agents
ketoconazole' 400mgQD | 10 | 3.06(285329) | 125(1.05149) |  2.75(2.54,2.98)
Antimycobacterials
rifampin 600 mg QD 10 0.12 (0.10, 0.15) 0.43 (0.35, 0.52) 0.03 (0.02, 0.04)
rifabutin 300 mg QD 12 0.50 (0.45, 0.55) 0.99 (0.85, 1.15) 0.32 (0.28, 0.35)
HIV Antiviral Agents
ritonavir™* 100 mg BID 8 3.54 (3.04, 4.11) 1.31 (1.17, 1.46) 2.91 (2.33, 3.62)
600 mg QD® 17 0.38 (0.33, 0.45) 0.65 (0.58, 0.73) 0.15(0.10, 0.23)
efavirenz
600 mg QD" 17 0.68 (0.58, 0.80) 0.86 (0.77, 0.97) 0.50 (0.39, 0.64)
Cl = confidence interval; QD = once daily; BID = twice daily
*AUC,., for single-dose, AUCy.,4 for once daily.
TChanges in doravirine pharmacokinetic values are not clinically relevant.
*A single doravirine 50 mg dose (0.5 times the recommended approved dose) was administered.
$The first day following the cessation of efavirenz therapy and initiation of doravirine 100 mg QD.
14 days following the cessation of efavirenz therapy and initiation of doravirine 100 mg QD.

Based on drug interaction studies conducted with doravirine, no clinically significant drug interactions
have been observed following the co-administration of doravirine and the following drugs: dolutegravir,
ritonavir, TDF, lamivudine, elbasvir and grazoprevir, ledipasvir and sofosbuvir, ketoconazole, aluminum
hydroxide/magnesium hydroxide/simethicone containing antacid, pantoprazole, atorvastatin, an oral
contraceptive containing ethinyl estradiol and levonorgestrel, metformin, methadone, and midazolam.

12.4 Microbiology
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Mechanism of Action

Doravirine is a pyridinone non-nucleoside reverse transcriptase inhibitor of HIV-1 and inhibits HIV-1
replication by non-competitive inhibition of HIV-1 reverse transcriptase (RT). The inhibitory
concentration at 50% (ICsp) of doravirine for RNA-dependent DNA polymerization of recombinant wild-
type HIV-1 RT in a biochemical assay was 12.2+2.0 nM (n=3). Doravirine does not inhibit the human
cellular DNA polymerases a, 3, and mitochondrial DNA polymerase y.

Antiviral Activity in Cell Culture

Doravirine exhibited an ECs, value of 12.0£4.4 nM against wild-type laboratory strains of HIV-1 when
tested in the presence of 100% normal human serum (NHS) using MT4-GFP reporter cells and a median
ECs value for HIV-1 subtype B primary isolates (n=118) of 4.1 nM (range: 1.0 nM-16.0 nM). Doravirine
demonstrated antiviral activity against a broad panel of primary HIV-1 isolates (A, A1, AE, AG, B, BF, C,
D, G, H) with ECsq values ranging from 1.2 nM to 10.0 nM.

Antiviral Activity in Combination with other HIV Antiviral Agents

The antiviral activity of doravirine in cell culture was not antagonistic when combined with the NNRTIs
delavirdine, efavirenz, etravirine, nevirapine, or rilpivirine; the NRTIs abacavir, didanosine, emtricitabine,
lamivudine, stavudine, tenofovir DF, or zidovudine; the Pls darunavir or indinavir; the gp41 fusion inhibitor
enfuvirtide; the CCR5 co-receptor antagonist maraviroc; or the integrase strand transfer inhibitor
raltegravir.

Resistance
In Cell Culture

Doravirine-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. Observed emergent amino acid substitutions in RT
included: V106A, V106l, V106M, V108I, H221Y, F227C, F227I1, F227L, F227V, M230I, L2341, P236L, and
Y318F. The V106A, V106M, V108I, H221Y, F227C, M230I, P236L, and Y318F substitutions conferred
3.4-fold to 70-fold reductions in susceptibility to doravirine. Y318F in combination with V106A, V106M,
V108l, and F227C conferred greater decreases in susceptibility to doravirine than Y318F alone, which
conferred a 10-fold reduction in susceptibility to doravirine.

In Clinical Trials

Clinical Trial Results in Adults with No Antiretroviral Treatment History

In the doravirine treatment arms of the DRIVE-FORWARD and DRIVE-AHEAD ftrials (n=747) through
Week 96, 13 subjects showed the emergence of doravirine resistance-associated substitutions in their
HIV among 36 (36%) subjects in the resistance analysis subset (subjects with HIV-1 RNA greater than
400 copies per mL at virologic failure or early study discontinuation and having post-baseline resistance
samples). Emergent doravirine resistance-associated substitutions in RT included one or more of the
following: VO0G/I, A98G, V106A, V1061, V106M/T, V108, E138G, Y188L, H221Y, P225H, P225L,
P225P/S, F227C, F227C/R, Y318Y/F and Y318Y/S. Eight of 13 (62%) subjects with emergent doravirine
resistance-associated substitutions showed doravirine phenotypic resistance and most of them had at
least a 100-fold reduction in doravirine susceptibility (range >95- to >211-fold reduction in doravirine
susceptibility). The other 5 virologic failures who had only amino acid mixtures of NNRTI resistance
substitutions showed doravirine phenotypic fold-changes of less than 2-fold. Of the 36 subjects in the
resistance analysis subset, 10 subjects (28%) developed genotypic and/or phenotypic resistance to the
other drugs (abacavir, emtricitabine, lamivudine, or tenofovir) in the regimens of the DRIVE-FORWARD
and DRIVE-AHEAD trials. The resistance-associated substitutions that emerged were RT M41L (n=1),
AB2A/V (n=1), KB5R (n=2), T69T/A (n=1), V75V/I (n=1), and M184l or V (n=7).
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In the DRV/r treatment arm of the DRIVE-FORWARD trial (n=383) through Week 96, no subjects showed
the emergence of darunavir resistance-associated substitutions among 15 subjects with resistance data
and 2 of the subjects had emergent genotypic or phenotypic resistance to lamivudine or tenofovir. In the
EFV/FTC/TDF treatment arm of the DRIVE-AHEAD trial (n=364) through Week 96, 15 subjects showed
the emergence of efavirenz resistance-associated substitutions among 25 (60%) subjects in the
resistance analysis subset and genotypic resistance to emtricitabine or tenofovir developed in 5 evaluable
subjects; emergent resistance-associated substitutions were RT K65R (n=1), D67G/K70E (n=1),
L74VINV75M/N 118l (n=1), M184l or V (n=5), and K219K/E (n=1).

Clinical Trial Results in Virologically-Suppressed Adults

In the DRIVE-SHIFT clinical trial [see Clinical Studies 14.2], there were 6 subjects in the immediate switch
group (n=447) and 2 subjects in the delayed switch group (n=209) who met the protocol-defined virologic
failure criteria (confirmed HIV-1 RNA = 50 copies/mL). Two of the 6 virologic failure subjects in the
immediate switch group had available resistance data and neither developed detectable genotypic or
phenotypic resistance to doravirine, lamivudine, or tenofovir during treatment with DELSTRIGO. One of
the two virologic failure subjects in the delayed switch group who had available resistance data developed
the RT M184M/I substitution and phenotypic resistance to emtricitabine and lamivudine during treatment
with their baseline regimen.

Cross-Resistance

Cross-resistance has been observed among NNRTIs. Treatment-emergent doravirine resistance-
associated substitutions can confer cross-resistance to efavirenz, etravirine, nevirapine, and rilpivirine. Of
the 8 virologic failures who developed doravirine phenotypic resistance, all had phenotypic resistance to
nevirapine, 6 had phenotypic resistance to efavirenz, 4 had phenotypic resistance to rilpivirine, and 3 had
resistance to etravirine in the Monogram PhenoSense assay. Of the 11 virologic failure subjects in
DRIVE-AHEAD phenotypically resistant to efavirenz, 2 (18%) had decreased susceptibility to doravirine
(18- and 36-fold).

The treatment-emergent doravirine resistance-associated substitution Y318F did not confer reduced
susceptibility to efavirenz, etravirine, or rilpivirine.

A panel of 96 diverse clinical isolates containing NNRTI resistance-associated substitutions was
evaluated for susceptibility to doravirine. Clinical isolates containing the Y188L substitution alone or in
combination with K103N or V106l, V106A in combination with G190A and F227L, or E138K in
combination with Y181C and M230L showed greater than 100-fold reduced susceptibility to doravirine.

13  NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Doravirine was not carcinogenic in long-term oral carcinogenicity studies in mice and rats at exposures up
to 6 and 7 times, respectively, the human exposures at the RHD. A statistically significant incidence of
thyroid parafollicular cell adenoma and carcinoma seen only in female rats at the high dose was within
the range observed in historical controls.

Mutagenesis

Doravirine was not genotoxic in a battery of in vitro or in vivo assays, including microbial mutagenesis,
chromosomal aberration in Chinese hamster ovary cells, and in in vivo rat micronucleus assays.

Impairment of fertility

There were no effects on fertility, mating performance or early embryonic development when doravirine
was administered to rats at systemic exposures (AUC) approximately 7 times the exposure in humans at
the RHD.
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14 CLINICAL STUDIES

14.1 Clinical Trial Results in Adults with No Antiretroviral Treatment History
The efficacy of PIFELTRO is based on the analyses of 96-week data from two randomized, multicenter,

double-blind, active controlled Phase 3 trials (DRIVE-FORWARD, NCT02275780 and DRIVE-AHEAD,
NCT02403674) in HIV-1 infected subjects with no antiretroviral treatment history (n=1494).

In DRIVE-FORWARD, 766 subjects were randomized and received at least 1 dose of either PIFELTRO
once daily or darunavir 800 mg + ritonavir 100 mg (DRV+r) once daily each in combination with
emtricitabine/tenofovir DF (FTC/TDF) or abacavir/lamivudine (ABC/3TC) selected by the investigator. At
baseline, the median age of subjects was 33 years, 16% were female, 27% were non-white, 4% had
hepatitis B and/or C virus co-infection, 10% had a history of AIDS, 20% had HIV-1 RNA greater than
100,000 copies/mL, 86% had CD4+ T-cell count greater than 200 cells/mm?®, 13% received ABC/3TC,
and 87% received FTC/TDF; these characteristics were similar between treatment groups.

In DRIVE-AHEAD, 728 subjects were randomized and received at least 1 dose of either DELSTRIGO
(DOR/3TC/TDF) or EFV 600 mg/FTC 200 mg/TDF 300 mg once daily. At baseline, the median age of
subjects was 31 years, 15% were female, 52% were non-white, 3% had hepatitis B or C co-infection, 14%
had a history of AIDS, 21% had HIV-1 RNA greater than 100,000 copies/mL, and 88% had CD4+ T-cell
count greater than 200 cellss/mm?; these characteristics were similar between treatment groups.

Week 96 outcomes for DRIVE-FORWARD and DRIVE-AHEAD are provided in Table 9. Side-by-side
tabulation is to simplify presentation; direct comparisons across trials should not be made due to differing
trial designs.

In DRIVE-FORWARD, the mean CD4+ T-cell counts in the PIFELTRO and DRV+r groups increased from
baseline by 224 and 207 cells/mm?, respectively.

In DRIVE-AHEAD, the mean CD4+ T-cell counts in the DELSTRIGO and EFV/FTC/TDF groups
increased from baseline by 238 and 223 cells/mm?, respectively.

Table 9: Virologic Outcome in DRIVE-FORWARD and DRIVE-AHEAD at Week 96 in HIV-1 Adults
with No Antiretroviral Treatment History

DRIVE-FORWARD DRIVE-AHEAD
PIFELTRO + DRV+r
2 NRTIs + 2 NRTIs DELSTRIGO EFVIFTC/TDF
Once Daily Once Daily Once Daily Once Daily
Outcome N=383 N=383 N=364 N=364
HIV-1 RNA <50 copies/mL 72% 65% 77% 74%
Treatment Differences (95% Cl)* 7.5% (1.0%, 14.1%) 3.8% (-2.4%, 10.0%)
HIV-1 RNA = 50 copies/mL' 17% 20% 15% 12%
No Virologic Data at Week 96 11% 15% 7% 14%
Window
Discontinued study due to AE or 2% 4% 3% 8%
Death?
Discontinued study for Other 7% 9% 4% 5%
Reasons®
On study but missing data in 2% 3% 1% 1%
window
Proportion (%) of Subjects With HIV-1 RNA <50 copies/mL at Week 96 by Baseline and Demographic Category
Gender
Male 72% (N = 319) 67% (N = 326) 78% (N = 305) 73% (N =311)
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Female

73% (N = 64)

54% (N = 57)

75% (N = 59)

75% (N = 53)

Race
White
Non-White

78% (N = 280)
58% (N = 103)

68% (N = 280)
57% (N = 102)

80% (N = 176)
76% (N = 188)

74% (N = 170)
74% (N = 194)

Ethnicity"
Hispanic or Latino

Not Hispanic or Latino

76% (N = 93)
71% (N = 284)

63% (N = 86)
66% (N = 290)

81% (N = 126)
76% (N = 238)

77% (N = 119)
72% (N = 239)

NRTI Background Therapy
FTC/TDF
ABC/3TC

71% (N = 333)
80% (N = 50)

64% (N = 335)
67% (N = 48)

Baseline HIV-1 RNA (copies/mL)
<100,000 copies/mL
>100,000 copies/mL

75% (N = 300)
61% (N = 83)

66% (N = 309)
59% (N = 73)

80% (N = 291)
67% (N = 73)

77% (N = 282)
62% (N = 82)

CD4+ T-cell Count (cells/mm?®)
<200 cells/mm?®

>200 cells/mm?®

62% (N = 42)
74% (N = 341)

51% (N = 67)
68% (N = 316)

59% (N = 44)
80% (N = 320)

70% (N = 46)
74% (N = 318)

Viral Subtype
Subtype B
Subtype Non-B

71% (N = 266)
75% (N = 117)

66% (N = 272)
62% (N = 111)

80% (N = 232)
73% (N = 130)

72% (N = 253)
77% (N = 111)

*The 95% Cls for the treatment differences were calculated using stratum-adjusted Mantel-Haenszel method.

TIncludes subjects who discontinued study drug or study before Week 96 for lack or loss of efficacy and subjects with HIV-1
RNA equal to or above 50 copies/mL in the Week 96 window.

*Includes subjects who discontinued because of adverse event (AE) or death if this resulted in no virologic data in the Week
96 window.

$Other Reasons include: lost to follow-up, non-compliance with study drug, physician decision, pregnancy, protocol deviation,
screen failure, withdrawal by subject.

Does not include subjects whose ethnicity or viral subtypes were unknown.

Note: NRTIs = FTC/3TC or ABC/3TC.

14.2 Clinical Trial Results in Virologically-Suppressed Adults

The efficacy of switching from a baseline regimen consisting of two NRTIs in combination with a Pl plus
either ritonavir or cobicistat, or elvitegravir plus cobicistat, or an NNRTI to DELSTRIGO was evaluated in
a randomized, open-label trial (DRIVE-SHIFT, NCT02397096), in virologically-suppressed HIV-1 infected
adults. Subjects must have been virologically suppressed (HIV-1 RNA < 50 copies/mL) on their baseline
regimen for at least 6 months prior to trial entry, with no history of virologic failure. Subjects were
randomized to either switch to DELSTRIGO at baseline (n = 447, Immediate Switch Group (ISG)), or stay
on their baseline regimen until Week 24, at which point they switched to DELSTRIGO (n = 223, Delayed
Switch Group (DSG)).

At baseline, the median age of subjects was 43 years, 16% were female, and 24% were Non-White, 21%
were of Hispanic or Latino ethnicity, 3% had hepatitis B and/or C virus co-infection, 17% had a history of
AIDS, 96% had CD4+ T-cell count greater than or equal to 200 cells/mm® 70% were on a regimen
containing a PI plus ritonavir, 24% were on a regimen containing an NNRTI, 6% were on a regimen
containing elvitegravir plus cobicistat, and 1% were on a regimen containing a Pl plus cobicistat; these
characteristics were similar between treatment groups.

Virologic outcome results are shown in Table 10.

Table 10: Virologic Outcomes in DRIVE-SHIFT in HIV-1 Virologically-Suppressed Subjects Who
Switched to DELSTRIGO
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DELSTRIGO

Baseline Regimen

Once Daily ISG DSG
Week 48 Week 24
Outcome N=447 N=223
HIV-1 RNA 2 50 copies/mL* 2% 1%
ISG-DSG, Difference (95% Cl) ™* 0.7% (-1.3%, 2.6%)
HIV-1 RNA <50 copies/mL 91% 95%
No Virologic Data Within the Time Window 8% 4%
Discontinued study due to AE or Death® 3% <1%
Discontinued study for Other Reasons' 4% 4%
On study but missing data in window 0 0

Proportion (%) of Subjects With HIV-1 RNA <50 copies/mL by Baseline and Demographic

Category

Age (years)

<50 90% (N =320) 95% (N = 157)

250 94% (N =127) 94% (N = 66)
Gender

Male 91% (N =372) 94% (N = 194)

Female 91% (N = 75) 100% (N = 29)
Race

White 90% (N = 344) 95% (N = 168)

Non-White 93% (N =103) 93% (N = 55)
Ethnicity

Hispanic or Latino

Not Hispanic or Latino

88% (N = 99)
91% (N = 341)

91% (N = 45)
95% (N = 175)

CD4+ T-cell Count (cells/mm?®)
<200 cells/mm?®

2200 cells/mm?®

85% (N = 13)
91% (N = 426)

75% (N = 4)
95% (N = 216)

Baseline Regimen®
PI plus either ritonavir or cobicistat

elvitegravir plus cobicistat or NNRTI

90% (N=316)
93% (N=131)

94% (N=156)
96% (N=67)

*Includes subjects who discontinued study drug or study before Week 48 for ISG or before Week 24 for
DSG for lack or loss of efficacy and subjects with HIV-1 RNA =50 copies/mL in the Week 48 window for

ISG and in the Week 24 window for DSG.

"The 95% Cl for the treatment difference was calculated using stratum-adjusted Mantel-Haenszel

method.

*Assessed using a non-inferiority margin of 4%.

$Includes subjects who discontinued because of adverse event (AE) or death if this resulted in no
virologic data on treatment during the specified window.

TOther reasons include: lost to follow-up, non-compliance with study drug, physician decision, protocol

deviation, withdrawal by subject.

*Baseline Regimen = PI plus either ritonavir or cobicistat (specifically atazanavir, darunavir, or
lopinavir), or elvitegravir plus cobicistat, or NNRTI (specifically efavirenz, nevirapine, or rilpivirine), each

administered with two NRTIs.
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16 HOW SUPPLIED/STORAGE AND HANDLING

Each PIFELTRO tablet contains 100 mg of doravirine, is white, oval-shaped and film-coated, and is
debossed with the corporate logo and 700 on one side and plain on the other side. Each bottle contains
30 tablets (NDC 0006-3069-01) with silica gel desiccant and is closed with a child-resistant closure.

Store PIFELTRO in the original bottle. Keep the bottle tightly closed to protect from moisture. Do not
remove the desiccant.

Store PIFELTRO at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F)
[see USP Controlled Room Temperature].

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

Drug Interactions

Inform patients that PIFELTRO may interact with certain other drugs; therefore, 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 (5.1), and Drug
Interactions (7.1)]

For patients concomitantly receiving rifabutin, take one tablet of PIFELTRO twice daily (approximately 12
hours apart) [see Dosage and Administration (2.2)].

Immune Reconstitution Syndrome

Inform patients that 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. It is believed
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. Advise patients to inform their
healthcare provider immediately of any symptoms of infection [see Warnings and Precautions (5.2)].

Dosing Instructions

Advise patients to take PIFELTRO every day at a regularly scheduled time with or without food. Inform
patients that it is important not to miss or skip doses as it can result in development of resistance. If a
patient forgets to take PIFELTRO, tell the patient to take the missed dose right away, unless it is almost
time for the next dose. Advise the patient not to take 2 doses at one time and to take the next dose at the
regularly scheduled time.

Pregnancy Registry
Inform patients that there is an antiretroviral pregnancy registry to monitor fetal outcomes in pregnant
individuals exposed to PIFELTRO [see Use in Specific Populations (8.1)].

Lactation
Instruct mothers 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)].

Manufactured for: Merck Sharp & Dohme Corp., a subsidiary of
€ MERCK & CO, INC., Whitehouse Station, NJ 08889, USA

For patent information: www.merck.com/product/patent/home.html

The trademarks depicted herein are owned by their respective companies.
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ANNEX 1

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

Pifeltro 100 mg film-coated tablets.

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 100 mg of doravirine.

Excipient with known effect
Each film-coated tablet contains 222 mg lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet

White, oval-shaped, tablet of dimensions 19.00 mm x 9.50 mm, debossed with the corporate logo and
700 on one side and plain on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Pifeltro is indicated, in combination with other antiretroviral medicinal products, for the treatment of
adults infected with HIV-1 without past or present evidence of resistance to the NNRTI class (see
sections 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

The recommended dose is one 100 mg tablet taken orally once daily with or without food.

Dose adjustment
If Pifeltro is co-administered with rifabutin, one 100 mg tablet of Pifeltro should be taken twice daily
(approximately 12 hours apart) (see section 4.5).

Co-administration of doravirine with other moderate CYP3A inducers has not been evaluated, but
decreased doravirine concentrations are expected. If co-administration with other moderate CYP3A
inducers (e.g., dabrafenib, lesinurad, bosentan, thioridazine, nafcillin, modafinil, telotristat ethyl)
cannot be avoided, one 100 mg tablet of Pifeltro should be taken twice daily (approximately 12 hours
apart).

Missed dose
If the patient misses a dose of Pifeltro within 12 hours of the time it is usually taken, the patient should
take as soon as possible and resume the normal dosing schedule. If a patient misses a dose by more
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than 12 hours, the patient should not take the missed dose and instead take the next dose at the
regularly scheduled time. The patient should not take 2 doses at one time.

Special populations
Elderly
No dose adjustment of doravirine is needed in elderly patients (see section 5.2).

Renal impairment

No dose adjustment of doravirine is required in patients with mild, moderate, or severe renal
impairment. Doravirine has not been studied in patients with end-stage renal disease and has not been
studied in dialysis patients (see section 5.2).

Hepatic impairment

No dose adjustment of doravirine is required in patients with mild (Child-Pugh Class A) or moderate
(Child-Pugh Class B) hepatic impairment. Doravirine has not been studied in patients with severe
hepatic impairment (Child-Pugh Class C). It is not known whether the exposure to doravirine will
increase in patients with severe hepatic impairment. Therefore, caution is advised when doravirine is
administered to patients with severe hepatic impairment (see section 5.2).

Paediatric population
Safety and efficacy of doravirine have not been established in patients younger than 18 years of age.
No data are available.

Method of administration
Pifeltro must be taken orally, once daily with or without food and swallowed whole (see section 5.2).

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

Co-administration with medicinal products that are strong cytochrome P450 CYP3A enzyme inducers
is contraindicated as significant decreases in doravirine plasma concentrations are expected to occur,
which may decrease the effectiveness of Pifeltro (see sections 4.4 and 4.5). These medicinal products
include, but are not limited, to the following:

carbamazepine, oxcarbazepine, phenobarbital, phenytoin

rifampicin, rifapentine

St. John’s wort (Hypericum perforatum)

mitotane

enzalutamide

lumacaftor

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 of HIV-1, a residual risk cannot be excluded. Precautions to prevent
transmission should be taken in accordance with national guidelines.

NNRTI substitutions and use of doravirine

Doravirine has not been evaluated in patients with previous virologic failure to any other antiretroviral
therapy. NNRTI-associated mutations detected at screening were part of exclusion criteria in the Phase
2b/3-studies. A breakpoint for a reduction in susceptibility, yielded by various NNRTI substitutions,
that is associated with a reduction in clinical efficacy has not been established (see section 5.1). There
is not sufficient clinical evidence to support the use of doravirine in patients infected with HIV-1 with
evidence of resistance to the NNRTI class.




Use with CYP3A inducers
Caution should be given to prescribing doravirine with medicinal products that may reduce the
exposure of doravirine (see sections 4.3 and 4.5).

Immune reactivation syndrome

Immune reactivation syndrome has been reported in patients treated with combination antiretroviral
therapy. 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, Preumocystis jirovecii
pneumonia [PCP], or tuberculosis), which may necessitate further evaluation and treatment.

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

Lactose
The tablets contain lactose monohydrate. Patients with rare hereditary problems of galactose
intolerance, total lactase deficiency or glucose-galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on doravirine

Doravirine is primarily metabolised by CYP3A, and medicinal products that induce or inhibit CYP3A
are expected to affect the clearance of doravirine (see section 5.2). Doravirine should not be co-
administered with medicinal products that are strong CYP3A enzyme inducers as significant decreases
in doravirine plasma concentrations are expected to occur, which may decrease the effectiveness of
doravirine (see sections 4.3 and 5.2).

Co-administration with the moderate CYP3A inducer rifabutin decreased doravirine concentrations
(see Table 1). When doravirine is co-administered with rifabutin, the doravirine dose should be
increased to 100 mg twice daily (the doses should be taken approximately 12 hours apart) (see
section 4.2).

Co-administration of doravirine with other moderate CYP3A inducers has not been evaluated, but
decreased doravirine concentrations are expected. If co-administration with other moderate CYP3A
inducers (e.g., dabrafenib, lesinurad, bosentan, thioridazine, nafcillin, modafinil, telotristat ethyl)
cannot be avoided, the doravirine dose should be increased to 100 mg twice daily (the doses should be
taken approximately 12 hours apart) (see section 4.2).

Co-administration of doravirine and medicinal products that are inhibitors of CYP3A may result in
increased plasma concentrations of doravirine. However, no dose adjustment is needed when
doravirine is co-administered with CYP3A inhibitors.

Effects of doravirine on other medicinal products

Doravirine at a dose of 100 mg once daily is not likely to have a clinically relevant effect on the
plasma concentrations of medicinal products that are dependent on transport proteins for absorption
and/or elimination or that are metabolized by CYP enzymes.

However, co-administration of doravirine and the sensitive CYP3A substrate midazolam resulted in a
18 % decrease in midazolam exposure, suggesting that doravirine may be a weak CYP3A inducer.
Therefore caution should be used when co-administering doravirine with medicinal products that are
sensitive CYP3A substrates that also have a narrow therapeutic window (e.g., tacrolimus and
sirolimus).

Interactions table
Table 1 shows the established and other potential medicinal product interactions with doravirine but is
not all inclusive (increase is indicated as T, decrease is indicated as |, and no change as «).
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Table 1: Interactions of doravirine with other medicinal products

Medicinal Product by
Therapeutic Area

Effects on Medicinal Product
Levels Geometric Mean Ratio
90 % CIh)*

Recommendation Concerning
Co-administration with
doravirine

Acid-Reducing Agents

antacid (aluminium and
magnesium hydroxide oral
suspension)

(20 mL SD,

doravirine 100 mg SD)

<> doravirine

AUC 1.01 (0.92, 1.11)
Crax 0.86 (0.74, 1.01)
C1 1.03(0.94, 1.12)

No dose adjustment is required.

pantoprazole
(40 mg QD,
doravirine 100 mg SD)

{ doravirine

AUC 0.83 (0.76, 0.91)
Cmax 0.88 (0.76, 1.01)
Cy, 0.84 (0.77, 0.92)

No dose adjustment is required.

Interaction not studied.

omeprazole Expected: No dose adjustment is required.
<> doravirine
Angiotensin Converting Enzyme Inhibitors
Interaction not studied.
lisinopril No dose adjustment is required.
p Expected:
<> lisinopril
Antiandrogens
Interaction not studied.
enzalutamide Expected: Co-admlqlstratlon 15
1 doravirine contraindicated.
(Induction of CYP3A)
Antibiotics
Interaction not studied. Co-administration should be
avoided. If co-administration
nafeillin Expected: cannot be avoided, one tablet of
| doravirine doravirine should be taken twice
(Induction of CYP3A) daily (approximately 12 hours

apart).




Medicinal Product by
Therapeutic Area

Effects on Medicinal Product
Levels Geometric Mean Ratio
90 % CID)*

Recommendation Concerning
Co-administration with
doravirine

Anticonvulsants

carbamazepine Interaction not studied.
oxcarbazepine . .
phenobarbital Expected: Co-admlqlstratlon 1S
. . contraindicated.

phenytoin J doravirine

(Induction of CYP3A)

Antidiabetics

metformin <> metformin
(1000 mg SD, AUC 0.94 (0.88, 1.00) No dose adjustment is required.

doravirine 100 mg QD)

Cinax 0.94 (0.86, 1.03)

Interaction not studied.

canagliflozin Expected:
liraglutide <—>I<):anag1'i flozin No dose adjustment is required.
sitagliptin > liraglutide
< sitagliptin
Antidiarrhoeals
Interaction not studied. Co-administration should be
avoided. If co-administration
telotristat ethy] Expecte'd.: cannot be avoided, one tablet pf
| doravirine doravirine should be taken twice
(Induction of CYP3A) daily (approximately 12 hours
apart).
Antigout and Uricosuric Agents
Interaction not studied. Co-administration should be
avoided. If co-administration
lesinurad Expected: cannot be avoided, one tablet of
| doravirine doravirine should be taken twice
(Induction of CYP3A) daily (approximately 12 hours
apart).
Antimycobacterials

Single dose rifampicin
(600 mg SD,
doravirine 100 mg SD)

Multiple dose rifampicin
(600 mg QD,
doravirine 100 mg SD)

<> doravirine

AUC 0.91 (0.78, 1.06)
Crax 1.40 (1.21, 1.63)
C»,0.90 (0.80, 1.01)

J doravirine

AUC 0.12 (0.10, 0.15)
Cmax 0.43 (0.35, 0.52)
C2,0.03 (0.02, 0.04)
(Induction of CYP3A)

Co-administration is
contraindicated.

Interaction not studied.

Co-administration is

rifapentine lj)i:lpoer(:sg;ne contraindicated.

(Induction of CYP3A)

J doravirine If doravirine is co-administered
rifabutin AUC 0.50 (0.45, 0.55) with rifabutin, the doravirine dose
(300 mg QD, Ciax 0.99 (0.85, 1.15) should be increased to 100 mg

doravirine 100 mg SD)

C,4 0.32(0.28, 0.35)
(Induction of CYP3A)

twice daily (approximately
12 hours apart).




Medicinal Product by
Therapeutic Area

Effects on Medicinal Product
Levels Geometric Mean Ratio
90 % CID)*

Recommendation Concerning
Co-administration with
doravirine

Antineoplastics

Interaction not studied.

Co-administration is

mitotane ]i)i:lpoer(:jiine contraindicated.
(Induction of CYP3A)
Antipsychotics
Interaction not studied. Co-administration should be
avoided. If co-administration
thioridazine Expected: cannot be avoided, one tablet of
| doravirine doravirine should be taken twice
(Induction of CYP3A) daily (approximately 12 hours
apart).
Azole Antifungal Agents
T doravirine
ketoconazole AUC 3.06 (2.85, 3.29)
(400 mg QD, Crax 1.25 (1.05, 1.49) No dose adjustment is required.

doravirine 100 mg SD)

Cy 2.75 (2.54, 2.98)
(Inhibition of CYP3A)

Interaction not studied.

fluconazole
g:)zzggi?z)iﬁe Expected: No dose adjustment is required.
voriconazole T do.ra'v.lrme

(Inhibition of CYP3A4)

Calcium Channel Blockers

Interaction not studied.

3161;;212?;?1 Expected: No dose adjustment is required.
P 1 doravirine
(CYP3A inhibition)
Cystic Fibrosis Treatment

Interaction not studied.
lumacaftor Expected: Co-admlqlstratlon 15

1 doravirine contraindicated.

(Induction of CYP3A)

Endothelin Receptor Antagonists
Interaction not studied. Co-administration should be
avoided. If co-administration

bosentan Expected: cannot be avoided, one tablet of

| doravirine doravirine should be taken twice

(Induction of CYP3A) daily (approximately 12 hours

apart).




Medicinal Product by
Therapeutic Area

Effects on Medicinal Product
Levels Geometric Mean Ratio
90 % CID)*

Recommendation Concerning
Co-administration with
doravirine

Hepatitis C Antiviral Agents

T doravirine

AUC 1.56 (1.45, 1.68)
Crax 1.41 (1.25, 1.58)
Cy 1.61 (1.45,1.79)
(Inhibition of CYP3A)

elbasvir + grazoprevir

(50 mg elbasvir QD + 200 mg
grazoprevir QD,

doravirine 100 mg QD)

<> elbasvir

AUC 0.96 (0.90, 1.02)
Crax 0.96 (0.91, 1.01)
Cy 0.96 (0.89, 1.04)

No dose adjustment is required.

<> grazoprevir

AUC 1.07 (0.94, 1.23)
Ciax 1.22 (1.01, 1.47)
C,4 0.90 (0.83, 0.96)

T doravirine

AUC 1.15(1.07, 1.24)
Crax 1.11 (0.97, 1.27)
Cy 1.24 (1.13, 1.36)

> ledipasvir
AUC 0.92 (0.80, 1.06)
Cmax 0.91 (0.80, 1.02)

ledipasvir + sofosbuvir
(90 mg ledipasvir SD +
400 mg sofosbuvir SD,
doravirine 100 mg SD)

No dose adjustment is required.

<> sofosbuvir
AUC 1.04 (0.91, 1.18)
Crax 0.89 (0.79, 1.00)

< GS-331007
AUC 1.03 (0.98, 1.09)
Coae 1.03 (0.97, 1.09)

Interaction not studied.

sofosbuvir/velpatasvir No dose adjustment is required.

Expected:
<> doravirine

Interaction not studied.

sofosbuvir Expected: No dose adjustment is required.
<> doravirine
Interaction not studied.

daclatasvir ) . )
Expected: No dose adjustment is required.
< doravirine
Interaction not studied.

ombitasvir/

Expected:

T doravirine
(Inhibition of CYP3A due to
ritonavir)

paritaprevir/ritonavir and No dose adjustment is required.

dasabuvir+/-ritonavir




Medicinal Product by
Therapeutic Area

Effects on Medicinal Product
Levels Geometric Mean Ratio
90 % CID)*

Recommendation Concerning
Co-administration with
doravirine

dasabuvir

Interaction not studied.
Expected:
<> doravirine

No dose adjustment is required.

glecaprevir, pibrentasvir

Interaction not studied.

Expected:
T doravirine
(inhibition of CYP3A)

No dose adjustment is required.

ribavirin

Interaction not studied.

Expected:
<> doravirine

No dose adjustment is required.

Herbal Supplements

St. John’s wort
(Hypericum perforatum)

Interaction not studied.

Expected:
J doravirine
(Induction of CYP3A)

Co-administration is
contraindicated.

HIV Antiviral Agents

Fusion and Entry Inhibitors

Interaction not studied.

enfuvirtide Expected: No dose adjustment is required.
<> doravirine
<> enfuviritide
Interaction not studied.

maraviroc Expected: No dose adjustment is required.

< doravirine
<> maraviroc

Protease Inhibitors

ritonavir'- boosted Pls
(atazanavir, darunavir,
fosamprenavir, indinavir,
lopinavir, saquinavir,
tipranavir)

Interaction not studied.
Expected:
T doravirine

(Inhibition of CYP3A)

<> boosted Pls

No dose adjustment is required.

cobicistat-boosted Pls
(darunavir, atazanavir)

Interaction not studied.
Expected:
T doravirine

(Inhibition of CYP3A)

< boosted Pls

No dose adjustment is required.




Medicinal Product by
Therapeutic Area

Effects on Medicinal Product
Levels Geometric Mean Ratio
90 % CID)*

Recommendation Concerning
Co-administration with
doravirine

Integrase Strand Transfer Inhibitors

<> doravirine

AUC 1.00 (0.89, 1.12)
Cmax 1.06 (0.88, 1.28)
C»,0.98 (0.88, 1.09)

dolutegravir
(50 mg QD, 2 . No dose adjustment is required.
B dolutegravir
d 200 D
oravirine 200 mg QD) AUC 1.36 (1.15, 1.62)
Cuax 1.43 (1.20, 1.71)
C,4 1.27 (1.06, 1.53)
(Inhibition of BCRP)
Interaction not studied.
raltegravir Expected: No dose adjustment is required.

<> doravirine
> raltegravir

ritonavir'-boosted elvitegravir

Interaction not studied.
Expected:
T doravirine

(CYP3A inhibition)

> elvitegravir

No dose adjustment is required.

cobicistat-boosted elvitegravir

Interaction not studied.

Expected:

T doravirine
(CYP3A inhibition)
> elvitegravir

No dose adjustment is required.

Nucleoside Reverse Transcriptase Inhibitors

tenofovir disoproxil
(245 mg QD,
doravirine 100 mg SD)

<> doravirine

AUC 0.95 (0.80, 1.12)
Crax 0.80 (0.64, 1.01)
C»,0.94 (0.78, 1.12)

No dose adjustment is required.

lamivudine + tenofovir
disoproxil

(300 mg lamivudine SD +
245 mg tenofovir disoproxil
SD,

doravirine 100 mg SD)

<> doravirine

AUC 0.96 (0.87, 1.06)
Crax 0.97 (0.88, 1.07)
C2,0.94 (0.83, 1.06)

<> lamivudine
AUC 0.94 (0.88, 1.00)
Crax 0.92 (0.81, 1.05)

<> tenofovir
AUC 1.11 (0.97, 1.28)
Crax 1.17 (0.96, 1.42)

No dose adjustment is required.

abacavir

Interaction not studied.

Expected:
< doravirine
< abacavir

No dose adjustment is required.
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Medicinal Product by
Therapeutic Area

Effects on Medicinal Product
Levels Geometric Mean Ratio
90 % CID)*

Recommendation Concerning
Co-administration with
doravirine

emtricitabine

Interaction not studied.

Expected:
< doravirine
< emtricitabine

No dose adjustment is required.

tenofovir alafenamide

Interaction not studied.

Expected:
< doravirine
< tenofovir alafenamide

No dose adjustment is required.

Immunosuppressants

Interaction not studied.

Monitor blood concentrations of
tacrolimus and sirolimus as the

tgcrqhmus Expecteq. . dose of these agents may need to
sirolimus <> doravirine )
: . be adjusted.
| tacrolimus, sirolimus
(Induction of CYP3A)
Kinase Inhibitors
Interaction not studied. Co-administration should be
avoided. If co-administration
dabrafenib Expected: cannot be avoided, one tablet pf
| doravirine doravirine should be taken twice
(Induction of CYP3A) daily (approximately 12 hours
apart).
Opioid Analgesics
{ doravirine
AUC 0.74 (0.61, 0.90)
Cmax 0.76 (0.63,0.91)
C»,0.80 (0.63, 1.03)
methadone <> R-methadone

20-200 mg QD individualised
dose,
doravirine 100 mg QD

AUC 0.95 (0.90, 1.01)
Conax 0.98 (0.93, 1.03)
C»4 0.95 (0.88, 1.03)

<> S-methadone

AUC 0.98 (0.90, 1.06)
Crax 0.97 (0.91, 1.04)
C,,0.97 (0.86, 1.10)

No dose adjustment is required.

buprenorphine
naloxone

Interaction not studied.

Expected:
< buprenorphine
< naloxone

No dose adjustment is required.
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Medicinal Product by
Therapeutic Area

Effects on Medicinal Product
Levels Geometric Mean Ratio
90 % CID)*

Recommendation Concerning
Co-administration with
doravirine

Oral Contraceptives

0.03 mg ethinyl oestradiol/
0.15 mg levonorgestrel SD,
doravirine 100 mg QD

<> ethinyl oestradiol
AUC 0.98 (0.94, 1.03)
Cumax 0.83 (0.80, 0.87)

T levonorgestrel
AUC 1.21 (1.14, 1.28)
Cmax 0.96 (0.88, 1.05)

No dose adjustment is required.

Interaction not studied.

gce);tgrzsgilgrllate/ethmyl Expected: No dose adjustment is required.
<> norgestimate/ethinyl oestradiol
Pharmacokinetic Enhancers
T doravirine
ritonavir AUC 3.54 (3.04,4.11)
(100 mg BID, Ciax 1.31 (1.17, 1.46) No dose adjustment is required.
doravirine 50 mg SD) Cy2.91 (2.33,3.62)
(Inhibition of CYP3A)
Interaction not studied.
cobicistat Expected: No dose adjustment is required.
1 doravirine
(Inhibition of CYP3A)
Psychostimulants
Interaction not studied. Co-administration should be
avoided. If co-administration
modafinil Expectgq: cannot be avoided, one tablet of
ldoravirine doravirine should be taken twice
(Induction of CYP3A) daily (approximately 12 hours
apart).
Sedatives/Hypnotics
midazolam J midazolam
(2 mg SD, AUC 0.82 (0.70, 0.97) No dose adjustment is required.

doravirine 120 mg QD)

Conax 1.02 (0.81, 1.28)

Statins

atorvastatin
(20 mg SD,
doravirine 100 mg QD)

<> atorvastatin
AUC 0.98 (0.90, 1.06)
Ciax 0.67 (0.52, 0.85)

No dose adjustment is required.

rosuvastatin
simvastatin

Interaction not studied.
Expected:

<> rosuvastatin

<> simvastatin

No dose adjustment is required.

T = increase, | = decrease, <> = no change

CI = Confidence Interval; SD = Single Dose; QD = Once Daily; BID = Twice Daily

*AUC,.,, for single dose, AUC.,4 for once daily.
"The interaction was evaluated with ritonavir only.
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4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of doravirine in pregnant women.

Antiretroviral pregnancy registry

To monitor maternal-foetal outcomes in patients exposed to antiretroviral medicinal products while
pregnant, an Antiretroviral Pregnancy Registry has been established. Physicians are encouraged to
register patients in this registry.

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

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

Breast-feeding
It is unknown whether doravirine is excreted in human milk. Available

pharmacodynamic/toxicological data in animals have shown excretion of doravirine in milk (see
section 5.3).

Because of the potential for HIV-1 transmission and the potential for serious adverse reactions in
breast-feeding infants, mothers should be instructed not to breast-feed if they are receiving Pifeltro.

Fertility

No human data on the effect of doravirine on fertility are available. Animal studies do not indicate
harmful effects of doravirine on fertility at exposure levels higher than the exposure in humans at the
recommended clinical dose (see section 5.3).

4.7 Effects on ability to drive and use machines

Pifeltro may have a minor influence on the ability to drive or use machines. Patients should be
informed that fatigue, dizziness, and somnolence have been reported during treatment with doravirine
(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 considered possibly or probably related to doravirine
were nausea (4 %) and headache (3 %).

Tabulated summary of adverse reactions

The adverse reactions with suspected (at least possible) relationship to treatment are listed below by
body system organ class and frequency. Within each frequency grouping, undesirable effects are
presented in order of decreasing seriousness. Frequencies are defined as 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 summary of adverse reactions associated with doravirine used in
combination with other antiretrovirals

Frequency Adverse reactions
Infections and infestations

Rare | rash pustular
Metabolism and nutrition disorders

Uncommon hypophosphataemia
Rare hypomagnesaemia
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Frequency

Adverse reactions

Psychiatric disorders

Common abnormal dreams, insomnia’

Uncommon nightmare, depression’, anxiety”, irritability,
confusional state, suicidal ideation

Rare aggression, hallucination, adjustment disorder,

mood altered, somnambulism

Nervous system disorders

Common

headache, dizziness, somnolence

Uncommon

disturbance in attention, memory impairment,
paraesthesia, hypertonia, poor quality sleep

Vascular disorders

Uncommon

hypertension

Respiratory, thoracic and mediastinal disorders

Rare

dyspnoea, tonsillar hypertrophy

Gastrointestinal disorders

Common nausea, diarrhoea, flatulence, abdominal pain®,
vomiting

Uncommon constipation, abdominal discomfort’, abdominal
distension, dyspepsia, facces soft’,
gastrointestinal motility disorder’

Rare rectal tenesmus

Skin and subcutaneous tissue disorders

Common rash®

Uncommon pruritus

Rare dermatitis allergic, rosacea

Musculoskeletal and connective tissue disorders

Uncommon

myalgia, arthralgia

Rare musculoskeletal pain
Renal and urinary disorders
Rare acute kidney injury, renal disorder, calculus

urinary, nephrolithiasis

General disorders and administration site conditions

Common fatigue

Uncommon asthenia, malaise

Rare chest pain, chills, pain, thirst

Investigations

Common alanine aminotransferase increased’

Uncommon lipase increased, aspartate aminotransferase
increased, amylase increased, haemoglobin
decreased

Rare blood creatine phosphokinase increased

'insomnia includes: insomnia, initial insomnia and sleep disorder

Zdepression includes: depression, depressed mood, major depression, and persistent depressive disorder

3anxiety includes: anxiety and generalised anxiety disorder

*abdominal pain includes: abdominal pain, and abdominal pain

upper

*abdominal discomfort includes: abdominal discomfort, and epigastric discomfort

Sfaeces soft includes: faeces soft and abnormal faeces

Toastrointestinal motility disorder includes: gastrointestinal mot

ility disorder, and frequent bowel movements

8rash includes: rash, rash macular, rash erythematous, rash generalised, rash maculo-papular, rash papular, and urticarial
9 . . . . . . . ..
alanine aminotransferase increased includes: alanine aminotransferase increased and hepatocellular injury

Immune reactivation syndrome

In HIV-infected patients with severe immune deficiency at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual opportunistic
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infections may arise. Autoimmune disorders (such as Graves’ disease and autoimmune hepatitis) 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).

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

There is no information on potential acute symptoms and signs of overdose with doravirine.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systemic use, ATC code: JOSAG06

Mechanism of action

Doravirine is a pyridinone non-nucleoside reverse transcriptase inhibitor of HIV-1 and inhibits HIV-1

replication by non-competitive inhibition of HIV-1 reverse transcriptase (RT). Doravirine does not
inhibit the human cellular DNA polymerases a, B, and mitochondrial DNA polymerase 7.

Antiviral activity in cell culture

Doravirine exhibited an ECs, value of 12.0+4.4 nM against wild-type laboratory strains of HIV-1
when tested in the presence of 100 % normal human serum using MT4-GFP reporter cells. Doravirine
demonstrated antiviral activity against a broad panel of primary HIV-1 isolates (A, Al, AE, AG, B,
BF, C, D, G, H) with ECs, values ranging from 1.2 nM to 10.0 nM.

Antiviral activity in combination with other HIV antiviral medicinal products

The antiviral activity of doravirine was not antagonistic when combined with the NNRTIs delavirdine,
efavirenz, etravirine, nevirapine, or rilpivirine; the NRTIs abacavir, didanosine, emtricitabine,
lamivudine, stavudine, tenofovir disoproxil, or zidovudine; the PIs darunavir or indinavir; the fusion
inhibitor enfuvirtide; the CCRS co-receptor antagonist maraviroc; or the integrase strand transfer
inhibitor raltegravir.

Resistance

In cell culture

Doravirine-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. Observed emergent amino acid substitutions
in RT included: V106A, V106M, V1061, V1081, F227L, F227C, F227V, H221Y, M230I, L2341,
P236L, and Y318F. Common NNRTI-resistant mutations (K103N, Y181C) were not selected in the
in vitro study. V106A (yielding a fold change of around 19) appeared as an initial substitution in
subtype B virus, and V106A or M in subtype A and C virus. Subsequently F227(L/C/V) or L234I
emerged in addition to V106 substitution (double mutants yielding a fold change of > 100).
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In clinical trials

Treatment-naive adult subjects

The Phase 3 studies, DRIVE-FORWARD and DRIVE-AHEAD, included previously untreated
patients (n = 747) where the following NNRTI substitutions were part of exclusion criteria: L1001,
KI101E, K101P, K103N, K103S, V106A, V1061, V106M, V1081, E138A, E138G, E138K, E138Q,
E138R, VI179L, Y18IC, Y1811, Y181V, Y188C, Y188H, Y188L, G190A, G190S, H221Y, L234I,
M2301I, M230L, P225H, F227C, F227L, F227V.

The following de novo resistance was seen in the resistance analysis subset (subjects with HIV-1 RNA
greater than 400 copies per mL at virologic failure or early study discontinuation and having resistance
data).

Table 3: Resistance development up to week 96 in protocol defined virologic failure population +
early discontinuation population

DRIVE-FORWARD DRIVE-AHEAD
DOR + DRV +r+ DOR/TDF/3TC | EFV/TDEF/FTC
NRTIs* NRTIs* (364) (364)
(383) (383)
Successful genotype, n 15 18 32 33
Genotypic resistance to
DOR/control 2/15 (DOR) | 1/18 (DRV) 8/32 (DOR) 3/33 (EFV)
NRTI backbone 2/15%* 0/18** 6/32 5/33
M1841/V only 2 1 4 4
K65R only - - 1 -
K65R + M1841/V - - 1 1

*NRTIs in DOR arm: FTC/TDF (333) or ABC/3TC (50); NRTIs in DRV+r arm: FTC/TDF (335) or ABC/3TC (48)
**All 3 subjects received FTC/TDF
ABC=abacavir; FTC=emtricitabine; DRV=darunavir; r=ritonavir

Emergent doravirine associated resistance substitutions in RT included one or more of the following:
A98G, V106l, V106A, V106M/T, Y188L, H221Y, P225H, F227C, F227C/R, and Y318Y/F.

Virologically suppressed adult subjects

The DRIVE-SHIFT study included virologically suppressed patients (N=670) with no history of
treatment failure (see section, Clinical experience). A documented absence of genotypic resistance
(prior to starting first therapy) to doravirine, lamivudine, and tenofovir was part of the inclusion
criteria for patients who switched from a PI- or INI-based regimen. Exclusionary NNRTI
substitutions were those listed above (DRIVE-FORWARD and DRIVE-AHEAD), with the exception
of substitutions RT K103N, G190A and Y181C (accepted in DRIVE-SHIFT). Documentation of pre-
treatment resistance genotyping was not required for patients who switched from a NNRTI-based
regimen.

In the DRIVE-SHIFT clinical trial, no subjects developed genotypic or phenotypic resistance to DOR,
3TC, or TDF during the initial 48 weeks (immediate switch, N=447) or 24 weeks (delayed switch,
N=209) of treatment with DOR/3TC/TDF. One subject developed RT M184M/I mutation and
phenotypic resistance to 3TC and FTC during treatment with their baseline regimen. None of the

24 subjects (11 in the immediate switch group, 13 in the delayed switch group) with baseline NNRTI
mutations (RT K103N, G190A, or Y181C) experienced virologic failure through Week 48, or at time
of discontinuation.

Cross-resistance
Doravirine has been evaluated in a limited number of patients with NNRTI resistance (K103N n=7,
G190A n=1); all patients were suppressed to <40 copies/mL at week 48. A breakpoint for a reduction
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in susceptibility, yielded by various NNRTI substitutions, that is associated with a reduction in clinical
efficacy has not been established.

Laboratory strains of HIV-1 harbouring the common NNRTI-associated mutations K103N, Y181C, or
K103N/Y181C substitutions in RT exhibit less than a 3-fold decrease in susceptibility to doravirine
compared to wild-type virus when evaluated in the presence of 100 % normal human serum. In in vitro
studies, doravirine was able to suppress the following NNRTI-associated substitutions; K103N,
Y181C, and G190A under clinically relevant concentrations.

A panel of 96 diverse clinical isolates containing NNRTI-associated mutations was evaluated for
susceptibility to doravirine in the presence of 10 % foetal bovine serum. Clinical isolates containing
the Y 188L substitution or V106 substitutions in combination with A98G, H221Y, P225H, F227C or
Y318F showed a greater than 100-fold reduced susceptibility to doravirine. Other established NNRTI
substitutions yielded a fold change of 5-10 (G190S (5.7), K103N/P225H (7.9), V108I/Y181C (6.9),
Y181V (5.1)). The clinical relevance of a 5-10 fold reduction in susceptibility is unknown.

Treatment emergent doravirine resistance associated substitutions may confer cross resistance to
efavirenz, rilpivirine, nevirapine, and etravirine. Of the 7 subjects who developed high level doravirine
resistance in the pivotal studies, 6 had phenotypic resistance to EFV and nevirapine, 3 to rilpivirine,
and 2 had partial resistance to etravirine based on the Monogram Phenosense assay.

Clinical experience

Treatment-naive adult subjects

The efficacy of doravirine is based on the analyses of 96-week data from two randomised, multicentre,
double-blind, active controlled Phase 3 trials, (DRIVE-FORWARD and DRIVE-AHEAD) in
antiretroviral treatment-naive, HIV-1 infected subjects (n = 1494). Refer to Resistance section for
NNRTI substitutions that were part of exclusion criteria.

In DRIVE-FORWARD, 766 subjects were randomised and received at least 1 dose of either
doravirine 100 mg or darunavir + ritonavir 800+100 mg once daily, each in combination with
emtricitabine/tenofovir disoproxil (FTC/TDF) or abacavir/lamivudine (ABC/3TC) selected by the
investigator. At baseline, the median age of subjects was 33 years (range 18 to 69 years), 86 % had
CD4" T cell count greater than 200 cells per mm’, 84 % were male, 27 % were non-white, 4 % had
hepatitis B and/or C virus co-infection, 10 % had a history of AIDS, 20 % had HIV-1 RNA greater
than 100,000 copies per mL, 13 % received ABC/3TC and 87 % received FTC/TDF; these
characteristics were similar between treatment groups.

In DRIVE-AHEAD, 728 subjects were randomized and received at least 1 dose of either
doravirine/lamivudine/tenofovir disoproxil 100/300/245 mg (DOR/3TC/TDF) or
efavirenz/emtricitabine/tenofovir disoproxil (EFV/FTC/TDF) once daily. At baseline, the median age
of subjects was 31 years (range 18-70 years), 85 % were male, 52 % were non-white, 3% had hepatitis
B or C co-infection, 14 % had a history of AIDS, 21 % had HIV-1 RNA > 100,000 copies per mL, and
12 % had CD4" T cell count < 200 cells per mm’; these characteristics were similar between treatment

groups.

Week 48 and 96 outcomes for DRIVE-FORWARD and DRIVE-AHEAD are provided in Table 4. The
doravirine-based regimens demonstrated consistent efficacy across demographic and baseline
prognostic factors.
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Table 4: Efficacy response (< 40 copies/mL, Snapshot approach) in the pivotal studies

DRIVE-FORWARD

DRIVE-AHEAD

DOR + 2 NRTIs DRV +r +2 DOR/3TC/TDF | EFV/FTC/TDF
(383) NRTIs (383) (364) (364)
Week 48 83 % 79 % 84 % 80 %

Difference (95 % CI)

4.2 % (-1.4%, 9.7 %)

4.1 % (-1.5 %, 9.7 %)

Week 96*

72 % (N=379)

64 % (N=376)

76 % (N=364)

73 % (N=364)

Difference (95 % CI)

7.6 % (1.0 %, 14.2 %)

3.3 % (-3.1 %, 9.6 %)

Week 48 outcome (< 40 copies/mL) by baseline factors

HIV-1 RNA copies/mL

< 100,000 256/285 (90 %) 248/282 (88 %) 2517277 (91 %) 234/258 (91 %)
> 100,000 63/79 (80 %) 54/72 (75 %) 54/69 (78 %) 56/73 (77 %)
CD4 count, cells/pL

<200 34/41 (83 %) 43/61 (70 %) 27/42 (64 %) 35/43 (81 %)
>200 285/323 (88 %) 260/294 (88 %) 278/304 (91 %) 255/288 (89 %)
NRTI background therapy

TDF/FTC 276/316 (87 %) 267/312 (86 %)

ABC/3TC 43/48 (90 %) 36/43 (84 %) A

Viral subtype

B 222/254 (87 %) 219/255 (86 %) 194/222 (87 %) 199/226 (88 %)
non-B 97/110 (88 %) 84/100 (84 %) 109/122 (89 %) 91/105 (87 %)
Mean CD4 change from baseline

Week 48 193 186 198 188

Week 96 224 207 238 223

*For Week 96, certain subjects with missing HIV-1 RNA were excluded from the analysis.
P007 was a Phase 2b trial in antiretroviral treatment-naive HIV-1 infected adult subjects (n = 340). In
Part I, subjects were randomized to receive one of 4 doses of doravirine or EFV, each in combination
with FTC/TDF. After week 24, all subjects randomized to receive doravirine were switched to (or
maintained on) doravirine 100 mg. Additional subjects were randomized in Part II to receive either
doravirine 100 mg or EFV, each in combination with FTC/TDF. In both parts of the trial, doravirine
and EFV were administered as blinded-therapy and FTC/TDF was administered open-label.
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Table 5: Efficacy response at week 24 (Snapshot approach)

Doravirine | Doravirine | Doravirine | Doravirine | Efavirenz
25 mg 50 mg 100 mg 200 mg 600 mg
(N=40) (N=43) (N=42) (N=41) (N=42)
n (%) n (%) n (%) n (%) n (%)
HIV-1 RNA < 40 copies/mL 32 (80) 32 (74) 30 (71) 33 (80) 27 (64)
Treatment differences 16 (-4, 34) 10 (-10, 6.6 (-13, 16 (-3, 34)
95%cCn' 29) 26)
Mean CD4 change from 154 113 134 141 121

baseline (cells/mm’) ~

TA positive value favours doravirine over efavirenz.
"'The 95 % CIs were calculated using Miettinen and Nurminen’s method with weights proportional to the size of each
stratum (screening HBV-1 RNA > 100,000 copies/mL or < 100,000 copies/mL.
** Approach to handle missing data: Observed Failure (OF) approach. Baseline CD4 cell count was carried forward for
subjects who discontinued assigned therapy due to lack of efficacy.
Note: Both doravirine and efavirenz were administered with emtricitabine/tenofovir disoproxil (FTC/TDF).

Virologically suppressed adult subjects
The efficacy of switching from a baseline regimen consisting of two nucleoside reverse transcriptase
inhibitors in combination with a ritonavir- or cobicistat-boosted PI, or cobicistat-boosted elvitegravir,
or an NNRTI to DOR/3TC/TDF was evaluated in a randomized, open-label trial (DRIVE-SHIFT), in
virologically suppressed HIV-1 infected adults. Subjects must have been virologically suppressed
(HIV-1 RNA <40 copies/mL) on their baseline regimen for at least 6 months prior to trial entry, with
no history of virologic failure, and a documented absence of RT substitutions conferring resistance to
doravirine, lamivudine and tenofovir (see section Resistance). Subjects were randomized to either
switch to DOR/3TC/TDF at baseline [N = 447, Immediate Switch Group (ISG)], or stay on their
baseline regimen until Week 24, at which point they switched to DOR/3TC/TDF [N = 223, Delayed
Switch Group (DSG)]. At baseline, the median age of subjects was 43 years, 16 % were female,

and 24 % were non-white.

In the DRIVE-SHIFT trial, an immediate switch to DOR/3TC/TDF was demonstrated to be non-
inferior at Week 48 compared to continuation of the baseline regimen at Week 24 as assessed by the
proportion of subjects with HIV-1 RNA < 40 copies/mL. Treatment results are shown in Table 6.
Consistent results were seen for the comparison at study Week 24 in each treatment group.
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Table 6: Efficacy response (Snapshot approach) in the DRIVE-SHIFT study

HIV-1 RNA <40 copies/mL

DOR/3TC/TDF Baseline Regimen
Once Daily ISG DSG
Week 48 Week 24
Outcome N=447 N=223
90 % 93 %

ISG-DSG, Difference (95 % CI)*

-3.6 % (-8.0 %, 0.9 %)

Proportion (%) of Subjects With HIV-1 RNA < 40 copies/mL by Baseline Regimen Received

Ritonavir- or Cobicistat-boosted PI

280/316 (89 %)

145/156 (93 %)

Cobicistat-boosted elvitegravir

23/25 (92 %)

11/12 (92 %)

NNRTI

98/106 (92 %)

52/55 (95 %)

(cells/mm”)

Proportion (%) of Subjects With HIV-1 RNA < 40 copies/mL by Baseline CD4" T cell Count

<200 cells/mm®

10/13 (77 %)

3/4 (75 %)

> 200 cells/mm’ 384/426 (90 %) 202/216 (94 %)

HIV-1 RNA > 40 copies/mL' 3% 4%

No Virologic Data Within the Time Window 8% 3%
Discontinued study due to AE or Death? 3% 0
Discontinued study for Other Reasons® 4% 3%

On study but missing data in window 0 0

Week 24 window for DSG.

treatment during the specified window.

withdrawal by subject.

administered with two NRTIs.

*The 95 % CI for the treatment difference was calculated using stratum-adjusted Mantel-Haenszel method.

Includes subjects who discontinued study drug or study before Week 48 for ISG or before Week 24 for DSG for lack
or loss of efficacy and subjects with HIV-1 RNA > 40 copies/mL in the Week 48 window for ISG and in the

Hncludes subjects who discontinued because of adverse event (AE) or death if this resulted in no virologic data on

SOther reasons include: lost to follow-up, non-compliance with study drug, physician decision, protocol deviation,

Baseline Regimen = ritonavir or cobicistat-boosted PI (specifically atazanavir, darunavir, or lopinavir), or
cobicistat-boosted elvitegravir, or NNRTI (specifically efavirenz, nevirapine, or rilpivirine), each

Discontinuation due to adverse events

In a pooled analysis combining data from two treatment-naive trials (P007 and DRIVE-AHEAD), a
lower proportion of subjects who discontinued due to an adverse event by week 48 was seen for the
combined doravirine (100 mg) treatment groups (2.8 %) compared with the combined EFV treatment

group (6.1 %) (treatment difference -3.4 %, p-value 0.012).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
doravirine in one or more subsets of the paediatric population in treatment of human

immunodeficiency virus-1 (HIV-1) infection, as per Paediatric Investigation Plan (PIP) decision in the

granted indication. See section 4.2 for information on paediatric use.

20




5.2 Pharmacokinetic properties

Absorption
The pharmacokinetics of doravirine were studied in healthy subjects and HIV-1 infected subjects.

Doravirine pharmacokinetics are similar in healthy subjects and HIV-1-infected subjects. Steady state
was generally achieved by Day 2 of once daily dosing, with accumulation ratios of 1.2 to 1.4 for
AUC .24, Cinax, and C,4. Doravirine steady state pharmacokinetics following administration of 100 mg
once daily to HIV-1 infected subjects, based on a population pharmacokinetics analysis, are provided
below.

Parameter AUC .24 Crax Cu

GM (% CV) uM hr uM nM
Doravirine

100 mg 37.8 (29) 2.26 (19) 930 (63)
once daily

GM: Geometric mean, % CV: Geometric coefficient of variation

Following oral dosing, peak plasma concentrations are achieved 2 hours after dosing. Doravirine has
an estimated absolute bioavailability of approximately 64 % for the 100 mg tablet.

Effect of food on oral absorption

The administration of a single doravirine tablet with a high-fat meal to healthy subjects resulted in a
16 % and 36 % increase in doravirine AUC and Cy4, respectively, while C,,.x was not significantly
affected.

Distribution
Based on administration of an IV microdose, the volume of distribution of doravirine is 60.5 L.
Doravirine is approximately 76 % bound to plasma proteins.

Biotransformation
Based on in vitro data, doravirine is primarily metabolized by CYP3A.

Elimination

Doravirine has a terminal half-life (t;,) of approximately 15 hours. Doravirine is primarily eliminated
via oxidative metabolism mediated by CYP3A4. Biliary excretion of unchanged medicinal product
may contribute to the elimination of doravirine, but this elimination route is not expected to be
significant. Excretion of unchanged medicinal product via urinary excretion is minor.

Renal impairment

Renal excretion of doravirine is minor. In a study comparing 8 subjects with severe renal impairment
to 8 subjects without renal impairment, the single dose exposure of doravirine was 31 % higher in
subjects with severe renal impairment. In a population pharmacokinetic analysis, which included
subjects with CrCI between 17 and 317 mL/min, renal function did not have a clinically relevant effect
on doravirine pharmacokinetics. No dose adjustment is required in patients with mild, moderate or
severe renal impairment. Doravirine has not been studied in patients with end-stage renal disease or in
patients undergoing dialysis (see section 4.2).

Hepatic impairment

Doravirine is primarily metabolized and eliminated by the liver. There was no clinically relevant
difference in the pharmacokinetics of doravirine in a study comparing 8 subjects with moderate
hepatic impairment (classified as Child-Pugh score B primarily due to increased encephalopathy and
ascites scores) to 8 subjects without hepatic impairment. No dose adjustment is required in patients
with mild or moderate hepatic impairment. Doravirine has not been studied in subjects with severe
hepatic impairment (Child-Pugh score C) (see section 4.2).
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Elderly
Although a limited number of subjects aged 65 years and over has been included (n=36), no clinically

relevant differences in the pharmacokinetics of doravirine have been identified in subjects at least
65 years of age compared to subjects less than 65 years of age in a Phase 1 trial or in a population
pharmacokinetic analysis. No dose adjustment is required.

Gender
No clinically relevant pharmacokinetic differences have been identified between men and women for
doravirine.

Race
No clinically relevant racial differences in the pharmacokinetics of doravirine have been identified
based on a population pharmacokinetic analysis of doravirine in healthy and HIV-1 infected subjects.

5.3  Preclinical safety data

Reproductive toxicity

Reproduction studies with orally administered doravirine have been performed in rats and rabbits at
exposures approximately 9 times (rats) and 8 times (rabbits) the exposure in humans at the
recommended human dose (RHD) with no effects on embryo-foetal (rats and rabbits) or pre/postnatal
(rats) development. Studies in pregnant rats and rabbits showed that doravirine is transferred to the
foetus through the placenta, with foetal plasma concentrations of up to 40 % (rabbits) and 52 % (rats)
that of maternal concentrations observed on gestation Day 20.

Doravirine was excreted into the milk of lactating rats following oral administration, with milk
concentrations approximately 1.5 times that of maternal plasma concentrations.

Carcinogenesis
Long-term oral carcinogenicity studies of doravirine in mice and rats showed no evidence of

carcinogenic potential at estimated exposures up to 6 times (mice) and 7 times (rats) the human
exposures at the RHD.

Mutagenesis
Doravirine was not genotoxic in a battery of in vitro or in vivo assays.

Impairment of fertility
There were no effects on fertility, mating performance or early embryonic development when
doravirine was administered to rats up to 7 times the exposure in humans at the RHD.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Croscarmellose sodium (E468)
Hypromellose acetate succinate
Lactose monohydrate

Magnesium stearate (E470b)
Microcrystalline cellulose (E460)
Silica, colloidal anhydrous (E551)

Film-coating

Carnauba wax (E903)
Hypromellose (E464)
Lactose monohydrate
Titanium dioxide (E171)
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Triacetin (E1518)

6.2 Incompatibilities
Not applicable.

6.3  Shelf life

30 months
After first opening of the bottle use within 35 days.

6.4 Special precautions for storage

Store in the original bottle and keep the bottle tightly closed in order to protect from moisture. Do not
remove the desiccant. This medicinal product does not require any special temperature storage
conditions. For storage conditions after first opening of the bottle see section 6.3.

6.5 Nature and contents of container

Each carton contains a high density polyethylene (HDPE) bottle with a polypropylene child-resistant
closure with silica gel desiccant.

The following pack sizes are available:
o 1 bottle with 30 film-coated tablets.
. 90 film-coated tablets (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
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/18/1332/001

EU/1/18/1332/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 November 2018

10. DATE OF REVISION OF THE TEXT

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 I1

MANUFACTURER(S) 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(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

NETHERLANDS

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

e  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

e 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 III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Outer carton

1. NAME OF THE MEDICINAL PRODUCT

Pifeltro 100 mg film-coated tablets
doravirine

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 100 mg of doravirine.

3. LIST OF EXCIPIENTS

Contains lactose.
See package leaflet for further information

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablets
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. Swallow whole.

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

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1332/001
EU/1/18/1332/002 90 (3 x 30) tablets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Pifeltro

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

Bottle label

1. NAME OF THE MEDICINAL PRODUCT

Pifeltro 100 mg film-coated tablets
doravirine

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 100 mg of doravirine.

3. LIST OF EXCIPIENTS

Contains lactose.
See package leaflet for further information

4. PHARMACEUTICAL FORM AND CONTENTS

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

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

Merck Sharp & Dohme B.V.

12.

MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1332/001
EU/1/18/1332/002 90 (3 x 30) tablets

13.

BATCH NUMBER

Lot

| 14.

GENERAL CLASSIFICATION FOR SUPPLY

| 15.

INSTRUCTIONS ON USE

INFORMATION IN BRAILLE

UNIQUE IDENTIFIER — 2D BARCODE

UNIQUE IDENTIFIER - HUMAN READABLE DATA
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Package leaflet: Information for the user
Pifeltro 100 mg film-coated tablets
doravirine

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.

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

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

o 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.

o If you get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible

side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Pifeltro is and what it is used for

2. What you need to know before you take Pifeltro
3. How to take Pifeltro

4, Possible side effects

5. How to store Pifeltro

6. Contents of the pack and other information

1. What Pifeltro is and what it is used for

What Pifeltro is
Pifeltro is used to treat HIV (‘human immunodeficiency virus’) infection. It belongs to a group of
medicines called ‘antiretroviral medicines’.

Pifeltro contains the active substance doravirine - a non-nucleoside reverse transcriptase inhibitor

(NNRTI).

What Pifeltro is used for

Pifeltro is used to treat HIV infection in people 18 years of age and older. HIV is the virus that causes
AIDS (‘acquired immune deficiency syndrome’). You should not take Pifeltro if your doctor has told
you that the virus causing your infection is resistant to doravirine.

Pifeltro must be used in combination with other medicines for HIV.

How Pifeltro works

When used with other medicines, Pifeltro works by preventing HIV from making more viruses in your

body. This will help by:

o reducing the amount of HIV in your blood (this is called your ‘viral load’)

o increasing the number of white blood cells called ‘CD4" T. This can make your immune
system stronger. This may reduce your risk of early death or catching infections because your
immune system is weak.
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2. What you need to know before you take Pifeltro

Do not take Pifeltro:

o if you are allergic to doravirine or any of the other ingredients of this medicine listed in
section 6.
o if you are taking the following medicines:

—carbamazepine, oxcarbazepine, phenobarbital, phenytoin (medicines for seizures)

—rifampicin, rifapentine (medicines for tuberculosis)

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

—mitotane (a medicine to treat cancer)

—enzalutamide (a medicine to treat prostate cancer)

—lumacaftor (a medicine to treat cystic fibrosis)

Do not take Pifeltro if the above applies to you. If you are not sure, talk to your doctor, pharmacist, or
nurse before taking Pifeltro. See also “Other Medicines and Pifeltro” section.

Warnings and precautions
Talk to your doctor, pharmacist, or nurse before taking Pifeltro.

Passing HIV to others

HIV is spread by contact with blood or through sexual contact with a person with HIV. You can still
pass on HIV when taking Pifeltro, although effective therapy lowers the risk. Talk to your doctor
about what you can do to avoid infecting other people.

Immune reactivation syndrome

This can happen when you start taking any HIV medicine, including this medicine. Your immune
system may get stronger and begin to fight infections that have been hidden in your body for a long
time. Tell your doctor right away if you start having any new symptoms after starting your HIV
medicine.

Autoimmune disorders (a condition that occurs when the immune system attacks healthy body tissue)
may also occur after you start taking medicines for the treatment of your HIV infection. Autoimmune
disorders may occur many months after the start of treatment. If you notice 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, please inform your doctor
immediately to seek necessary treatment.

Children and adolescents
Do not give this medicine to anybody aged less than 18 years. The use of Pifeltro in people aged
less than 18 years has not yet been studied.

Other medicines and Pifeltro

Tell your doctor, pharmacist, or nurse if you are taking, have recently taken or might take any other
medicines. This is because other medicines may affect how Pifeltro works, and Pifeltro might affect
the way some other medicines work.

There are some medicines you must not take with Pifeltro. See list under “Do not take Pifeltro”
section.

Talk to your doctor before taking the following medicines with Pifeltro, as your doctor may need to
change the dose of your medicines:

. bosentan (a medicine to treat lung disease)
. dabrafenib (a medicine to treat skin cancer)
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o lesinurad (a medicine to treat gout)

o modafinil (a medicine to treat excessive sleepiness)

. nafcillin (a medicine to treat some bacterial infections)

o rifabutin (a medicine to treat some bacterial infections such as tuberculosis)

o telotristat ethyl (a medicine to treat diarrhoea in people with carcinoid syndrome)
o thioridazine (a medicine to treat psychiatric conditions such as schizophrenia)

If your doctor decides you should take these medicines with Pifeltro, one tablet of doravirine should be
taken twice daily (approximately 12 hours apart).

Your doctor may check your blood levels or monitor for side effects if you take the following
medicines with Pifeltro:

o sirolimus (a medicine used to control your body’s immune response after a transplant)
o tacrolimus (a medicine used to control your body’s immune response after a transplant)

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant, or are planning to have a baby, talk
to your doctor about the risks and benefits of taking Pifeltro. It is preferable to avoid the use of this
medicine during pregnancy. This is because it has not been studied in pregnancy and it is not known if
it will harm your baby while you are pregnant.

Women with HIV should not breast-feed because HIV can be passed on to their babies through breast
milk. Talk with your doctor about the best way to feed your baby.

Driving and using machines
Use caution when driving or riding a bicycle, or operating machines if you feel dizzy, tired, or sleepy
after taking this medicine.

Pifeltro tablets contain lactose
If you have been told by your doctor that you have an intolerance to lactose, talk to your doctor before
taking this medicine.

3. How to take Pifeltro

Always take this medicine exactly as your doctor, pharmacist, or nurse has told you. Check with your
doctor, pharmacist, or nurse if you are not sure. This medicine must be used in combination with other
medicines for HIV.

How much to take

The recommended dose is 1 tablet once a day. If you take certain medicines, your doctor may need to
change the amount of doravirine you take. See “Other medicines and Pifeltro” section for a list of
medicines.

Taking this medicine
o Swallow the tablet whole (do not crush or chew).
o This medicine can be taken with food or between meals.

If you take more Pifeltro than you should
Do not take more than the recommended dose. If you accidentally take more, contact your doctor.

If you forget to take Pifeltro

o It is important that you do not miss or skip doses of this medicine.

o If you forget to take a dose, take it as soon as you remember. But if your next dose is due within
12 hours, skip the dose you missed and take the next one at the usual time. Then continue your
treatment as before.

35



o Do not take a double dose to make up for a missed dose.
o If you are not sure what to do, call your doctor or pharmacist.

If you stop taking Pifeltro
Do not run out of this medicine. Refill your prescription or talk to your doctor before it is all gone.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist, or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Do not
stop taking this medicine without first talking to your doctor.

Common: may affect up to 1 in 10 people:

o abnormal dreams, difficulty in sleeping (insomnia)

o headache, dizziness, sleepiness

. feeling sick (nausea), diarrhoea, stomach pain, vomiting, wind (flatulence)
. rash

o feeling tired

Blood tests may also show:
o increased levels of liver enzymes (ALT)

Uncommon: may affect up to 1 in 100 people:

. nightmares, depression, anxiety, irritability, confusion, suicidal thoughts

o trouble concentrating, memory problems, tingling of hands and feet, stiff muscles, poor quality
sleep

o high blood pressure

o constipation, stomach discomfort, swollen or bloated stomach (abdominal distension),
indigestion, soft stools, stomach spasms

o itchiness

o muscle pain, joint pain

o feeling weak, general feeling of being unwell

Blood tests may also show:

o decreased levels of phosphate

increased levels of liver enzymes (AST)
increased levels of lipase

increased levels of amylase

decreased levels of haemoglobin

Rare: may affect up to 1 in 1,000 people

e aggression, hallucinations, difficulty adjusting to changes, mood changes, sleep walking

e difficulty breathing, enlarged tonsils

e feeling of incomplete defecation

e inflammation of the skin due to allergy, redness on the cheeks, nose, chin or forehead, bumps or
pimples on the face

kidney damage, kidney problems, kidney stones

e pain in the chest, feeling cold, pain, thirst

Blood tests may also show:
o decreased levels of magnesium
. increased levels of creatine phosphokinase
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Reporting of side effects

If you get any side effects, talk to your doctor,pharmacist, or nurse. 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 Pifeltro

o Keep this medicine out of the sight and reach of children.
o Do not use this medicine after the expiry date which is stated on the bottle after EXP. This
medicine should be used within 35 days after first opening of the bottle.

o The bottle contains a desiccant protecting the tablets from moisture. Keep the desiccant inside
the bottle and do not throw away until you have finished taking all of the medicine.

o Keep the bottle tightly closed in order to protect from moisture.

o This medicinal product does not require any special temperature storage conditions.

o 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.

6. Contents of the pack and other information

What Pifeltro contains

. The active substance is doravirine 100 mg.

o The other ingredients are croscarmellose sodium E468; hypromellose acetate succinate; lactose
monohydrate; magnesium stearate E470b; microcrystalline cellulose E460; and silica, colloidal
anhydrous E551. The tablets are film-coated with a coating material containing the following
ingredients: carnauba wax E903; hypromellose E464; lactose monohydrate; titanium dioxide
E171; and triacetin E1518.

What Pifeltro looks like and contents of the pack
Pifeltro is available as a white, oval-shaped, film-coated tablet, and is debossed with the corporate
logo and 700 on one side and plain on the other side.

The following pack sizes are available:
o 1 bottle with 30 film-coated tablets
o 90 film-coated tablets (3 bottles of 30 film-coated tablets)

Not all pack sizes may be available in your country.

Marketing Authorisation Holder and Manufacturer
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

MSD Belgium BVBA/SPRL UAB Merck Sharp & Dohme
Tél/Tel: +32(0)27766211 Tel. +370 5278 02 47
dpoc_belux@merck.com msd_lietuva@merck.com
Bbbarapus Luxembourg/Luxemburg
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Mepk lapm u loym bearapus EOO/]
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.o.
Tel: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf: + 45 4482 4000
dkmail@merck.com

Deutschland

MSD SHARP & DOHME GMBH

Tel: 0800 673 673 673 (+49 (0) 89 4561 2612)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EALada

MSD A.®.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece(@merck.com

Espaia

Merck Sharp & Dohme de Espaiia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: +33 (0) 1 80 46 40 40

Hrvatska:

Merck Sharp & Dohme d.o.o.
Tel: + 38516611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

sland
Vistor hf.
Simi: + 354 535 7000
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MSD Belgium BVBA/SPRL
Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme B.V.
Tel: 0800 9999000

(+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp. z o.0.
Tel: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Romania
Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 29 00

msdromania@merck.com

Slovenija
Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: +386 1 5204 201

msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel: +421 2 58282010
dpoc_czechslovak@merck.com



Italia Suomi/Finland

MSD Italia S.r.L MSD Finland Oy

Tel: +39 06 361911 Puh/Tel: +358 (0)9 804 650
medicalinformation.it@merck.com info@msd.fi

Kvnpog Sverige

Merck Sharp & Dohme Cyprus Limited Merck Sharp & Dohme (Sweden) AB
TnA.: 800 00 673 (+357 22866700) Tel: +46 77 5700488
cyprus_info@merck.com medicinskinfo@merck.com
Latvija United Kingdom

SIA Merck Sharp & Dohme Latvija Merck Sharp & Dohme Limited
Tel: + 371 67364224 Tel: +44 (0) 1992 467272
msd_lv@merck.com medicalinformationuk@merck.com

This leaflet was last revised in {MM/YYYY}
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu .
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BB T, KHNZY 7775
Y DOCmax ) FAUC%R ZNE
32% M U8 %I T &7,

BN

TINAYF v

FEEGRT T 4 TITBWT,
AH (600mgHEIT1I H1M) &
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Nl N REHGI, B
ETAR) HL BEEEERR

) BIEH OB IS O BRIR BRI & 425
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(1) B AR BER L Ty BIERIC600me % 1 H 2 [WHBEC L 72 & Bl
BV TRMMRSRIEROB M H]E S hTnwb, 16T
AN 3 A G S FE B L 720
Q) BEEGOMFEIIZ. NI VAL v DEZY Y v 7R BEE
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1. MARRE
TEHERL A S F12200~600mg (4 7 V) % Zef IR Bl 18 5 L7235
Ay AHI DM IZ, $5#%2.5~3 5B MICE — 7 13E L, Rl
#56.4~58 . 3KEHE TH - 72 (%n=6). AR TR (AUC) &
O AR B (Cmax) I EHA =R LA Ly 600mgH. [\l 4%
BB 5AUCIZ316.9%£69.8uM - h, Cmax!d6.8*2.3uMTdH -7z
(n=6), (K1)

1 RERARTICBT A7 7L vy HEAROKSH#0

M AE PR EEHERS
(ng/mL)
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—a— 200 mg
2500 —=— 400mg
—e— 600 mg
it 2000
ﬂf’i{
11500
b3
Jig 1000
500
0 T T T T T T T T T T
0 24 48 72 96 120 144 168

R R (h)
(3534 0 1,000ng/ mL=3.17 u M)
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W RANTAEW IS TH D Z LRSI N, (K1, K2)

1 HHEAEEAC600meg % SEAl (111 88) 3dh 7 u#l (1063
HTEN) LU TEERRERORS Lz & & 0By BEE T X —5

. AUCot Cmax | Tmax? t1/2”
=, N I ;
i R oA (uM - h) (uM) (h) (h)
600mgHEAl 338.77+111.37(8.06+1.95| 4 (2-8) | 78.21+27.74

200mg# 7V x 3 {326.97+112.47(7.50+2.81 | 4 (2-5) | 75.81+29.56
Ty = R (n=21)
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O OHNTH, EFIERSIIIHRICAE T, BHETORINOK
TARME SNz AEHK S b Tmax (3~ 5 W) 1I221kix 7% <.
MAE P I3 S 6 ~ 7 H TR EE L 720
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KGR T ¥ F 4 712600mg (4 7E V) % ElEE (894kcal. JENG
54g. A 1Y) —D54% D3 HRIHK) R OMRBEIL £ (440keal. HRIA 2 g4
Ha) =0 4 %A PRITHR) HEIE R RO Lz a, 25
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APNIHIV-USH U CARBEMICRITEETH 5 720 & MCBUT 2 AR# o
#x. CYP3A4K UCYP2B62 Y G-3 %0 F 72, BRIRHI & D MAE ik
fipH (Kifiti ; 8.5~17 uM) T. CYP2C9. CYP2CI19}& U*CYP3A4% [
95 CYP2ELZBERE, MRS ERETREZ2 B X 0 2% ) mi
JECCYP2D6 ). O'CYP1A2 (Kifiti ; 82~160u M) Z B L 72,
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BHHNTWVD, HIVESBZIZAH600mg 1 H 1 1% &t bE Fd: 2 47
> 7288, CYP2B6DE(ETTIASBI6TT O BEHE TII516GGH BT &



HART, BHIRBICB I 2 AUCHH 3L 72,2 %23, CYP2B6
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ENEN31%. 35%ROB0%EA LT,

(B8 Pk Rk #&]

<4 BERKEER>

C214FBR(TITANSEER) 4D  HIHIVEDBRENHGUOEFEN - U hFE
JU(LPV/DIC & B8FBBRH7S OWHIVREARZLDFE R & LAV FE
JUB00mMg R O'Y + 7 EJL100msD1 82845 (DRV/r 600/100mg BID)
cO0EFEW - U RFEILA00/100meD 1 B20#%-5 (LPV/r 400/200msg
BID)DEAERBINF ICL BIFERFENBUBHBREZRRLIC, MBELER
SBRIIEMDZEB LIcHHIVEE B o, BHOBEERROEBFMEIC
RmYIHSNT. DRV/rEf29868IDFHPRE(F40/ (B 18-68), SHD
77%. ANBFEBA54%. BA18%. ERNZVH15%, PIFPAI% T >
oo HBESHIOMPHV RNABFESEIFA.33l0g100E—/mL, CO4B5IE >
INEKE D P R1B(F235/mm3(&EEA3-831) Tds > 1oo 96IBIFDERIRALIER F
6ITR T,

=®6 ERARAHIDIE(C21455)

DRV/rg# LPV/rE¢
600/100mg BID 400/100mg BID
+0BR*7 +0BR*7
N=298 N=297
DA JVRAFHIHRHIV RNAE)
<4003 —/mLE: 66.8% 58.9%
<503 —/mL=P 60.4% 55.2%
BEEHSDE - -
(T8 ; logiIE—/mLy=® 171 152
CDABSIED > XERBODIR S HID DD
B{L(PRfd ; /)™ o 93
YA VRBEDEEEH 11.7% 22.9%
BB & 7.4% 13.8%
U\ RS 4.4% 8.8%
DA VAR UIC & BIBEPIE™ 0% 0.3%
RERFEEERICL /5P 7.7% 6.7%
DIk BB EPIE 14.1% 12.8%

1) TLOVRZ VT XL THT

3E2) 96:BEF H' <4000 E—/mL T > THBEMIPICER DB (ST
BRI LIS

3#3) NC=F C#i52

SE4) 16885 2RMHIV RNABH >40030E—/mLTd > 74l

5¥5) 96 B & TICHIV RNAEH'<400DE—/mLICE > foh'. 9688 (&
<4000E—/mLTlFRh > 16

3E6) 96885 % TICHIV RNASH' <4000 E—/mLICESBH > 1Al

5E7) Optimized background regimen | Z#{tSNICESBEDOMES
(@NRTIENNRTD

C202/C213:BR(POWER1., 258848 | ZEQGPIMIMEL N )bz R HIVE
RBEENRE LIL2DDEEREIN T ICL DABRTEUEHR=Z R,
HEMTORR. DRV/r 600/100mg BIDB1316IDF P RIEISA37 (8
B27-73). BMEH'8I%. ATBEIBA81%. BA10%. ERNZVHI%T
Hofe HEFDMPHIV RNABEIIEIZA.61I08100E—/mL. CD4B5ME
U U NBERE DD R(B(Z153/mm3(EEEB3-776) Tds o 2o MHIVEDBHEIE (F
BEFHBOE. DRV/rBE(PID'4AF], NRTIAGH], NNRTIAMHD &xfRPIBE(PI
P4EL NRTIAGHL NNRTIAMED B TH Y. Enfuvirtide(ENF) DR
FEIFDRV/r&Eh%20%. IIRPIBEH7% Tdo > 1o I6EIFDOERRALHEE K7
[P e
|7 ERAREURODEIE (C202/C21 38R HERRHT)

DRV/1EF —
600/100mg BID e
+OBR™® o8
N=131 N=rea
DA VRFGHR
HV RUA1oss2 /i o0 075
HIV RNABA<500E—/mL= 38.9% 8.9%
SRR 29.0% 79.8%
LRI RN 84% 53.2%
e 16.8% 185%
A R 3.8% 8.1%
R RFEEFRI L BASPL 9.2% 32%
OBSI- & SR5PL 53% 73%

1) TLOVRZ I TIY XA THISE

5¥2) 963885 H1.0log10 I E—/mLL 5@ T > THBEMBICEM D
BHEFESH BRI

SEI) N—=RS4 VA B12805DHIV RNAIZ0.5log10aE—/mLIL ED
B DERDBNED > 1Bl

SEA) SBEADEEDHIV RNAIZ1.0logio3 E—/mLEL DA B H BN o
96:885(31.0l0g10IE—/mMLIA EDBADH'ERD SN H > 124

5E5) 96:BFE TICHIV RNAHYM OlogioIE—/mL EODRBANZE S D > 1l

5£6) Optimized background regimen : EEESNICHSBEDMESE
(2NRTIEENF)

E7) /BBEOPIZOEFEIV/U bFEL 1 36%, RRFPVTUFEL:
34%. ¥FFEN:35%. PRYFEIL 17%THY. 23%DEBET
boosted PIN2EIBFASNT.

FRAMERBECGECIERARORBEBINOIANIIAZHHR
POWERSE R UDUETHERIC S 3DRV/r 600/100mg BIDESHIDHSE
BT RBRUKIIRT, BEAOBLTEBMTTIIVIIL V32l L33F.
147V, 150V, 154LR [EM. T74P. L76V. 184VR [FL8VOT 4% R '3
DLLERDENBIHE. DRV/IDDA U RFEHBIFD LIz BEBDE
W EOFIBRERITIE 5 U RFEBHBOFART T > 1.
%8 FAMMERE RGBT E/ENFIE SBI024 BB O 1 JU SR
(<503E—/mLOFEEEIS) : POWER. DUETHEROBISRERI

n E)
o 5% 39% 60%
(455/10146) | (290/74141) (165/2736
o 54% 50% 66%
(359/660%1) (238/477%1) (121/18361)
) 39% 29% 62%
(67/172f1) (35/12081) (32/5241)
. 12% 7% 28%
2 (20/17141) (10/13541) (10/3641)

) AF/ U EFENICHT RN ERIZSEIUTOEROKNVIL
V32l L33F. 147V, 150V, 154LR ([FM. T74P, L76V. 184V (&

L89V)



®9 RAMMHRE (KRBT BI/ENFIZSBI D248 D Y 1 U RZHHR
(<503E—/mMLOBEES) : POWER. DUETHEBRDHEEET

ZWFELD
phenotype™® ] El\gg _?g? / ENFHIRIR S8
(N—=R54 V)
All ranges 45% 39% 60%
(455/101441) (290/74141) (165/27361)
<10 55% 51% 66%
- (364/659%1) (244/47741) (120/18241)
10-40 29% 17% 61%
(59/20341) (25/14741) (34/5661)
>40 8% 5% 17%
(9/11861) (5/9441) (472441)

%) Fold Change(FC) : ECs0MfE=RZ1t

C2295{ BR(ODINEK BR) : MHIVE D R AR RO b SHIVEE B ES904 %
NHE LIS EL800mgROY k7 E)U100meD 181035 (DRV/r
800/100mg QD) & A )LFE L 600mgkO) k+EL100meD1 B20#H%S5
(DRV/r 600/100mg bid) DEEREIUNITFICL SIFERSE B EHR%E
EieLico MBEHIC, 2B EDONRTISICE BBEEEDN DY, HFE
UM EESEE RNV V32l L33F. 147V, 150V, 1564M. 154L, T74P,
L76V. 184V, L8OV ZLIBWEBE TH o1, MEHDEBEERROERS
MICRYEHONT, FimPRBFI0RE(EEB18-77). BEH64%. A&
[FBA36%. fA26%. EXRNZVH18%. PIPAIERTHo1c. 75
BIDMPHIV RNAEF9E(F4.16 logioIE—/mL. CDARZMEY > /NEk¥L
DPRE(F228/mm3(&EH24-1306) Th > 7o, 48IEBFDERRAMEE K 10(C
~Yo
R10 ERERMEOBR(C22958)

DRV ORV/ &
800/100mg QD|600/100mg bid | BEkEE:
+OBR= FOBR | (95% EERM)
N=294 N=296
S AR 12%

HV RNAS<500E —/mis | 212(721%) | 210070.9%) | ¢ 4 1 g 5y
HIV RNABDESBIABOETL e . 0047
(458 - logiaE—/mL)=> : : (:024 : 0.16)
COUBIEL > RRORSRDS | | o T 5%
DIEAL(PRE © /mmD= (-25:16)

1) TLOVRZIVTY RAICK Y5

3E2) RIGE (%) DEDIERELICE D

33) LOCF(Last Observation Carried Forward)f#5e

F4) F9E

3E5) NC=F CH#isE

3¥6) Optimized background regimen : Z#{LsNIcESBEOEESE
C211A BR(ARTEMISTH BR)49) : fIHIVE D FEARBR DB OHIVR R BE
689%I AR & LI &)U EILBOOMgR U'Y k7 EJLU100meD 1810
#5(DRV/r 800/100mg QD) OEF+ENL - U R+ EILDIBREE
800/200mg(LPV/r 800/200mg/B) DEIEASIT T IC K BIFERFE L BLL
BRABAEEBLIC,. MBEET/HRENTDRI00MegR VI ALY Y&E
V(FTC)200mex ERBEE Lic. BBEDBEEIROERFHMUEICHRY
HHNT . DRV/rBE343%|DE P RiB(F347% (856018-70). B14H70%.
ABEBA40%. BA23%. ERNZYH23%. PIPAIS%TH o1,
HEFIOMPHIV RNASF9E(E4.86l0g103E—/mL. CD4ABZIEY > /N
HODPRIEF228/mm3(8EFA-750) Th > 1o, 192BIFDERRAIERF11
RUOFI12ITRY,

R11 BRRKEOHE(C211588)

DRV/rg# LPV/rE¢
800/100mg QD 800/200mg/8
+TDF/FTC +TDF/FTC
N=343 N=346
DAV RFEZHR (HIV RNAE)
<B0IE—/mLED 68.8% 57.2%
<4003E—/mLED 75.2% 65.0%
BERNBDEL
(9 : logieaE—/mL=? 235 203
CDABs MY > NEEDIRSETH B
DEAL(PRIE : /mm?)= 258 263
A U RSBDBREEK 16.0% 20.5%
YN RED 11.4% 14.2%
Y1 VRBOMENE L 4.7% 6.4%
RERFEESRICL BRSPS 4.7% 12.7%
H#ORBIC L D/EPIT 14.3% 12.4%

$31) TLOVRZ LY ZAIC & YRS
5E2) FESTEM (FREPUF) DEALIF0E L THSE
SE3) 1928 TICOAM W REN B0 E—/mMLICE>TH
<B0TIE—/mLTI>BH > 7=pl
$E4) 1923885 % TICH1 VREH<E0TE—/mMLICESBH > 14l
5E5) FOAHA A RCEL192BBFDEST (D1 U RSBREHEOH)
F12 B5HHIV RNABRID 5 A U R$HHR
(<500 E—/mLOBEDOEIS)

192885 (&

DRV/rB# LPV/rB
800/100mg QD 800/200mg/B
+TDF/FTC +TDF/FTC

<100.0000E—/mL
>100,0000E—/mL

69.6% (157/22661)
67.5% (79/11761)

(5 % % =
1. {EFIFS0) ~50

HWFEVEHV-1TO0T P —ED2EMMERUBREUZEET 5, 47
(FHIV-1BBABICH VT O VRO I — R I BGag-PolR U ESEDLIMT
ZRROICPAZ L., DR, RERMZT T DRIV ADRE A% HH)§
3o AEIFK04.5x10-12mol/LCHIV-1T7 07 7 —EICROLEAIMEEF L T
BY. HVTO7 7 - PHESFIMLEEEZERDEE LR IC<H 21 D
RENZ13BOE FTOTP—HICHT BAEEAIRDENED 21,

60.2% (136/2264))
51.7% (62/12041)

2. 3194 )L R {EF55) ~59)

AEFE FT@IER. E FRBOEKROE FEXK/YH0T 7 —YI(CaM
RSB HIV-1 RRE R OBRARNEENR, WOICHIV-2RBZHRICH LD
HIYEM(ECs0f& : 1.2~8.5nmol/L)ARY . AEIFHIV-15)U—TM(A, B,
C. D. E. F. GOORUTI—TODERKRDBEMBER O DBEREBEHTIN vitro
T IV REFM(ECs0B : <0.1~4.3nmol/L) =R T In vitrollBHF B
AEDIHA U RERIE. 50 % MAASMAEMRA R I BE(87~>100umol/
LD&YEHTRITEOEBETROHND, AFIDECsBIFE FMEBEFT
[FPRETL.4EBZ AFIEHVIOF P—EREF(FZV T LFEL. ®
W24 FEVRTY FFEIEHRATBDIEICLUBREREZRL. X5
LAY RRYGEEBERAZEI(P AL, IZ/ VY TLRUYREY,
SITIV, YZWTIYV, FLUIEEVRUOIYRTIV), XOLVAFR
RWGEBRAEE (T /KRE), EXOHUAY RREGEERAEA(T
KSEUY, I2727ELVY., FSELIY, RESEYRUOUIEEY
V). HVZOFP—EREF(PAYFEL,. 41> IFEL. BEFEL.
Y+ EVE Utipranavin R OBEEEH (enfuvirtide) E BT 5 & (2
FUBNERAR LI, REF|ECNSDEEEDHBICHO THNIEMRIER
HENBH ST,

3. B0 ~62)
BIFEVBFBETFTEELULCBEEHVIADSMME DA IV EZBBI-DIT,
SEN FOMRERURLIZESS, MDA IVAORBHRDSNTIC, M
M )V R L TAF(E400nmol /LA B A B5EE Ciins A x L1z(n
Vitro)o CDMIED AV RIFE, RENSH L TOREZMEH23~00BETLT
HY., JOT7—EBEFI2~MEOPI /BERABL TV, INb
DA IVADEIFEVMERFE TOTFP—EARAOTP I/ BEEDREE M
[FEROENBD 2o, HVIDT P—ERZBFMIEERAE T DDHIV-1
M5 IFE VO (ECSBHE3~64115Z1E) %in vitro TEZLICHE
B, AFEVWUHRODTOT 7 —ERIC22ZBOP I/ BEEHPRL. O
@ S HBLI0F, V32l L33F. S37N. M46l. 147V, 150V, L63P. A71V
RUI84VNZE R FMIENBEMRDS0 % BICFRD B NIc. A7 E VMmN (ECso
BDL : fold change[FCI>10) &3 (ICIE. CNHDERDD BRIESE
DOHVT7 D7 7 —EHRBAMEEEERIVETHY. DE2BORRIET
TICTOF P—EBEFRICBEELTO I, PYTLFEL. PAYFEL,
AVIFEN. BEFEN. RIVT714FEL. UbFEL, HFFELD
3 O (EtipranavirCMi i DBRR D BEMR1.113%. WO ICHEERIREAERC202/
C213=8 K U'C208/C21 5B MRAT ICHAA AN S NI ERE DARKIR 558
PERIDDBIREBOHRICHBUN T, AHIITHT BFC>10(PRE) % R LD,
10@%BA2HVIOT P —CREAMEEEERZF/F > Ic Y TO)—TD
HTHDT

4, ZRHMESD. 62)

HVZOF 7 —EREAICERXIMUENROSN DTV, PV TLFEL,
FPRYFEI, 4VIFEN. OEFE. RILTZ74FE. U rFEL,
HFFER(EtipranavirlZw I RS AR T L 7-BRR 73 BEES3,3094k D
90%ICHL T, HIVFELORZMHETEI0OBRETHY, [FEAEDHV
JOF P —EREFICH L TMMART D1 VRICHIVFEIVDORSE SR
FSNTO, HVZOF 7 —ERBAIMIMERD SRR LICAILFEVICH
MARIRIIRDDBEIHRICDNT, tipranavirlCB 9 M &sTs N, 74k
D> B6#K Tldtipranavirlc g 2 BREMETH/NESH > 12(FC<I) T &H
5. AFEVEtipranavirE DIEXMEFREN TH 2 EDRSNTH
%, EREEDEVHDS, XOUAYR/XHUAF RRAYEGEEERBEH).
IEXOUF Y RRYEGEFHRMASE. BEESEEAVFELEDBICKR
MitELCB0WEEZ BND,

(BxhE 2 CBEY 2 LRI R]
R+ TA/ —)uh#(Darunavir Ethanolate)
(3R,3aS,6aR)-Hexahydrofuro(2,3-b]furan-3-yI[(15.2R)
-3-{[(4-aminophenylsulfonyl] (2-methylpropyl)amino}-1-
benzyl-2-hydroxypropylJcarbamate monoethanolate
¥R 1 C27H37N307S - C2He0
PDFE 1 593.73
s

—M3
v=aE=

CHs

[N S [T/

SBERE  NN-I X F VRV AP I RICEBD TEFPI<. PEFZRUITE
FPI< XB/ = VICPPBFICL ITH/ —)V(99.D)ITBIHIC
<<, 2-T0N/ = VROKITBD TBFIZT W,

B = :100~105C

DNEFRE  LogP=2.47(1-F H & / —)u/pH7. 0% ER)

[ 38 % #]

| AR > Tl BE L TARICE L TEL B EMY - Rk
DF— %S| == INED B BE B, 1 T7— 4 ED
VeV EBSD LD ERICBEITDH &,

2 BB TRER PR G EPOBRSERII OV T, BT HEPHI
SRR ORI ERE BT B,

3 EEENEAET T 53 COB. FAlE LTENOSRSENEIRE L
TREBEE L. AFOEREEET SHRERLR. BN B
2 CE AR OEME - R2MASD.) ROEMBE RO - 5%)%
RELTEBNCRET 50 C blo. BEOBES BREDERICSHET
RERE L TR B,

(2
YUY RA&5600mse : 6088(/NS)
TUIREFA—T8800msg : 3088 (N 3)

#]
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% % 20194F 8 T ET B110)
*20194F 3 HkgET

H AL RS o 0 7 7

87625
paod - A aRBN 22oH
T g RRDS: 00840
JU 2 b3S o C DL
7 A N 2L WESE B © 201147 3 A
FEIRRFEA: - 19964F 3 A
M /- t jl ﬁ lUUmg
(Y hFEILEE)
E) FE KIS FE I VHERTAZ L RESRTHRE
Norvir

BMES (ROBEICEBESE LBV E) **

1. RFN DR LB BUE DA O & 5

2. ROFH# PG50 BE © F =V VBT, X7
U VIERREKIY, 7V A4 = FEERE, a7 x
J UMY, TIA Ui, YEVR, EaFfy
AL, Tr¥RFIHA, AT I VAREE Ve
FOTZ)VI¥ IV AVNVERE, VI X M) <AV
W, AFNVINITAMN) <L A VB LMY TS
7 v BALKEERRIE, NV TS 7 4 VIERRERI, v
FFEIANT TV (LNFE), 555740V (T F
IUH), TENV=ZVVY Y, VI7rTF v, TuFrtk
Yy, YnN—uaIFH Ny, aIFZERAVVEE V7
YA, JuFETHEE AT LA, TAYITAN, TN
SEYNRLEREREE, FITYVIA, IFITA, UF VT
7 b, RV IF V=V ([HHELEHOHEZR)

AR RE ST RERE B0 H 5 BHE T, a Ve F U &S
o BE THESEH]oES )

WA - 4K

R 7 J — ¥ 7 §¢100mg

%
é,\E
m?'ﬁ ) R FEV - 100ng

(

aRYVY Ry, £S5 VBNV E S v, BEEK
AW, TINVEBAFTIIVFE MY A, MK VR
KEHINY YA, TS aru— 22910, BiLF45 >,
< 7aIT— 0400, tFadFyFuibila— A,
V7, <7 aIT—)4000, R VILX— 180

o

o - R | A~ MEABO T VAT —T 4 VT

L L LI

4t

@ | (D | =

JH 4% (mm) JE S (mm) EE ()

xR & B

# 9 #) 6 #10.79

ikl — ZINK

WRhEE - TR
HIV &G

WA%E - BE

S, BAIZIZY M eV E LT 1 M600ng (AF#] 6 )% 1 H 211
BEHRICHEOKS T4, 72720, 5 ®WHIZ1M300ng%
1H2M, 2HH, 3HHIZ1M400ng% 1 H 2, 4HHIE
1 |1500mg#% 1 H 218, 5 HHLEEZ 1 1E600ngz 1 H 2 B
SRS 5.

B LCTE, BT MoPHIVEE 52 L.

' <% - AEICEETAERALEDEE>
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mLEEEB) JITEL. 943857 (E9MB) OSBRI TEL L1,
THAUCF4542ng-h/mL T > 1= (F1. B1),

HRRFNBICHT DR

e
Be
70N

R1 BAARBAACFHSMEE RESODRORS LIS &0
MmEIBPIIVEE Y Y DEMENE/NS A —4R
HEMENRE/NS A=K N=8
Crax(ng/mL) 144.3(49.66)
tmax(h) 5.00[2.00~6.00]
AUC.(ng-h/mL) 4542(2001)
ti2(h) 43.0(10.9)

THE IBERE), toa . PRIE(EE)

250

200
2
E’) 150
Bl
e
4 100
L5
g

50
0 T T T T T T T T
0 24 48 72 96 120 144 168

BREICh)

BAARRRAICEHEMgzREBORO/SLICEED
MmiEPUIVEE ) ViRE-RHREES(TI9E+HRERE, n=8)

<HBAICBIFBmIE>

1. IRUR - MERRED. 13
BEMARAICKF2OMgAZ RE ICEODROBS Lo s, migd
DIEEY VEEIHRERI~OFRE(PRE) ICRSMEPEE
(109ng/mL(EH@)IIEL. #4585 (EHB) O 3E L3458 HA
THEELLTco MHAUCLIE3403ng -hr/mLToH 27=(B2),

140

&1

miEPE~E (ng/mL)

0 24 48 72 % 120 144 168
B hn

B2 SEARRBEAICAF2SMgEBORORS Lice EDMETP
VIVEEY VIRE-ISREHS (FI9E+RERZE, n=34~35)

FHIVEIC & BI8BRROEOHIV-1REREZ (. £FI25me% 1
B10&RERO®RS LICE TBEROMEE B - REDEYS)
RERTLURBIMEREPUILELY Y OENERE/NS X —2(HTE
B)&R2CRT, HV-TRRARBECSTH5MBEPIINEEY VD
BESREIALVEEBTH >,



5.

%9,

®2 SBEAHIV-IBRBEICHFIMEBPUIILEEY Y OEY
BRENS X — R EEIE
(52 M4BEBR(C209 K% U'C21 5588 DI6E IS H SAEAR)

EMEENS A8 N=679
AUC24 FE(RERE) 2235(851)
(ng-hr/mL) choufE (456 2096(198~7307]
Co FERERES) 78(36)
(ng/mbL) choufE [#5E] 73[2~288]

REOZE  BRAANCKK75mgz., ZEFBICEOROKSL
fcEEOmMEPYILELEY VOAUCKE, RERICEODROZSL
fcEEEHBLTHA0RED o 1o, Ffc. BESERENER
BICAF7Emg=ROBS LIcEEDmMEP U LEEY Y DAUC
(& BERGRER) ICRODH/S LIcE S B L TO0%ED 21

. MEEORBSES

In vitrostBRICHF BV ILEE Y Y DMBESHEEIFHI9.7%
ThY, ECPVTIVHEE LI CEEENTE) o

R

In vitrosdB T, UIVEE U VIFEICCYPSAICKURBSNTI,

. BEt1e

RERRRAICC-U LEEY Y ORAD 160mez 2O OES L1
EE HBEUIRIETREDS5 % (EHE) A'3EDP. 6.1% (F191E)
DERPDSANENTC, RPRORPOREEDEIGE. ¥ N
XNIESEN25% (B RO %FB T 01

BIHREIRE BET

BREATHEAEREZ (Child-PughXR O PA, 88 K U'hEERATIEALRE
E(Child-PughX 7B, 8fl) BB ICAHI26meg=1810xER
O%SLIcEE0mMEBPYIEEY Y DAUCu(E, BERAAEE
BLTENENAT N RUD%EH D12(F3). BEAEERERER
OPSEMEABERE LA RS THEE, ABEZBAMNITS
DBEFB0. B8, EEAEAEERE(Child-Pughr370)%
HNRELUICHRIERRBL TOBO,

R3 REMALUHERSES ICAF25Me = RERORS
LicezomBPUINEEY Y OEMEE/NS X —2

/f’:;“ffz RENA | FRaEEEE %&fﬁg&%ﬁ
BEFREEEEE

n 8 8 -

Comng/mL | 1443(3570) | 187.0(6631) |1.2680.9804~1641]
" 5.003.0~12.0) | 5002.0~240) -

AUCzs ng-hi/mL | 2152(538.1) | 3206(1080) | 1.467(1.144~1.881]
tehr 6059(2003) | 8082(33.17) }

PEEREEEEE

n 8 8 -

Crmax ng/mL 146.8(30.21) 143.5(49.69) |0.9496[0.7514~1.200]
tmax hr 5.0(3.0~5.0] | 20.0[2.0~24.0] -

AUCz ng-hi/mL | 2318(385.9) | 2525(8612) |1.052(0.8379~1320]
ta 56.01(2131) | 9056(37.009 -

a):n=7.b) i n=5 IHBGEERE), tmax - PRIE[EEEH)

.BEFIRVANWARU/RISCERFRDA IV AEERRES

BEMERMBREENOBR, BEFRDAVRARO/RISCRAFRA
DA R EHV-TOEEREBEOMEP Y )VEL Y > DAUC24
ROColC, BRAR LB BEEFTED o1,

. BigEREREY. 10

BAEREEREENARE LICHEREBERL TOROD UILEE
UV OBEREERREN TH B, BRERESICLYUILELEY
VOEBICEEAEFEERIFSBOEHERSNS, UILEEY
VIFMRESHEENBOI EHD, MBRENTPEEREENTICKLY
FrESNSIREMEIFE,

R ERN\ORS

EIRPHADHIV-1RERBZE (156 (2, AFI25meg% 1810451
fcEE UWEEY Y DCraxe AUC24n R OCrinld, P EE (6~
128 ; 116D &L T¥N¥N21%, 29%R035%BA L. 4F
RGBT ¥Nn¥n20%. 31%R0O42% B LT,
EMBEER
ﬁ%%%@%ﬂ@{#ﬁ[a:é%%éﬂ%ﬁ@%ﬁ%’é?ﬁt:ﬁ@“(ﬁél

x4 HEARBSHOUIEEY Y (150mg 181081%5) DEY
BRENS XA —2 DL

VIVEED > OEMBIRE/NS X—2DLE
PTa=2F-o HEEOBS Pl BF B/ 3045585 (%) (Q0%ISHEX D
Cnax AUC Crin
V4 /8 | 400mg 1321 100 100 100
1810 (90-110) | (95-106) | (92-109)
F/REIV? | 300mg 15~16 96 101 99
1810 (81-113) | (87-118) | (83-116)
&)U+ E )b |800mg/100mg 14~15 179 230 278
/URFEL® 1818 (156-206) | (198-267) | (239-324)
OE + £ )b | 400mg/100mg 15 129 152 174
/URFELD | 1820 (118-140) | (136-170) | (146-208)
SW7 53 | 400mg 24 12 112 103
e 118208 (104-120) | (105-119) | (96-112)

UIVEEY > DEMEIHE/ S X—A DL
B HEAZORS | A% BHFRES/ 83015 565 (%) (90%(SHIXED
Crax AUC Crin
UZ77FV® | 300mg 1417 65 54 51
181@ (58-74) | (50-58) | (48-54)
T a)3)
U7r7F2 | 300mg 1018 69 58 52
1810 (62-76) | (52-65) | (46-59)
UZF7FUP | 300mg 1718 143 116 93
1810 (130-166)° | (106-126)° | (85-101)%
JFEFIVYIU LERE Y
VEAERS 99 91 B
rommE | 2220 | @a-118) | (78-107)
40mg 1@
IPEFIY | UL EEY
VBEES 15 24 B
2858 2224 | o9y | (2028
40mg 1@
TPEFIA | U LEREY
VEABS| o, 121 113 B
ABsRI% (106-139) | (101-127)
40mg 10
U7 7> E | 600mg 1516 31 20 "
o 181@ (27-36) (18-23) (10-13)
:r ~ 1:9) F | 400mg 1415 130 149 176
V= 1810 (113-148) | (131-170) | (1567-197)
\75 X 2?’ > | 20mg 1616 60 60 67
— U 1810 (48-73) | (51-71) | (58-78)
7t r\;ﬁzo)z 500mg 16 109 116 126
VRS =) (101-118) | (110-122) | (116-138)
P RN | 40mg 91 90 90
x2722) (1818 6| 9-108) | (81-99) | (84-96)
f;\u\)vzgab 500mg 16 17 125 118
B 18 (108-127) | (116-135) | (109-128)
D 52; 50mg 1516 92 98 104
T4 18 (85-99) | (92-105) | (98-109)
YA T LE [150mg 1 104 112 125
e 1810 (95-113) | (105-119) | (116-135)
REY : —

a) UYIEED VEFI2Eme 18 10#%-565
b) UEED VEFI50me 18 10#&-565

o) VIR VEEI2omegz SF & LTS LIcE EE DR

d UIEED VEF75me 18 10#%-565

®5 UWNEEYYEA(150mg 18185 EOHAROERY
BENSX—20L

BREORMENE/NS A —2 D
pER HEEORS | A% HHFRBS/ BRI 585(%) (0%(ETBXE)
Crmax AUC Cain
V& /929 |400mg 13~21 9 112 _
181@ (80-114) | (99-127)
7 /R [300mg 1616 119 123 124
181@ (106-134) | (116-131) | (110-138)
SWFES | &V F E U/
UkFEL 1415 90 89 89
800ms/100mg (81-100) | (81-99) | (68-116)
181@
oOEFEL® O+ B/
UkFEN 15 96 99 89
400mg/100mg (88-105) | (89-110) | (73-108)
182@
ST 45> |400ms o4 110 109 127
w10 11828 (77-158) | (81-147) | (101-160)
Yo77F® |300mg 1417 103 103 101
181@ (93-114) | (97-109) | (94-109)
U 27> |600mg 15~16 102 99 _
o 1810 (93-112) | (92-107)
4k 3 # |400mg 1415 85 76 34
v—u'9 1818 (80-90) (70-82) (25-46)
* X 7 5 |20mg 1516 86 86 -~
V=) 1810 (68-109) | (76-97)
7+ k7= [500mg 16 97 92 _
/271> 10 (86-110) | (85-99)
IF-MVI|TFZNLVIR
RARSYF|[RSIYF—L
SRR N VT F R 117 114 109
FOv (106-130) | (110-119) | (103-116)
0.036mg/1mg
181@
JIWIFR|TFZIIR
FOYPRY LS Y~
[JVIF R 94 89 99
FOov (83-106) | (84-94) | (90-108)
0.035mg/1mg
181@
7 RN R [40mg 16 136 104 85
27220 1818 (108-168) | (97-112) | (69-103)
£ 0LV # [500mg 16 98 103 _
$vv22 1@ (85-113) | (95-113)




BEHRZDIEMERE/NS A —F DL
BHEEER HEROBE | A% B PR/ B0 585(%) (Q0%SHEX )
Crax AUC Crin
> 7 F |50mg 15~16 93 97 _
740229 1@ (80-108) | (87-108)
R() X # [XHRY
86 84 78
N ,0)5) ~ ~
e 60~100mg | 1213 | (o5 05y | (7a-95) | (67-91)
1810
S(H) X H(AFRY
87 84 79
2\ ,0)5) ~ ~
i 00~ 100me | 12713 | (9g.97) | (7498 | (67.92)
B1@
X Rk U |850mg 20 102 99 B
/)25 1@ (95-110) | (94-104)
Y X T LK |[150mg o1 110 106 96
Jup) 1810 (97-126) | (94-119) | (83-111)
v 3% v |05mg o9 106 98 _
+/D26) 1@ 97-117) | (93-104)
BHARRE —

a) YILEED V&EE|75me 18 10#% 56
b) UIEED VEFI25me 18 10#&%58%
10. QTR IS T B F&27. 28
R AB0E %[ RICAFI2ome(BBARME) %218 10KRERO
B5 L. REOEERE B%O)QTCFF%E‘L&[@S‘Q‘Q’%%@;i L
R, QTCFEBICH LEERNICERRFL[ERDOSNED -
(TS EREDEDRKE: 2.2ms) (TS RAROUBMERR
(moxifloxacin 400mg 181@) &AWV EEAEMT OO R4 —
/\“—ﬁﬁ%ﬁ]o
BE. BEAAICSHFZQT/QTcelHiERZRICHENT. aA2DY
EED Y (75mgkU300me)HA1810REROEFS LIt
=, QTCFBRON—X A VU HEDBILED TS EREDED
EHBE(95%SBXRED LR (F¢N¥110.7(15.3)msk023.3
(28.4)msTH o1,
SEARFIDFESR=NIC 1 BRE&E(E25meTdh D,

(& K B #&]

< EHEePREER >
CZOQZﬁ%ﬁ(ECHOEﬁ%@&OCZ 55 BR(THRIVESSR)29 1 HHIVE
DERBRROB VOHIV-1RRRBE1 368@]%?]‘%%&L/ UeEEY

V(RPV)2Emgh UEBESBEBRIDIBIO#®RSE. T 7ELY
YV (EFV)600mgR UBRD1 B 10#5DEE RSN, —EERD
ERNRIC K DERARSE TBLLEEHRZ 25REHmL 2. MEERIIBR
ZRREE—DTH AV TdHY, ECHOHABDBRIFTDF/FTCE L.
THRIVES % T (FABC/3TC, AZT/3TC. TDF/FTCH 5 E &1 A
BREZR LI, MHABRDHESHEMCSOVTHEODEEERLOE
BRMICRYEHADNT, RPV+BRE636HIDF D RIE F30/%
(#36818-78), BMN76%. ABEBADGCT%. BAREBFPZUH
RPAYNN24%. PIPAN %, DHH2%, HHIC K URER
RIMM % T2l N—=X 51 VDHIV RNAEPREFS.0 logio
copies/mL(FEE2-7), CDARZIEY » NEKE D P RIE(F249cells/
uL(#5E1-888), BRIFTDF/FTCAH'80.2%. AZT/3TCHM14.7%.
ABC/3TCH'%.1% T o1c. 48BRUICEEFDERRAESE KOR D

NIRRT
%6 48BKRU96:E0FDERRAAIEDEIE
ECHOZBR U
ECHOSM | THRIVESU®R | THRIVESED
P RRAT
RPV+ | EFV+ | RPV+ | EFV+ | RPV+ | EFV+
BR2: BR2t BREt BR3t BRat BR2%
BC%) N=346| N=324| N=340| N=338| N=686| N=682
AR
S R EBHED 285 | 286 | 290 | 274 | 575 | 560
HIV RNA8<50 copies/mL| (82.4) | (83.1) | (85.3) | (81.1) | (83.8) | (82.1)
R 38 | 15 | 24 | 18 | 62 | 33
DA MRPHRI ol wa | an| 63 | o | us
0 0 1 3 1 3
e ©3 | 09 | 0D | ©8
D, 6 | 25 | 8 | 21 | 14 | 4
BEBRLEBHESPLE | oy | 03y | @ | 62 | o) | 67
_ n 15 19 16 20 31 39
ROBBICLBESPLE | 15y | 55y | un | 69 | @5 | 62
o6iEes
A JUREHRED 263 271 269 258 532 529
HIV RNAZ<50 coples/mL| (76.0) | (788) | (70.1) | (76.3) | (77.6) | (77.6)
T a5 | 16 | 34 | 24 | 79 | 40
PAATEIR a3m | @» | doo| @n | a1s| 6
0 3 1 3 1 6
T 09 | ©3 | 09| ©on | 0
o 10 | 29 | 18 | 23 | 26 | s2
BEBRILBBRSPLE | gy | ga) | un | 6 | G | @&
- 28 | 25 | 20 | 30 | a8 | s5
ROBBCEDESPLE | gy | 93) | 659 | 6 | @0 | 6D
SE1) ITT-TLOVR : HIV RNAE<E0 coples/mLA%ssL Teab 5N 48ER 13

96:88% & Tt

SE2) DA U REHWBEMAI(CEER THIV-1 RNAE<50 copies/mLAERH 5
. ED#4I8E R (F96:8B & TIlC2@E K CHIV-1 RNAE =50 copies/
mLAERD SNI-BE) RIE D)V RZHIENHIBI (488 R (F96:B & TIlZ2
OE it L7cHIV-1 RNAZ<50 copies/mLA RO SNBH > cBE) %S
&

K7 N—254VHIV RNAZRI. N—2R54 > CDARZMEY >/ \EREBI
BRAI48ERVIGEEFD 1 )V RZEI#AFRED (HIV RNA=<50 copies/mL)

BRUDA )0 RSB KHHIED
48:88% 96186
RPV+BR2# | EFV+BR2% | RPV+BRE# | EFV+BR2#
N=686 N=682 N=686 N=682
N—=2Z54 VHIV RNAZ(copies/mL)BID 1 L RZF8IZHR
<100.000 90.2% 83.6% 84.0% 79.9%
- : (332/36841) | (276/330%1) | (309/368%1) | (263/329%1)
>100.000 77.4% 81.0% 70.1% 75.4%

(246/31841) | (285/352%1) |(223/318%1) | (266/353%1)
N—=2 54 VHIV RNAZ(copies/mL)BID 1 L RZBI%LEL

<100.000 4.3% 3.3% 5.7% 3.6%
(16/368%41) | (11/32941) | (21/368%1) | (12/32941)
15.4% 6.8% 18.2% 7.9%
~ 100000 (49/31881) | (24/35261) | (58/31861) | (28/3531)
N—R 51 >VCDAZMY >V INEE (cells/uL) B+ U RSB R
<50 58.8% 80.6% 55.9% 69.4%
(20/3441) (29/3641) (19/3441) (25/3641)
>50. <200 80.4% 81.7% 71.1% 74.9%
- (156/19481){(143/17561)|(138/19441) | (131/17561)
=000, <350 86.9% 82.4% 80.5% 79.5%
(272/31341)|(253/30741) | (252/31341) | (244/30741)
=350 90.3% 82.9% 85.4% 78.7%

(130/14461)|(136/16461)|(123/14441)|(129/164%1)
N—=R51CDARZMEY > /NEH (cells/uL)BID A JU RASHI L

<50 17.6% 2.8% 17.6% 11.1%
6/348) | (1/3681) | (6/34B1) | (4/3680)
o <200 139% 8.0% 19.1% 8.0%
27/19441) | (14/17561) | (37/19441) | (14/17561)
6.7% 26% 8.3% 2.9%
=200, <350 (21731380 | (14/30781) | (26/31361) | (15/30761)
=350 5.6% 2.4% 6.9% 4.3%
= (8/14460) | (416480 | (10/14481) | (7/16440)
BREIS 1 R FOHE
Tore 835% | 624% | 769% | 77.3%
(459/5501) | (450/546(1) |(423/55061)| (422/546/)
§71% | 806% | 812% | 76.7%
AZT/STC (88/1014) | (83/1036) | (82/10161) | (79/10381)
88.6% 84.8% 77.1% 84.8%
ABC/3TC (31/3560) | (28/33@) | (27/356D) | (28/3361)

1) TLOVRP L TY X L

S¥2) DA U RAZRBEMEI(CEE R THIV-1 RNAE<50 copies/mLA'5R®H 5
N, ¥DOEAISBER(FI6:E & Tlo2@@fi CHIV-1 RNAE=50 copies/mL
NEROONTZEE) RIED A )V RSZHIEDEIF] (48B R (39618 & Tl-2@s&
HELICHIV-1 RNA<50 copies/mLAROSNBH > 1-BE) ST,

48:@BFDCOARZM D VN DN =R S5 1 U H B DIBNEDFHE
([FRPV+BR2# T192cells/uL. EFV+BRE T176cells/uLTd >
FCEESNICRSBIBEL17.9(95 % ERXE2.1~33.6)], F1c,
96:BEFDCOARZIE U » INERBID N =R S5+ U H 5 DIENEDTIIE
([FRPV+BR2&t T228cells/uL. EFV+BR& T219cells/uLT& >
TCEESNICRS BRI ZE(E11.3(95 % EBXE-6.8~29.4) ],

C204545%30) ?JLHI\/;%G)@EH‘@%%O)GUH\\/ R B E368M4% 5
REL, 3AEBORPV(25mg. 75mg. 150me)ROUBRMD1B 104
5 EEFV 600mgRk UBRMD1810H%S DEAEABZIFT (., RHEFR
ICk BERPREE I bABLLEE G x R L 7o, 6B & Tx REXRTN
(RPV#EEBEDAE®L). 96 BLIZ RIFHRSHEEE®R) & L1,
BRIFAZT/3TC. TOF/FTCH SEMA'BRERIR L 1zo 96 & T
DAV 2E2HRRHIV RNAE <50 copies/mL)#XKS8IC., 9618
LIpg240B & TO D1 U RZH R % KR T, I6BFICHITSD
DA VRSB RDBO SNI-HEBREDEISIFRPV 25me +BRE#
(N=93)T76.3%. EFV+BRB$(N=89)T70.8% Cd o7z CD4
Bt VN DN—=R S U HBEDBNSDIEHEIGRPV 25mg
+BR2Bt C146cells/uL, EFV+BRBT160cells/uLTd > 7. 96
BIFICHBOWTOAIVRZHHBARO SNICHRED DS, RPV+
BRBETIE74%. EFV+BRBETIE81% . 240B85E 01 URAEH)
HRAMFRL T,

=8 96@F T(ASREE) DA IV ASHFHRED
(HIV RNAZ<50 copies/mL)

RPV 25mg+BR2&# EFV+BRE#
N=93 N=89

168 64/1(68.8%) 70%1(78.7%)
3218 7341(78.5%) 76/41(85.4%)
4818 7441(79.6%) 72%1(80.9%)
6418 726(77.4%) 69%1(77.5%)
808 7161(76.3%) 6441(71.9%)
9618 7161(76.3%) 6341(70.8%)

1) TLOVRZ I TY XA



£9 96:8LAZ240:8 % T(REARSB) OO )V RZFHZHRED
(HIV RNAE <50 copies/mL)

RPV+BREFT?) EFV-+BRE
N=279 N=89

9618 20441(73.1%) 634(70.8%)
1208 18741(67.0%) 594(66.3%)
14438 180f1(64.5%) 554(61.8%)
1688 17341(62.0%) 54481(60.7%)
1928 163f1(58.4%) 54431(60.7%)
2168 15661(55.9%) 534(59.6%)
2408 16241(54.5%) 5141(57.3%)

1) TLOVRZ I TYU XA
A2) RPVABRZE 5 L T\ 54 5%E (Z96E D SRPVDAEZ75meg s L1,

BIC144BFIRDIFINBRPVDOAE A 25mglCEE LT,
[ % %F IB)

UILEEYVEYPUEY I %%%ﬁb HIV-1ICERT
BNNRTITH Bo 'J)l/tl:'J\/( L HIV-1¥E 5B R(RT) % 3F
BREMICEAZEL. ERDNARUXS—Fa. BRUy ZMAELS
o

1. {EFRRSD. 5

2. 104 )V R{ER3D

THREARICEMRRS B ICHA B (WTHIV-1E=BE=XRDIIBICH
IBUIEEY >DE0%BIRE (ECs0) DD RBIFE. 0.73nmol/
L(O.27ng/mL>’C“37>97Lo

DIbEE D VIFHIV-1E8 K 2 B ¥k Dgroup MIZx L T0.07~
1.01nmol/L(0.03 ~0.37ng/mL). group OlC & L T2.88~
8.45nmol/L(1.06~3.10ng/mL)DECsofBZ R L1
JEEY & NRTU/NIRTKZNNAEND. IF/ OV T A
FUYEEY, YZWITIVROT/HRENL)., JOFP—EHE
EFN(FPYTUFEN, PERYFEL. ZLFEL, AVIFE
. OEFENL., RIVT74FE). U kFEIL, HFFEILRD
tipranavir), NNRT(ZZ 7ELYY, ThSEUVRURES
EY). BERER(enfuvirtide) R OUCCREFBEZEFI(YZEQ )
EDHBICKUBIEREZRLIC. NRTITH2 I TI VRO
IRTIV, AVTFOS—ERERITHEIITISEEFAE
MR (FBEERZ R,
| EA| 2D ~31). 8

RRBHFROY T4 TOWTRIENNRTIMEHIV-14% B0
foin vitroTi MBS HBRICHWNT, UILEEY VifM#HEDBIRL
oo COMMUEMTRUVSBETCLRBLICPI/BER(EL100I
K101E. V108l. E138K, V179F, Y181C. H221Y, F227C
ROM230I T 120

EMERNHY FF 7E(BCO)ZBA BFCE[FRIBEMIEDIBZET
B BECsoBD L (BB T BECsofB/WT HIV-1#£ICH T
BECso®) ] A RUIcHA. UILEEY VUidlts Ui,
FENBARDISBEHERITICANT, REHFREHDDIA IR
SREHH2H D DBEE2HICN—RS5 A VEH SO MER

‘RO BN NNRTIMIEZRT P/ BERIEEIC. VIO
L7100l K101E., E138K, E138Q., V179l Y181C, V189l
H221YRUF227CHESRDH BNz, 48BFICERD SNICER(FI6
BIFICEROENIC, N=R 54 VEHIHASNIZVIOIRTV 189
FASBTHRICEELZRIET AN o1, VILEE ViR 5HAR
[CE138KD 7P X/ BERNRUSVEBETHEIRL., 2<HMI184]

P/ BERAHO>TO,

In vitroXR Uin vivo COIRETIERH D, N—R S5 VEFICK101E,
K101P, E138A., E138G, E138K, E138R. E138Q. V179L,
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TMC125-C117)
14) THZEUYEOQEFEI/Y M FEVDOBEERDERST RRERTMC125-
C197)
15) TRSEUYEXVFEI/Y R FEVDOBEERDRST RRERTMC125-
C176)
16) TrSEUYEYFFEI/Y M FEIVDBEHERDRST GRERTMC125-
C123)
17) ThSEUYEA Y IFEIOBEERDRET GERERTMC125-C111)
18) ThSEUYEY R FELOBERADRSTRAEHTMC125-C105)
19) TSV E0EFEL HFFEV/YU FFEIDBEERDRTT HEHNE
HTMC125-C145)
20) T h>EYU Y &tipranavir/U b FEVDOBEERDRST GERERTMC125-
c16m
21) ThSEVYENYSEOODBEERORS (HABHTMC125-C181)
22) TSV ES VT IS ENOBERRDIRETHARERTMC125-C179)
23) Th>EY Y Eelvitegravir/U ~HEVDBEERDRE GERERTMC125-
C184)
24) Sons, I, et al. : Antimicrob. Agents Chemother., 65, 3517, 2011
¥25) ThZEYYDOE FLABIADRET RIRERD
26) THSEYYOREBHRSELHRBRGANEHTMCI125-NC140)
27) TRSEYYOHARMERGARERTMC125-NC148)
28) THSEVUYVOHNARESEBRFRENTMC125-NC147)
29) TH3EYVOBEESEHERFRERTMC125-Exp5081)
30) ThSEYYVOBGEHEHRGAERTMC125-NC130)
1
1

1
1
1
1

31D ITHIEYVOBGEEHABRGABENTMCI125-Exp5091)
32) THIEYVOBGHEEABRGABEHNTMCI125-NC122)
33) THIEYVOBGHEEABRGABENTMC125-NC120)
34) TH3EYVORERMEEDRS ERERINS025-JPN-01)
35) Th3EYUVORMEED HABEHTMC125-C206)

36) Th3EYUVDORMEED HABEHTMC125-C216)
37) Th3EYUVORMEEDRS EREHTMC1256-C130)
38) Th3EYVORMEBEDRS EREHTMC1256-C125)
39) Th3EYUVORMEEDRS EREHTMC1256-C178)

40) ThSEYVORMEEDRS EREHTMC1256-C929)

41) TSV OERMEEICRIEIREOZE (HANEHTMCI125-C147)
42) Th3EY Y DESHERDORTT GERERTMC125-NC143)

43) THSEY YORBEDRST GERERTMC125-NC210)

44) T3V ORENDFEDRST HEREFCB-SR-00052-AVE-NNRTD
45) THSEYYOMRICHET 2EMEEDRT EABEHTMCT14HIV3015)
46) T3V OERERGERERTMC125-0006-VRR)

47) Das, K., et al. : J. Med. Chem., 47, 2550, 2004

48) T3V DERER GERERTMC125-0020-VRR)

49) THSEYUYDRDAIVAEREAERTMC125-0001-VRR)

50) ThZEYUYDRDA IVREBGAEHTMCT125-0008-VRR)

51) TrZEUYDRDA VREBGAEHTMCT125-0002-VRR)

52) ThZEUYDRDA VRERGAREHTMCT125-0003-VRR)

53) ThZEUYDRADA VRERGAREHTMCT125-0004-VRR)

54) THZEYUYORRMEGRAEHTMC1256-0011-VRR)

56) T k3L OEXMMEGEAEHTMC1256-0009-VRR)

56) Th3EY>OEHmMEGEAEHTMC1256-0010-VRR)

57) TH3EY 2 ORRMMEGAEHTMC125-0012-VRR)

(MR - REBHSHLEDER)
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WSCE (%)

20194F10 A 1ERR (BB 1K)

B & E|IEMHRF
HEAR - 34

L7 A v AESHRIER

FZ eV g

BARERR O BES
87625

AKRES
BRFERAIA [20XX 4E XX A

7 =L h 2 ®%E100mg

PIFELTRO® Tablets 100mg

2LEE (ROBHICIFRELEWI L)

21 INAN<PBELY, T ) RNV EX—)L, Tx=hrA 2,
RATZz=bhfVv, ZPALEIR, V77 EV I b
o, A3 A RXY VY (StJohn’sWort: Bk« U3
— X -U— ) GERBEES PO EE [10.1, 16728 ]
2.2 RENDORGY \ZKE UIBBUE OB O & % B

3 HRL - MK
3.1 #ARk
54 v 7 =)L b o ®E100mg
Azhiksr A=
oy 100 mg
AN b a A o —AFEET AT L ang B
ATV, KR, L —2 7
0 AHN A —AF Y A REEEK
A, ATT IV VB~ xR L B
Aa—A BLFHZ NITEFU
N ysay
3.2 "HH DMK
R 724 7 )L E®E100mg

FIH - i ENJE - 74 bha—TF 42 ThE - AR

R 19.0 mm
BHAE 9.5 mm

- I—

JEE 7.1 mm

AR — R <700

4. PEERITHR
HIV-172% 3 i

5 MEEREHMRIZEES TE

51 L FOWF R0 HIV-1 EYYEBEITH TS Z &)

o PUHIV IRIZ X D IRPRER D 7o B

o UANVAERRIORBRA A2 <, U0 B ZATC6n A ML
AL R HIH] (HIV-1 RNA 87350 copies/mL i)
NELNTEY, N7 AT HMEREZ A R
T ARBN~OYI Y RN EY)TH D &I S 5 B HIV 3R
TR B

5.2 AANZ X DIEFICH T > Tk, BEORREL ORI fER

LA RANIERE (B 7R & 2 W T R BIBLUEAT)
EHBILTDH L,

(: Confidential

€3 MSD
6. RZRUVHE

WE, KA RZ Y & LT100mg 21 B 1ERE A &5
b, A, BEOFEIO»DOTHELETE D, HHITE
LCik, S Pmopi HIVIEE T 2 &,

7T RERVEEICEET 5FE
AR &V 77 T F oG T 85513 ARFI1100 mg %)
126G Z 28 CIA2ENCHET D 2 &L, kB, V77
TF L ORH Z Bk LA, AAI100 mg &1 H 1E A
T5Z L, [102, 16.725H1]

8. EELREARMIE

8.1 ARANOMEMICEE LTIk, BFE IEITR D 508 708

12, WOFHEIZOWTILSHALFEEBEEZHG-%., HTHZ

&,

o ARHNT HIV ESIE ORIBFHEIE ClIanZ &b, BRI
Y% T HIV IEYYE O MERITAE O RIN 2 %9E Lt 5
AIREMED B D DT, ARG E OF AR O ZE Iz o
W, TRTHYEEICHRE TS 2 &,

o RHIOE MG L D8I HoNnTIE, BED & Z ARH
ThhHI &,

o RHNT X DIBFIER BN T MR 5 Y I K D A~
O HIV EGOfERME AR T S 2089 FFEH & T
WD &

o REIDF T AN AR ERRIZT D202, HYSEOFR
RLIWCHEZEFE LY, RAZTIELEZY Lz &,

o RENIOFAIEA EAHBEREZEZ TR H D720, IRA
FOFTRTOEAEHLEICRETH &, £, KHT
TRFRPICH IO IER 2 IRA T 2546, FRlCHEYSEIC
HETDHZ &,

8.2 AH % FieHt HIV D LA AWML 2T 72 BF T, &

PP SEGERE DN IS ST W5, G BIRETHE . SaIEHREN

EIfE U, JEEMEO A7 & FMAE G A f1 A& (w4 237

TIVTLATET LAY Sy I A YA NATayA LA

Za—FVAFREITL DL D) HITkT B RIS TR

THZERDD, Flo, FIEHEREOEE IV B CAaER R
(HUR MRS RETUHESRE . 3R, ¥ T &« N L—JERERE,

T RUMBERE) BNERTDHEOMENHDHDOT, ZHDOIE

RAEFAG L, HERIITEY) 2R EBETDH &,

LBENEREATHEBICHTHIRE

9.5 114w

T SRR LT 5 FTREME D & 2 eI 13RI LA i&iE
fErtE LE S LTSN 2B EICoARET DL,
7y MRS FICBWTIRBBITRRD b 2, 22k,
HRRHESE R OB RS (T > b)) KO%IsfE (V¥F%) o
W A C R L 7 ARBE R AR R MERRIRIC B W L IR K YIRS
RRE~DEERFEIT -T2,

9.6 R3L4%

RIARET SEL T L, HIVEREROFTREIENH 5, B
EB (T v b)) KB TRAKRS®RIZET EY Y ORI H~
DHATHBRDHNTVDY, AFIE bOILHPITBITT S



WSCE (%)

DEMDIEARHATH D,
9.7 /NR
NSRS L U R RIS LT e

10. HEERA
FZ eV i3 FIC CYP3A4TR#ETEN D, [16.450]
101 HAEZES BRALEWVWC L)

AN B AR« HE T 5 | B - SRR T

AN BE L (T 7| ARFOMBEFREEDR | 2 b DOIEHF &

L k=) KT L. WREREN | ORI 72
TNV EX—L T HBENNS |CYP3A4THEEIE
(7= /=) % Az, KAl
TJrx=hf (T L E DR EIE X
TF) nadErHEhn
ARATZz=FrA (R B,

A RA V)

TP NH IR

ALY

y7rrevy (U7

7V)

I REY (AT

L)

A TF XY Y
7 (St.John's Wort,
VheVag—r XU
— N EAARM
[2.1, 16.72ZK]

102HAEE BRICEESTSC L)

A B TR -+ 1 715 | B - fo bR IR T
V77T I AAND MIEEER |V 7 7 7 F 2O

[7.. 16725 8] KT L. 1R#EDIEN |CYP3A4TEELE
WITABENANS |HICLY ., KH
Do DORHDEIE X

no,

1. BIEA
WORWERDR D B0 D Z &M 2 DT BEZ 3TV,
HENRD DN 3R G2 Ik T 57 S L E &

792 &,
1.2 ZDHDEER
2%2L 1 5%
H B E L, TH
— % HEER LT
O 55 fk g
ey ey A, FEMED F 0
s e i B g

16. EYEIAE

16.1 MepERE

TR (T ARA 2 AR O &5 LB K2 B Y v ol
hERMBIAE 5 A — 2 2R UTRTY GHEATF—%),

K1Y DEDEIE T A —2 BEHRGIRE)

e | Bil%k| AUCo." Conax” Tonaxt tin®

R A—H (uM-hr) (uM) (hr) (hr)
Kov | 24 41.0 2.08 2.00 15.03
100 mg (352,47.7) | (1.84,2.35) | (050, 6.00) | (31.4)
ATV (95%(EHEIKR) ¢ PRAE GHPR) . § ST (CV%)

RZEV EIBIBKEROEELZEZ A 2HB ETICH
L CEFRIEICEIZE L, BRI GRS AUCo2n Coax &
O Coap T2~ 1AM L 729 (HAEANT—2),

RN BREMAT TSR R EY 2100 mg 1B 1[EK
B OGO EEIRETO HIV-UZYBEORYERE T
A =R ERATRTY GEAT—%),

F2 RFT Y OREFEYEIE T A —F
(HIV-1 &)

REAE [ 54 Bh G AUCo-24nr Crnax Caanr
RIT A=K (pM-hr) (nM) (nM)
rFZEY 37.8 2.26 930
100 mg 1 A 1[E# 5 (29) (19) (63)
BT G-I CV%)

16.2 IR

1621 1A FFRLSE T+«

KENDHERS A T _A T EU T 1 134964% T - 729 (FHE
ANT—4#),

16.22 BEDFE

BN 2 B U 7 R B AR AN G2 B 5 Lok 2 A,
FZ BV @ AUC K O Coan (X Z NV EI16% K VN36% E 5 L7=
DB Cox \(CHERFEIRD N> 17 GHEAT— %),

16.3 %

FZEU Uit bEEAICRT6%ME A LY (Un vitro 7 —
),

16.4 534

RZEU 3 FICBERENIC LV IEIL L, F& LT CYP3AS
IZ ko TREENTY UnvitroT—%), [10.31]

16.5 HEittt

K7 e ) OBz D < BEROME%PREL L
LTRICH S h=? GHEAT—4%),

166 B ENEREHTHESE

16.6.1 BIHEEERE

BRI E 2 A D W 8l & RS TR H Bt 8151 %
PRl U723 BRIZ BV T, KT B U 2100 mg B[ O 58D
MmEFIRFE R (AUC) IXEERHMIERE L2 AT 2HmE D
DBA3%E - 72190 (HMEANT — F) , BB IR RAT T I,
RFZEY 100 mg #1H1E#EE LZEOEFIREIZE T 2
MAEHIRTE R (AUC) DML, 8 J OV 45 B B R e
249 5 BE CIIBRELREEE L ZNFN5%E D
20%mE VN EFHISNEY GREAT—4),

16.6.2 fFiEEEEERE

4 (Child-Pugh 7388 B) JHBERERE 5 215 3 5 Hk i 85 &
SRR RETE B e B 8 & bl L 7= BRick VW T, ey v
100 mg H A% 11 4505 o 4 h IR EE & (AUC) Dl F-¥ bt
(P BE PR RE R 2/ ITRERE IE ) 132099 TH - 721V (44E
ANT—4),

16.6.3 BfhE

% 1TERBRIZBWT, K7 E U 2100 mg B[R O # 5 B o
SERE R (AUC) OEMERIE (65mLL F/65mAM) 1%
0.85~0.97Th~721? FEANT—%), BHEMRDE AT
TiX, FFE Y 100mg &1 H 1[E#ES L-REoEFikEICk
A e IR R (AUC) DEMEE)IT, 655kl o BT
65IEARTE DHBE L V30%E WV E Tl SN GHEAT —#),
16.7 EMHEEER

16.7.1 IFER R E WA E A ER

FZEY U iEP-gpDIEE T ¥ ,OATPIBI, OATPIB3, BCRP,
P-gp. OAT1, OAT3, OCT2, MATE1} 1 MATE2K (2%t L
EERER L (CsffiXEn£n39, 31, 51, >300, >75,
16, 67, >50}%1>50 uM) 2,

16.7.2 ERIRZEY M E1E FARER

i R SR AE AR FRBR OFE R 2 K3 ORAUTTRT, [2.1, 7.,
10.1, 102%8]

FIPHIER KT Y v OFEY BRI T T 8
GrEAT—2)

FZ eV rOIEhEMBIE R Z A= D

v | F7EV L S~ AT
BRI |EER | S || R IRBE (o0fRAR

ORE | g (72 L=1.00)
S— AIC [ Cm | O
ANEES

-2 -

(: Confidential




WSCE (%)

7 h=aFY| 400mg | 100mg | o 3.06 1.25 275
—L QD X1 HiE] (2.85,3.29) | (1.05,1.49) (2.54,2.98)
HUHLAR B3
600mg | 100mg | 091 1.40 0.90
Y7 HE HilH| (0.78,1.06) | (1.21,1.63) (0.80, 1.01)
i e 600mg | 100mg | o 0.12 0.43 0.03
QD X1 HilH| (0.10,0.15) | (035,0.52) (0.02,0.04)
V77 7F| 300mg | 100mg | 0.50 0.9 0.32
v QD 1 Hi[E] (045,0.55) | (0.85,1.15) (028,0.35)
B HIV 38
. 100 mg 50 mg 3.54 131 291
! L :
VRTEM pp HE 8 (3.04,411) | (117,146) | (233,3.62)
LT 25| 50mg 200mg | 1.00 1.06 0.98
=% QDX | QD X1 (0.89,1.12) | (0.88,1.28) | (0.88,1.09)
N 600mg | 100mg | - 0.38 0.65 0.15
l7f’f BV Qb |QDIRE (033,0.45) | (058,0.73) | (0.10,0.23)
N4
600mg | 100mg | - 0.68 0.86 0.50
QD/X# |QD14HH (058,0.80) | (0.77,0.97) | (0.39,0.64)
T /) REN
vy 7a¥| 300mg | 100mg | 0.95 0.80 0.94
7| QDXIE HilH| (0.80, 1.12) | (0.64,1.01) (0.78,1.12)
i3
717
;w ’///; 300300mg| 100mg | 0.96 0.97 0.94
. HifE HE (087,1.06) | (088,1.07) | (0.83,1.06)
v¥ L7
~ VIR
H1HCV 3
T NAE X
}f;};ﬁﬁ ;go&n?g 100mg |, 1.56 1.41 161
2 p D 51 145, 1.68 125,1.58 145,1.79
V7L EL | QDKE QDS ( )| ¢ ] )
2
;\;/;ri 90400mg | 100mg | . 115 L1 124
A Hifa| Hife] (107,124) | (097,127 | (1.13,1.36)
A
ilfgSE
KL T v
F Ef{t 1600/
A R e 100mg | 1.01 0.86 1.03
Kb~ 7| o | (092, 1.11) | (074,100 | (094, 1.12)
L HimE]
A
R RN TF| 40mg 100mg | . 0.83 0.88 0.84
V=t QD X1 HiE] (0.76,0.91) | (0.76,1.01) (0.77,0.92)
A A A RRBUHE
20~200mg| 100mg 0.74 0.76 0.80
5
AT op e | Qo | | 061,090) | 063,001 | (063,109
QD : 1H 1[EH%S., BID: 1H2EE G, AUC: K7 ) U3 HEE G OB E51E AUCo.,

FAE G- D581 AUCo2am
TR P E LYK TR, RTE) AT BT L 20 E)EhE
1 ERNATEE

£H.

F 4 N7V UNRGEHEOEYBIRE I RIF 8

1.04 0.89 -
(091, 1.18) | (0.79,1.00) (—,—)
GS-331007 (V78 27 e L)
1.03 1.03 -
(098,1.09) | (097,1.09) (—,—)
% PR SE
TFNTR T VAL
—F=)Lx
EEREI I 0.98 0.83 -
ol k| oasmg | 10ome | (094,1.03) | (0.80,0.87) (—,—)
Js A o QD X1 LR VA B LV
L 121 0.96 -
(1.14,1.28) | (0.88,1.05) (—,-)
AL TF B
7 Rz 20mg 100mg |, 0.98 0.67 -
2T HifE] QD i (0.90,1.06) | (052,0.385) (=,-)
BRI IR
A RALS] 1000mg | 100mg | 0.94 0.94 -
v Hi[A] QD 18 (0.88,1.00) | (0.86,1.03) (—,—)
F A A RREHE
R-AH R
0.95 ‘ 0.98 ‘ 0.95
20~200mg| 100mg (090,1.01) | (093,1.03) | (0.88,1.03)
AV opmg | oo | M sag R
0.98 0.97 0.97
(090, 1.06) | (091,1.04) (0.86, 1.10)
QD : 1H1EH# S, — 4T —2 7L
AUC : S HE 5 OB5A1E AUCo., 5 OB AT AUCo2ar
1) AFOAR I AEIZIH1EN0mg TH 5,
17. B ER LA
171 BHERVRLEICET SRR
17.1.1 B $EM#H:E& [DRIVE-FORWARD (018) F{E&]

Bi HIV 32 X 51 | & B o 72 HIV-I RNA & =
1,000 copies/mL > HIV-1E&YE BFE 766/ & Xt I1Z, RZEY
>~ (DOR) 100 mg 1 H 1[EZ 5L F v e KN e

(DRV+r) 800/100 mg 1 H 1[E1# 5. U7 EAE 2 (b — 5 5 Mg
WEBRAZEM L7z, ML bICHERIBFRE LT N a2 E
v (FTC) - F /RN Y Fuaxi N7 < i (TDF) X
1737 (ABC) « 737V (3TC) DWW TFnunzs
L 7o, 481K K ON963E D A MO T 2 R 1IR3, AR
5> DOR 100 mg 1 B 1B 5-FEIZ I T, 963 IRf 5 T38341
12361 (32.1%) ICEWER RO bz, EREWEMZ., Bl
2761 (7.0%) . BEIE2361 (6.0%) KLONFHi226 (5.7%) TH

> 7,

# 1 DRIVE-FORWARD 5Bk D & %5 DO HEEL

— (48 3 g OF 96 W )
GHEAT—2) DOR + 2 NRTI DRV + 1 +2 NRTI
DO M F AL <5 A — 2 D> S r S
g | F7EY| Fie/ TSP b 1H 10 1H 1=
DS | IR R m/g xfﬁ gg ﬁmu#/;rﬁmﬁ (04 { ) 483 I
o | IR R L0 EEIFIA :
AUC | Co | e HIV-1 RNA 150 copies/mL|83.8% (321/383%1) | 79.9% (306/383f31)
CYP3A4ILT ARl B#ET
N I 2mg 120mg 0.82 1.02 - N ~ "
S dad BilE | QD (070,097 | (081,128 | (—,—) REMIZE (95%IEMEIXH) * 3.9% (-1.6%, 9.4%)
A ES YA L AR R 49% (19/38301) | 6.3% (24/383051)
FVT 7 Z 50 mg 200 mg m 1.36 1.43 1.27 S
e QDE# | QDR (115, 162) | (120,171 | (106, 153) 963 IRy
s s FITVV HIV-1 RNA #50 copies/mL . )
Z .;:f// :; 054 092 — v — 73.1% (277/37961) | 66.0% (248/376/)
~ 7 2 300300mg | 100mg (0.88,1.00) | (081,1.05) (=,7) o .
oo I R I R v e BEMI% (95%IAHRIXHY) * 71% (0.5%, 13.7%)
- L1 117 - A I R SRS 8.9% (34/383%1) | 11.2% (43/383f3)
(097,128) | (096,142 | (—,—) TTOART TS 3y T
— v 7Tvay ME
HCVE __ 3 JACHHE L2 Mantel-Haenszel JE1C & 0 AT ShR 008 GREN A0 95% AR I A
l’”g\g : L2 - - it Ure, FERPARE EICH T, 95% AR R 0 F IR AT IhIIC UE L7 A%
TARRE ; - : - FEDIEUED-10%% EFl-7= = & 725, DOR % DRV + r 2kt LTI & fsi
ig;};; Zggﬁ 100mg | || (090,102 ‘ (091, 1.01) ‘ (089, 1.04) jm: ! ° " IS LR R
vrven | Qo | @RE| T 7777V EL § O AERRRIE, UFOLTRN LR L,
1.07 ‘ 122 ‘ 090 D) F LS SROWF DR A T HIV-1 RNA 50 copies/mL Al % #A% L 72
(094,123) | (101,147) | (083,096 . 1BRILLERIFE A 2213 C 20 L T HIV-1 RNA 50 copies/mL B | & 72 5 7=
LUz LR A e ¥
e x| 90400mg | 100mg | 0.92 091 ‘ - 2) VAR S = 4R IT36HIN £ TIo, LERLL LRI Z 22 1) C 20
Sen el el (080.1.06) | (080.1.02) | (—,—) L "C HIV-1 RNA #£200 copies/mL B4 | & 7o 7 4, 45 L < 1248 E T, 1
YEAT LNV AL ERARE % %2 T2l L C HIV-1 RNA 50 copies/mL LA I & 72 - 7= 8%
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17.1.2 35V 5 M #3588 [DRIVE-AHEAD (021) E&]

U HIV I X 218K B D 72 v HIV-I RNA & =
1,000 copies/mL ¢ HIV-1/&% Y i B FH 72861 % %t 412, DOR
(100 mg) + 3TC+ TDF 1 H 1[EH% 5 X1E= 7 7 £'L >V (EFV)
(600 mg) « FTC - TDF 1 H 1[E1#¢ 5: U 7= M4 X (b — 8 5 M bk
R A I U7, A8 RS K TR963E B O A Sh M OB & 2
1R, ARERO DOR (100 mg) « 3TC « TDF 1 H 1[8]# 5-8¢
BT, 961 B i T364051H1 11661 (31.9%) (ZEIEH 2358
OoNTz, ERFERIX. FEED V02561 (6.9%) . Bl
1805 (4.9%) KOEF 722851861 (4.9%) Th-oTl,

7% 2 DRIVE-AHEAD {5 O & 2h i O 2

(48 SFIE & T 96 3 )
DOR - 3TC - TDF EFV + FTC - TDF
1A 1[H] 1A 1[H]
483A I
FEFEE -

HIV-1 RNA 150 copies/mL|84.3% (307/364%5) | 80.8% (294/364151)
Ko

BERIZE  (95%(E HE X ) 3.5% (-2.0%, 9.0%)

7 A IV A SERI RS 6.0% (22/3644) 3.8% (14/3644)
961 Ikf

HIV-1 RNA #:50 copies/mL ) .

E— 77.5% (282/3644) |73.6% (268/364)

BERIZE  (95%(E HE X ) 3.8% (-2.4%, 10.0%)

A L AR S 9.3% (34/36441) 7.7% (28/36441)

¥ FDA A F v 7Fa v bk

i JECH#%E L7 Mantel-Haenszel 51250 | A 2RO EHHER 75 D 95%(E #EHIX [
ZHIH Ure, EERHEE ISV T 95%(E HEIX AT 0 F IR F AT Bl L= 9k
BEDIEHED-10%% LF] 5722 £ 725, DOR - 3TC « TDF (X EFV - FTIC + TDF
ok LTI &l ST,

§ UANVREHRIL, LTFOWTRnLER LT,

D FER  BRIBRO WA O RS T HIV-1 RNA 50 copies/mL A 2 i# Ak L 72
. VAL BRI A 221 C2[EHERE LT HIV-1 RNA 50 copies/mL PA | & 72 o 7=
B

2) J UL ARV = 24 R L3GE R E TIC, BRI ERIFE 2 221 C 20E]#
#e L C HIV-1 RNA %200 copies/mL LA E & 722 o 7= i35 35 L <IH48MRE £ Tl |
S LA bR RE 2 22 1) C2[E]EE L C HIV-1 RNA 5250 copies/mL DA | & 7p o 7= B35

17.1.3 5 $M+A:EE [DRIVE-SHIFT (024) E&]
U MFeEAXFae sy Ay bEJFALAZPL, a2y
FEPEH L= A B 5 L X1 NNRTI IC NRTI 24 %
AL, 6 AL E Y A v 220 H 23S 5TV 5 HIV-1
JRYLE B 2 %1412, DOR + 3TC « TDF (28] Y 5% % HEAEA
{LIEE MR % Eiti L 72, Immediate Switch # [ISG (Day 1
725 DOR -+ 3TC - TDF % #5:)] X1 Delayed Switch # [DSG
(24##5|Z DOR * 3TC * TDF ICHI W BE X A F TR—RA T A
LA k)] DWW RS ISR 2B 1T,
ISG D48} 1Y DSG D243 BF DA %h i@’rﬁiﬁ%% 2T
15), RFRER D 1SG TIF48H KF A T44761 7110061 (22.4%) 12
TERMRRD bz, ERBIEMIZ, ALT ol (22%) &
OEER 76 (1.6%) TH-otz,

#% 3 DRIVE-SHIFT Bt OG0 E O

B L7,

§ 95%IE WX O FIRMA AN HE LIz LMD I HED 8% % EE - 722 &
5. ISG I DSG (i L CIEHME & ffiam S iz,

|| 95%15HK R > b IRAES SRl BUE L 7= IO I MED 4% % Flal - 72 Z &
5. ISG ¥ DSG IZxt L CIFEBME L flam Sz (ZEMEOFELR L),

ISG (483 Ikf) DSG (241 I5f)

TR -
HIV-1 RNA #50 copies/mL | 90.8% (406/447{)
Ko bt

94.6% (211/2234)

RERIZE (95%I5HEIX ) -3.8% (-7.9%, 0.3%)

HIV-1 RNA #50 copies/mL

L F oo it 1.6% (7/44741)

1.8% (4/2234)

RERIZE (95%ISHEIX M) o -0.2% (-2.5%, 2.1%)

¥ FDA A F v 7Fa v bk
1 JE CH#M%E L 72 Mantel-Haenszel 1512 X 0 | A 20RO £ 5 HER 75 D 95% (5 fHIX [ %

17.3 it
1731 DERICRIFTHE
R A ZRRIC T B Y 21200 mg O H[A# 52808 XS
FOFT 5B A G L2 A5 5. QTe MBI HFAICHE AR L
iiﬁf))o 7=

1) AFOAR I AEIZIA1EN0mg TH 5,

18. EXhEE

18.1 fE A

FZ e i, EJ?//WQ#X7VﬁyFﬁtE§@f
S 5 (NNRTI) TH Y HIV-I GRS % IEH A0

EFLHZ LTIV HIV-IOERAZHEST S, R7EY X
(=N ) DNATﬁ’U AZ7—%€ o, BLAI b= KU 7 DNA

RYUAT—F y ZHE LN,

18.2 Invitro i A L A{EH

GFP L R — % — & {5738 A MT4#RN I B4 B HIV-1 E B =ik

TR SRR RSBV T, 100%IER b b fLiEFE T To
FZ B D ECsofifil%12+4.4 nmol/L T - 7-, HIV-1%) .‘?ff—ff%
(A, Al, AE, AG, B, BF, C, D, G KU'H) Zxf¥+5 K

Z B Y D ECsofiEiZ1.2~10 nmol/L DHEFHTH - 7=,

18.3 ZEHIfHE

18.3.1 In vitro 5 &&

B O 7 4 A F ORI 25 B4R HIV-1 & T8 NNRTI fifE

HIV-1 2 M e S, 5538 LT R 7 B U Uil 2 3241
U 7245 5 HIV-10 5 B i£3E O VI06A, VI06M, V1061, V108I,

F227L. F227C, F227V, H221Y, M2301, L2341, P236L }x®

Y3ISF EENFRD b T,

18.3.2 FRFRERER
(1) HLHIVEICKZABRBBROG D HIV-IBRLESE (48
B B)

DRIVE-FORWARD &5 2 (8 DRIVE-AHEAD Bt Cix, 7o
Jb AR & 7o TS SO RN BRI & 7R o T
@ HIV-1 RNA £743400 copies/mL #8 T & o 72ilifET — % &4
T H306 F7FNCIBNT, KT B U VRO RBLRGRD &
iz,

WG EE TO R UPEZER T, AISG. V106,
V106A. V106M/T. Y188L. H221Y. P225H. F227C. F227C/R
K OVY318Y/F DEHZ 1L, L&A TV,

(2) FUHIVEIZKDAERBROG UV HIV-1REERE (48
JE B LARE D 5 9658 B )

DRIVE-FORWARD ikl Cix, 16T VI06A & T\ P225H @ K
Z eV iﬁﬁ@%fﬁﬁm&)bn ZoOERIZEY FTE
DRSNS dh RS ii)\%{*%ﬁﬁszﬁbezo
DRIVE-AHEAD &t*ﬁﬁf X, K7 B UMmEZE R OFRTITRD
LIRS T,

(3) MHVEIZKDAERBEOH D HIV-IRLEERE
DRIVE-SHIFT {5t ® 1SG &' DSG Tid, DOR - 3TC * TDF
O F 5 I R R BT ISR\ T BT 2R
PEEROREBITRD Shieho7z, DSG Tlk, _N—RA T A
LU A v ORI R IZ 15T M184AM/T D28 H ] OBTC O
FTC (2%t 3 2 ZHHMHERTRD biz, N—RA T A UFZ
NNRTI iiPEZE . (K103N, G190A XiX Y181C) Z#A L CW\i-
2461 (ISG : 114], DSG : 1361) Tix, 48FEF XA BR T 1k
% Tlz ﬁ%fbxiﬂ/]%ﬁ& RO BN T2,

(4) NNRTITHIEZERZEFT 53 HIVEIC K 5 REZROLE
LY HIV-1R% e85 [DRIVE-BEYOND (030) EHE&]
iR GRS SR GE K103N, YI81C it G190A DWW iui—o
O NNRTIiHH:ZE B % 9 5 IR BR O 72y HIV-1E G B
106 Z5t4(2, 1H 1[5l DOR * 3TC *+ TDF ##% 5 L7-E 5 H
FERBR A Jhi U7, 9IS G R MEfRAT O Fee 2 7= L7 (1491

-4 -
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WSCE (%)

WEA 7 V== RS R ERSEIIC 35\ T KI03N o2& B
NHEREN R0 o72), 86 [KI03N (76#1) K% GI90A (1
B ] IX4A8EREE TORBRATE T L, RAR YA VAT
il (HIV-1 RNA 550 copies/mL Aiifj) ZiEmk L7z, 7k, 48
TR LRI Ik U226, F kR 7 A v A 2RI %
i U7e. SRR I E OO IERIMIE S R A 7R L2 BF I
ERE IR I N LN

18.4 R ETM M

K103N, Y181C X1 KI03N/Y181C & B4 A4 % HIV-1 5=
BECIEL. 100%EH b MIEFIE F Tl L72#5 R, Ko e
AN B I S 3R ARTICAR T L7z, NNRTI i B 28
B (K103N, Y181C, G190A }x (*EI38K) IZxfL T, FI &
U R T o i R IS AR X 3 B R R L7,
Y188L, K103N/YI88L. VI106I/Y188L. V106A/G190A/F227L
KON E138K/Y181C/M230L 2 B % 3 D B v Bk < ik, K
F U ST B PEN 100fE 28 2 TIETF L7=,
BIRIZKVRERT DRI ViliEERIZ. 27 7L,
Ve, FETECROT b T E Y ATK LT EN
Ma b7 DAl & 5, RERURNTIC X DR RS
R, FIEU CIMEEZR LSBIO > B, xR E T BV
12, 6l 7 LS, AT Y L E R Y it AR
L. 3flix= k7 & U ATER I 2RI 2 7R LT,

19. BHHS ICET HBIEZEMR

— kB4R 0 K7 ¥ Y > (Doravirine)

b2 i
3-Chloro-5-({1-[(4-methyl-5-0x0-4,5-dihydro-1H-1,2,4-tria
zol-3-yl)methyl]-2-ox0-4-(trifluoromethyl)-1,2-dihydropyri
din-3-yl} oxy)benzonitrile

533 1 CisHy CIF;N;sO5

oy Fi 42575

PR BEOHBERTH D,

b

CN

20. kWL DEE
AR ZRET D720, RO E EMEE L CTRFEL., WA 2
AnTELZ L,

22. A%k
3088 Df. 7. RoBRAIAD ]

23. FEXHK
) #RN&EE: FT Y COAHBITICET 2 ME (20XX
£ X H X H7&F, CTD2.6.4.6)
2) HNEE: FT Y  ORRBEBATICEET 25 (20XX
£ XH X H7KF, CTD2.6.4.6)
3) FEPVEEL - AHIHLERE 0GR SR EHRE (2 BE 3 D kit
(20XX 4 X H X A7&GE. CTD2.7.1.2)
4) HNEE: NI Y CRIER A& GREOIEYEIE IR
HiRET (20XX4E X H X HA&ARS, CTD2.7.2.2)
5) HAEE : R7 v v OREFSY BB (20XX 4
X A X &R, CTD2.7.2.2, 2.7.2.6)
6) FLPNERL . RAIDOHERIHI A FT _XA Z VT 4 IZBT
HiRET (20XX 4 X H X A7A&RS, CTD2.7.1.3)
7) Behm MO, et al. Clin Drug Investig. 2017; 37: 571-9.
8) Sanchez RI, et al. Xenobiotica. 2019; 49: 422-32.
9) HANEEL: KT U & ORI NS Z i B DR
FICHT HF Q0XX4E X A X A&, CTD2.6.4.7)
10) Ankrom W, et al. Antimicrob Agents Chemother. 2018; 62:
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FZED > BEH
1.8

WMTSGE ()

75 o OV

= —
AE D T 7

7 EXAH (EEE) EXAH (AASE

3TC Lamivudine FITV

AUCo241r Area under plasma concentration-time curve (0 to | ¢ 5-%% 0FF[ 7> © 24K & T Mg R B —
24 hours) FRE ] BR T T

AUCo.c Area under plasma concentration-time curve (0 to | $¢-5-#% 0FF[iH > & F R MEFR R £ T o i
infinity) TR — FRFTAT R T i A

Cashr Plasma concentration at 24 hr postdose 542245 0 A R

Cl Confidence interval B X H

CYP Cytochrome P450 F 7 7 L P450

DOR Doravirine FZey

DOR/3TC/TDF | Fixed-dose combination of doravirine, lamivudine | KZEY > FIT I KON TF JERENL OV
and tenofovir disoproxil fumarate 7'a X L7 < VR OB A 5

DRV Darunavir e

DRV+r Darunavir boosted with ritonavir Zurendt U N ELOfA

EFV Efavirenz T7y7E LY

FTC Emtricitabine ARV ES

HIV-1 Human immunodeficiency virus type 1 b MRS Y A LAV

NNRTI Non-nucleoside reverse transcriptase inhibitor FEX T LAY N R TREE FEEA

RNA Ribonucleic acid DAL

TDF Tenofovir disoproxil fumarate T/AREL DY TaR T VBl

MIEE (R)
-3 .
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1.8 HREAXE ()
182  FEEXEEMR () RUZDRERH
1.8.2.1 HEERTHR (F)

HIV-18&YGLsiE

1.8.2.2 MEEXIIHME () OFRTIRMN
AFNONRESITZNF: () 1, WAMVEIAERER (018505, 021506k & VN0243R) CTHELNI-A
IR OV EVEDFE RS . THIV-URGYE ] LT L7z, LA FICERERI L 72 o 7= Vg G R Rl
R,

1.8.2.2.1 FABAA HIV-1REEBETRAR (0185K5%)

0187 BAIX, FMEARIGHE HIV-UEYEBE #5512, K7V 2 (DOR) 100mg %, # /L) e/l
(DRV) 800mg [V hFE/L (1) 100 mg Z0fH] (DRV+r) ZFEILIRE LT, Y ANRF® [ A
N> ZEY (FTC) 200 mg e OV / AR EL ¥ 7L 7<) Liigth (TDF) 300 mg Ol & Al

XiF=7valk® [T e (ABC) 600mg XUV 7Y (3TC) 300 mg OEAAI] OFH T
T1H1EICH BB G U7 B DA ME & OV 22 50l L7255 AE, JEEA L, SRR, Zhisk
H[H, “HEMRRRTH H[2.7.3.2.2.1 HH],

Az

FERHHIE H T & 548 FED HIV-1 RNA £:50 copies/mL i & FEK L 72 4B OEIS (FDA A
T 7T a v ME) 1E, DOR BE ) O DRV+r B TEAZ1183.8% 4 TN79.9% T 1 | & DOHEEMH] 2 (DOR
B -DRV+r £F) 133.9% [95%(SHEIX[E (CD : -1.6, 9.4] TH 7=, BEEZEDIS%CI D TR FH
ICHRE LT IEE MO R YED-10% % LAl > 7= 2 & 225, DRV+r (25195 DOR OIELMEMNR S iz
[2.7.3.2.2.2.2 IH], [Table2.7.3-trtmtnved8wk: 6], F7=, ~~— AT A > D HIV-1 RNA &35\ O HEERHE

(100,000 copies/mL #2) (23 T, 48#KFD HIV-1 RNA #:50 copies/mL Ajifi & 22K L 72 #5RE
DEE (observed failure ) 13, ﬁﬁi’f FFEETH -7~ (DOR B : 81.0%. DRV+r Bf : 76.4%)
[2.7.3.2.2.2.7 TE]. [Ref. 5.3.5.1: PO18VOIMK1439: Table 11-7],

ARWIRFD CDARGE Y L/ RERELDR— AT A v D2 L ElL, DOR B Y DRV+r fECENZE
AU +193 J Y +186 cells/mm® T & v | i #f T 2% T H - 72 [2.7.3.2222 H] ., [Table
2.7.3-trtmtnve48wk: 6],

B EEAGIE B C & 2% 963 FF D HIV-1 RNA £#50 copies/mL Aiili & #E5k L 7= ¢ #E OFIE (FDA A
F v 7 ay ME) 1L, DORBEKL Y DRV #E TEAVEIT3.1% 1 1%66.0% ToH V. DRV+r #f & b
;L C DOR BECTE< . £ OREMZE (DOR f -DRV+r ) 137.1% (95%CI: 0.5, 13.7) TH o7z,
Z OFERIE, 48K ICHERR S 472 DRV+r (2% 9% DOR OIELMEZE R 25 6 DT - 72[96wks
2.7.3.2.1.2.2 TH], [Table 2.7.3-trtmtnve96wk: 3], F7=, ~X—A T A > @D HIV-1 RNA &35\ O HRe

1.8 IRA3CE ()
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(100,000 copies/mL #2) (23T H, 961KFD HIV-1 RNA 50 copies/mL Afiii & 22K L 7= 9B
DEE (observed failure 1£) 1%, ML CRIFEE TH > 7= (DOR EE : 65.4%, DRV+r £ : 65.2%) [96wks
2.7.3.2.1.2.7 HH]. [Ref. 5.3.5.1: PO18MK1439: Table 11-6],

963D CDARGIE Y o /SERI DR — AT A L3 h DAV EE, DOR & O DRV+r #ECTENE
AL +224 K V4207 cells/mm® T & 0 | [ #f TR E TdH > 72 [96wks 2.7.3.2.1.2.2 ], [Table
2.7.3-trtmtnve96wk: 3],

74

DOR 100 mg (483 [514#% 5-1%. DRV (800 mg) +r (100 mg) D485 & bl L ChF £ LV 22
TR T A NVERL, TOAEMIML TR TH -72[2.7.4.2.3.5 H], 48HIFE TOREH
% (DOR #f : 80.2%. DRV+r#f : 78.3%. LATIENA) . &IEA (30.5%. 32.1%) KROHEELAESE
2 (5.0%. 6.0%) OFRBEEGIL, W CREE CH-T-, WThORTYH, 5T ICE-7F
EHHEG (1.6%, 3.1%) KOG HILICE S T2 GIEA (1.0%, 2.1%) ORBEIGITK-72[2.7.4.2.3.1
IH], [Table2.7.4:20], W NDDEECTHERE OS%LL EICHE SNIZAERELROH L, FHRORD
HIA 1L, DRV+r #F (22.5%) & H# L T, DOR ¥ (14.1%) T olz, ZDENOFFEFRTIE
FRARAICER D B D REM 21T DR > 72[2.7.4.2.3.1 TH], [Table 2.7.4: 21],

AQHKRFDZENGIRF LDL 2 L A7 B —/LDRX—R T A )b OZE{bEIL, DOR#E & T DRV+r #£ T
ZNZEI-4.51}2049.92 mg/dL T& ¥, DOR B Tid DRV+r B & Hoifs U CREFHAMICA BERIK T 2
RUTE (p<0.0001), F7-. 48HHFFDOZEEHE non-HDL =1 L AT 10— /L D_— R T A )b DB L&
IZ. DOR &£ K U DRV+r B CZ L 4-5.30 0+13.75 mg/dL T& Y . DOR #£ Tl DRV+r £ & Lk
L CHERHAIICHE BERME T 2R L2 (p<0.0001) [2.7.4.3.3.3.1 TA], [Table 2.7.4: 41],

DOR 100 mg D963 [El#% 51, DRV (800 mg) +r (100 mg) D96 [EI# 5 L ik L CHEHLIC
LD EH OB ENMEL | ZF DOEEMEIX R Th o 72 [Ref. 5.3.5.1: PO18SMK 1439 13.2 IH],
96 £ TOHAESHSL (DOREE : 84.6%. DRV+r F : 82.8%. UL FFEIE) . EIER (32.1%., 32.1%)
LOEERHEERER (7.0%. 8.6%) ORIEIGIX, WMECHRHBRE CTCH-T-, WTNORETH, &
HHIEICE -T2 HEFS (1.6%. 3.4%) KOFEERILICESTZEWER (1.3%., 2.1%) OFRBEIE
13K > 72 [Ref. 5.3.5.1: PO18MK1439: 12.1.1 T&], [Ref. 5.3.5.1: PO18MK 1439 Table 12-1], 72>
DOFETHIRE D5%LL LIZHE SNICAEFEFRO OB, FTHROFREBLEIAIL, DRV+r B (23.8%) &
E#E LT, DOR Bf (17.0%) TIEMN- 72, ZOIEDOFEFRTIL, BIRMICEWRD B DR
ITAH B IL7e > 72 [Ref. 5.3.5.1: PO18MK1439: 12.1.2 TH], [Ref. 5.3.5.1: PO18MK1439: Table 12-2],

96 HIF D ZENEIF LDL 2 L A7 0 —/LDX—RA T A I H O b EIL, DOR #E &L O DRVAr £ T
ZNEN-044} V+14.00 mg/dL To V| 48R ICHERR ST BERI D FRfe L T e, £72. 961
BEDZEERE non-HDL =2 L A7 B — )L D_X— 2 T A D DL EIL, DOR B &N DRV+r #E CT%
NZHL-048 . U+17.65 mg/dL T V) | 48 RFITHERS S AV BERI ZD R L Tz, T ORERIT48
HFFIZfER S 72 DOR BEOENTZNEE T n 7 7 A VA XFT D H D Th > 7 [Ref. 5.3.5.1:
PO18MK 1439: 12.3.2.1 IH], [Ref. 5.3.5.1 PO18MK 1439: Table 12-7]. [Ref. 5.3.5.1: PO18MK 1439: 12.6 ],

1.8 WRACE (R)
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1.8.2.2.2 BEBA HIV-1REBREFRHER (021535R)

02138 1%, AMEAKRTEH HIV-UEGLEHE 256512, DOR 100 mg, 3TC 300 mg &% O* TDF 300 mg
%A+ SEAH] (DOR/3ATC/TDF) %, =7 7 £ L > (EFV) 600 mg, FTC 200 mg }2 (* TDF 300 mg
ZEHT HEEA] (BFV/FTC/TDF) ZxtfRIEE LT, 1H1H96EM L LB oA & V24
PEZ R U7 S5 IAE, VR b, SEFORTIR, sk dtm], —HEMRBTH 5[2.7.3.2.3.1 H],

Az

FERHBIE H T & 548 FED HIV-1 RNA £:50 copies/mL i & FEK L 72 4B DEIS (FDA A
+ v 7> 3 v bE) X DOR/3TC/TDF £} (N EFV/FTC/TDF £ CTZ L ZE184.3% K% 180.8% T ¥ |
Z OFEMIZ (DOR/3TC/TDF #f - EFV/FTC/TDF ) 133.5% (95%CI : 2.0, 9.0) Th o7z, HEMZE
D95%CI O FIRNFHRNCHIE L2 IELPEDIEAED-10% % EF]l 7= Z & /6 EFV/FTC/TDFF (%]
9% DOR/3TC/TDF D IELMEN R &N 72[2.7.3.2.3.2.2 TH], [Table 2.7.3-trtmtnve48wk: 8], F7=. X
— A7 A @ HIV-1 RNA &35\ R (100,000 copies/mL ) (2B T 1, 481D HIV-1 RNA
550 copies/mL A & 2ERK L 7= #5kE OFIS (observed failure 1£) 13, M CRIRE CTHH- 7=

( DOR/3TC/TDF #f : 81.2% . EFV/FTC/TDF #t : 80.8% ) [2.7.3.2.32.7 X ]. [Ref 53.5.1:
P021VOIMK 1439A: Table 11-7],

S IFD CD4BEMEY v RERDO X — R F A b Db &1L, DORBTC/TDF #f & WY
EFV/ETC/TDF £ CTZ N ZEH+198 K O%+188 cells/mm’® T 1 | WiE CRIFEE Th - 7-[2.7.3.2.3.2.2 HH],
[Table 2.7.3-trtmtnve48wk: 8],

B EEAGIE B C & 2% 9631 FF D HIV-1 RNA 50 copies/mL Al & #Eik L 7= ¢8R #E OFIE (FDA A
+ v 7> 2 v bE) X, DOR/3TC/TDF £} (N EFV/FTC/TDF B TN EIT7.5% K NT3.6%TH Y |
Z OFEMHZ (DOR/3TC/TDF #f - EFV/FTC/TDF #£) 133.8% (95%CI : -2.4, 10.0) Tho7z, ZD
FEALIX, 481 FERE S 7= EFV/FTC/TDF (Z%x19° % DOR/3TC/TDF DL M E LR+ 5L DO TH
- 72[96wks 2.7.3.2.2.2.2 5], [Table 2.7.3-trtmtnve96wk: 5], £72, ~—ZX 7 A > ® HIV-1 RNA &/}
I OEEERE (100,000 copies/mL #) (23T, 963K HIV-1 RNA &50 copies/mL A & 2K,
L 7o #iRE oFIA (observed failure ¥£) 1%, WHE CHFEE Th-o7- (DOR/BTC/TDF Bf : 71.0%.
EFV/FTC/TDF & : 79.7%) [96wks 2.7.3.2.2.2.7 TH], [Ref. 5.3.5.1: P021MK1439A: Table 11-6],

96 D CDAREMEY v NERE DX —R T 4 U5 b D%k &E L, DORBTC/TDF #f & O}
EFV/ETC/TDF #f T % 1 11+238 K& (84223 cells/mm® T & ¥ . i & T R FLFE T H o 72 [96wks
2.7.3.2.2.2.2 IH], [Table 2.7.3-trtmtnve96wk: 5],

T

DOR/3TC/TDF D48 [ #: 51X, EFV/FTC/TDF D48 &5 & bl U ChFE LWEeET r 7
FANERL, TOARMEIIML CRIFTH-72[2.7.4.2.4.6 TH], 48K FE TOHEFROREHE
A%, DOR/3TC/TDF £ (82.7%) . EFV/FTC/TDF Bt (90.7%) X ViIE< . BHWEHAORBEIL
DOR/3TC/TDF #f (31.0%) <. EFV/FTC/TDF #f (62.9%) XV {&ho7-, EELRAEEES

1.8 #3E (R)
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(DOR/3TC/TDF A% : 3.6%. EFV/FTC/TDF %% : 58%. LA FRINA), &5 H ILIcE -7~ FEHS
(DOR/3TC/TDF #f : 3.0%. EFV/FTC/TDF %% : 6.6%) LU 5H IEICES-FIEH (2.2%. 5.8%)
D3 BLE|A L . DOR/BTC/TDF £ Tl&. EFV/FTC/TDF £ X 0 {K7)>~> 72[2.7.4.2.4.1 TH]. [Table 2.7.4: 23],

T E TORMR R A EFRORBEA X, DOR/ATC/TDF £ & O EFV/FTC/TDF £ CZ L
ZN23.6% K% 56.9% T Y, DOR/BTC/TDF £t TORBEIAIL, EFV/FTC/TDF #f & kb L TIE»
Sl Flo, FEWED F | REIREES & OEFRIREEOZ Lo N Zh O FBEI A X, EFV/FTC/TDF
#f & bz U C DOR/3TC/TDF B CHEGHFRIZA EITAK D o 7o (BN F 0 1 p<0.001, MEARFES
p<0.001 K OVEFIRBEDZAL : p=0.033) [2.7.4.2.4.5.1 TH], [Table 2.7.4: 26],

ABMFEFDZEERE LDL 2 L AT B — )L DX—RA T A b O b EILX, DOR/BTC/TDF &Kk Y
EFV/FTC/TDF Bf CEILZE41-1.58 %X U48.74 mg/dL CT& ¥ . DOR/3TC/TDF #f T3 EFV/FTC/TDF %
& U TR RIS HE B RS T AR L7z (p<0.0001), F7-. 48FHKFDZEHERF non-HDL =2 L A7
0=/l DR—AT A b DOE{LEIX, DOR/3TC/TDF £ &% O EFV/FTC/TDF B CZ i 41-3.83 %
U+13.26 mg/dL T& Y . DOR/3TC/TDF £ Cl% EFV/FTC/TDF Bf & Heilt U THEFHEAICH B IK T
Zas L= (p<0.0001) [2.7.4.3.4.3.1 TH], [Table 2.7.4: 45],

DOR/3TC/TDF D96 F’ﬁ?&ﬁ X. EFV/FTC/TDF D968 [H# G- & bt L THEHGUZ X DR
OG- IEDOEIG MRS, DML BAE T 7= [Ref. 5.3.5.1: PO2IMK1439A: 13.2 1H], 9614
H%Eif@ﬁi%%&@%éfﬁil X, DOR/3TC/TDF £f (88.2%) <. EFV/FTC/TDF £ (93.1%) XV
<. BIERORBLEIA © DOR/ATC/TDF £ (31.9%) T. EFV/FTC/TDF &t (64.8%) X VK-
7o, HERAESS (DOR/ATC/TDF & : 5.8%,. EFV/FTC/TDF #% : 8.2%. LA FREIE), #5F 1k
BEolHERER (3.0%., 74%) KOFEGHILICESTZEHWER (22%. 6.6%) OFRBEEAEL.
DOR/3TC/TDF B Tid. EFV/FTC/TDF #t X ¥ {7> > 72[Ref. 5.3.5.1: PO21MK1439A: Table 12-1],

T £ TORMR R A EFROREEIA 1L, DOR/3TC/TDF & O EFV/FTC/TDF #ECZh
ZH126.4% K 58.5% T V. DOR/3TC/TDF BETOHBLE| G 1, EFV/FTC/TDF Bf & b U CHAZE

AR o7z, Fo. FEMED V., BEREES K OVERREOZLOENZNORBEIE S,
EFV/FTC/TDF #f & Lbif L C DOR/3TC/TDF B CHHE 12K A > 7= [Ref. 5.3.5.1: PO2IMK1439A: 12.1.2
IH]. [Ref. 5.3.5.1: PO21MK1439A: Table 12-2],

96 FF D ZEER; LDL 2 L AT 01— /L DX—RZ T A ‘/fp%@/?ﬁmi %. DOR/3TC/TDF Ef K N
EFV/ETC/TDF # CZNZ11-0.62} 0'+10.78 mg/dL T&H V) | 48HBF IR S - REM 203 Fifee L C
Wiz, E£72. 96EBFOZEMEE non-HDL = LV AT 02— /L DX—RZA T A )b @ﬁ’ﬂﬁi
DOR/3TC/TDF #f}% OY EFV/FTC/TDF £ CZ L2 41-2.142 O+14.95 mg/dL TH V) | 48 FFIZHERR =
AU BERIZED R L TNz, 2 ORI Z48 NI R S 4172 DOR/3TC/TDF BEDENT-ARE 7
T ANEXFETDHEH O TH o 72 [Ref. 53.5.1: PO2IMKI1439A: 12.3.2.1 IH], [Ref 5.3.5.1:
P021MK 1439A: Table 12-7], [Ref. 5.3.5.1: PO21IMK1439A: 12.6 *H],

1.8.2.2.3 A I AZHHIFEINT SN TS BA HIV-1REEE T RAER (02455R)
0247857 1%, UV T EAE LLIZae v A¥ y hEfHLZZPL 28 A%y hEJFH L=

1.8 #3E (R)
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v 7 77 BV L NNRTI OWF 405 E NRTI 2B 572 5 _XR—A T A4 LU A UNTED U A VA

FHIENHI 235 & 20T D AME HIV- Ui A 515212, DOR/3TC/TDF (28] 0 B 2 72 BR DA it K&

O M2 3 M L7255 IAH, R b, FEEo IR, S st JEEMAEIRTH 5, 0245 D48

BERFE TCORX—2RKBRTIX, RRER GG (Dayl) ITX—ZX T4 LT A D

DOR/3TC/TDF (28] ¥ % 2 T48#H M # 57 % Immediate Switch Group (ISG) X[I~_—R2F A LT

A % 2418 Ik R ¢ 5-%% 12 DOR/3TC/TDF (28] V) # x T24H [ 53 % Delayed Switch Group
(DSG) DWT I YR 2 BEAE 2 1ZH] 0 A+ 72 [Switch 2.5.1.5 HH],

AZE

HWED FEFHME B X, 481K ISG } U4 D DSG ¢ HIV-1 RNA 50 copies/mL A %
BERL L2 BRE OBIG TH o 72, AT A HIV-1 RNA £50 copies/mL Aiifi & 2k L 7= 95 #
DOENE (FDA AT v 7 3 v ME)IL 48 EFD ISG M U243 KD DSG TZILZ1190.8% &% 194.6%
Thotz, TOREMZEIX-3.8% (95%CI:-7.9, 03) THY, 48#HEFD ISG TP DOR/3ATC/TDF O
BEWPEIX, 24TFFD DSG TONR—RZ T A 2 LI A DFIECK L CTIFEETHD Z LW REh
7-[Switch 2.5.4.4.2 TH], [Table 2.5-switch48wk: 4],

A8 FFD ISG K U4 RFD DSG O CDAGE Y v RERE D _— 2 T A v DAL BEIE, T e
AL +13.9 K& OV +18.0 cells/mm® T & ¥ | [l # T [A] 2 & C & - 7= [Switch 2.5.4.42 IH], [Table
2.5-switch48wk: 4],

ek

A IV AZLEINH DM B AL T D HEERFE 12, DOR/3TC/TD % ISG C483# [H] & N DSG "C243 [ #¢
H LU0 ZAEMEIIME L C BAFTd o 7=[Switch 2.5.5.7 TH]. [Ref. 5.3.5.1: P024MK 1439A: 13.2 &],

24K DA FEFEG (ISG : 68.9%. DSG : 52.5%) KOENEH (ISG : 19.5%. DSG : 2.2%) DX
BLEIA1X, DSG & kb LT ISG T > 72[Switch 2.5.5.3.1 TH], [Table 2.5-switch48wk: 6], ISG i
Bl L AN B2 555, DSG IFHANETIOL 72 L bon ARMERFLIZ_X—ZXF A D
VURA RS D2 E0h, ISG THEFGKORIEHORBEEGNEL 8D & 1%*? h
TW=boOD, ISG TORIEAORBEIGIL, RIGHE HIV-URGEH 2 x5 & L-ilBRic
DOR B CORWEHORBES (K30%) L0 ik o7-, FEFER T TOHIY %zaﬁ%ﬁf“&)é Nl
M. ISG & DGS TOHEFEZKORWEHORIENGOZEDFIN L > TWDHAEERH v | filb
ha AL ZENS DY) B2 2 f M L7 E DO IEERRBR THRBEOMENBD LN TND
[Switch 2.5.5 5], [Ref. 5.3.5.1: P024MK1439A: 13.1 ],

HIERAEFFS (ISG : 2.9%. DSG : 3.6%) . &HGTILICEST-AFFS (ISG : 2.5%. DSG :
0.4%) KOFHHIEICES>7EWER (ISG : 1.6%, DSG : 0.0%) OIHESIILL . ISG & DSG
TRIFREE Td - 7= [Table 2.5-switch48wk: 6], 24 F TIZHE SNT-AEERL DL  1THE LT
HLETHY, 72, ISG LN DSG DWW T5%LL Bl - A EF5E LIREA S & OESE O
# T > 7=[Switch 2.5.5.3.1 IH],

1.8 “#ﬁﬁ?% (%)
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R=RATA VT AUNY N FELEDH LT PIR— A Th - - BRE CTlE, 248 R 22 RS
IDL 2 L AT B —)LDRX—AT A b OEEIE, ISG KT DSG TEILEI-16.54 X T
-1.94 mg/dL T&H Y | ISG TiL DSG & Hl L THEGHFAIIC A BERK T 27~ L7z (p<0.0001), E7=,
24 EFDZEHERE non-HDL 2 L AT 0 — /LD X— AT A NSO EIL ISG LT DSG TENE
N-2474} F-131mg/dL TH V. ISG TIE DSG & g L THFFMICAEERIE T2 R LT

(p<0.0001) [Switch 2.5.5.4 IH], [Table 2.5-switch48wk: 8]

PLEDFERN G RIBHE HIV-UEW5R #1238 T, DOR 100 mg & O DOR/3TC/TDF DA &hi
L% FREE (DRV+r & O EFV/FTC/TDF) DA ZPEICxH L TIELHETH V. DOR 100 mg K O
DOR/3TC/TDF |43 (DRV+r & Of EFV/FTC/TDF) & Wl L T E LWEZe7n 7 7 A4 v
AL, TOEREMEIIM L CREFTHDLZ ENRENT, F2, ofiL hbuo A/ LR L DA v
[ZE D DAV AZRHNEI A B LTV D HIV-UEYBER #1251 T, DOR/3TC/TDF ~Y) ¥ 8 % 7=
BEOEDMEIL, XR—AT A LTV B LTEBEOR I L TCIHELETHY
DOR/3TC/TDF ~Y) 0 B 2 72 BR O AFMEIIME L TR TH D Z LR ST,

1.8 #3E (R)
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1.8.2.3 MRENTHR () ICHETHEE

LUF DWW 31730 HIV-UEBYEBF 5 2 &,

o HUHIV IEIC X DI VB

o UANRFRRMOBERD 72 < B0 R ZHENZ6m HRILL LD A v 255l (HIV-1 RNA
&7)350copies/mL i) NEHILTEY, R7E Y AZKT DML R A2 R 723, A4
~OYI Y EZ DY TH 5 LI S 560 HIV FEERR R EHE

AFNC L DIRRICH T T, BEOIRERE LK O A Re e G5 I I3ERIM R A (B s TR &

DWIERBENT) 2#B3B1CT5H 2 L,

1.8.2.4 PEEXIIHR () (CEET HIEDHRTEIRRL

ARENIOEENTNE () OBEMRILE L7-RBRD 9 5 0183 Bk K V02158 I3 HT HIV 3|2 X
HIREIRERDN 72 VWEBRE kR & L[1.8.2.2.1 TH], [1.82.2.2 TH]. 0243RBRIT v A /L A A AL D 8 BR
W7, GV ZANC6H HHLL LU A L ZAZRMHEA SO TEY, RTE U ATk DR
WUE B A FRT- 720 vpt HIV 3EBETR IR B A %14 & L7-[Ref. 5.3.5.1: P024MK1439A 9.3.1 ],
PLRIZESE | RRIOMARRE 70D HIV-UEYYERHE 2 20 IR RICBET 5 3E & LT
E LT,

HIV EYYE OVEHE CII3FELL Eodt HIV AT 2BIEPIEREL 25T Y | BARR 2384
BPUCER LTk, BEOBFERE, BENKRYE LTV 5 HIV O HIV 3264 258520, BITER.,
BEFEOME, EABLOEAORE SREEZBELC, BHCKDELZLOEZRSLERD

HIERES5.4: 4],

PUHIV BTk 2 B M A MR 2 7201213, FAIMMERR A GBE AT & 5 IER BV
) "EHTH D, Kl ﬁ@%ﬂ%ﬁ@%ﬁmiﬁﬁi BEERNO HIV O 5 Btk HIV #2356
30%LL BIZ7e B2 EEE B AR TE RN E WIS BREDRH D b 0D, RIAHE HIV EYEE
&UWE%&V@ﬁjE@%$f74wX%%ﬁ%T+ FPXIE T AN AFRIR A B LI EBE T
IBRANE ZRFT 2 AICHR SN TV B [E RS .4: 3], [BEFS.4: 4], Fiz, BB THURNT O KA
méﬁﬁi$mm@m_%@Wﬁént_ PRV HT HIV IR OBRARE T ORI A < B
STV DERS.4: 9],

PLEIZHESE | TARBNC L DTERIZH 7o o T, B ORI K OV TR 70 55 B (T X3 AR A
(BB TR & 5 WVILRBUBGNT) 22810352 L, ) 22U RICEET 2R L LT

==

BRE LT,

1.8 #3E (R)
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183 FERUVAE (B) RUZORERM
1831  RAERUVAE ()

HE, RACIERZEY L LTI00mg Z1 H1EROEG 35, KFIZ, BFEOFEII))NDL
THRETE S, BECEL UL, LIMoB HIVIERE AT Z &,

1.8.3.2 RERUVHAE (F) ORERL

AFOEKR O E (%) 1L, DLFIZESWT, Tl lAIZIEFZEY & LT100 mg %1
HIERR OG5, AAIL, BFEOFEIC PO LTERETES, #5ICBL T, L Phobt
HIVE LT 2L, ) E%E LT,

MESMLIIEE TRRERER (00538R) T, RIAE HIV-UEYESE 2 %14 & L T DOR 25 mg & U200 mg
Z1H1E, 7THEEE LIEEO R & 225 i L 72, WInOHETHRREDO Y A L
ASOERFRO B, BEMEE L CRIFTH -7, ZO7, MESMEIIE A R e (007
B O AEL OV & L LT DOR 25,50, 100 % U200 mg O 1 H 1[a1#% 5-4 81 L 72[2.7.2.2.4.1 IH],
[2.7.2.1.5.1 ],

00775k TAIGHE HIV-UR YL F 12 DOR 25, 50, 1003213200 mg Z 1 H 1[H12438 fi#¢ 5 L 7= 5 5.
WFHOMHEICEN TS, xR (EFV600 mg) & [FIFREE DO mWAIMEN /R S4, DOR DR &=
IFAIMED R RS Z R THPEICEREL TWD Z LRI/, £72. DOR O H & O MM
X RAF T, HEEFNRLEEM ORI b o 72[1.8.3.2.1 HH],

007358 D24 I BE G- OFERITIN 2T, L FORZEBE LT, HBIFHRBRO HiELOHEE L
C DOR 100 mg 1 H 1[a] 23R L 7=,

«  DOR100mg 1 H1FEH 512 LV | —fi%H72 NNRTIPEZA R (K103N, Y181C & Y Y190A
R A L <IEXKI03N/YI81C D “HAR) #4792 HIV-1ERIZK L THARZ Cognr
oY Z LR S T2[2.7.2.1.5.1 H],

«  DOR 100 mg 1 H 1[E[# 52 L 0, DOR OBRFE R & BN S 2 4MAMEER N & 5545
(CYP3ABREAIOHHIZ2 L) Th o et~ — U0k &4, DOR OIREE &
KT SR ER R D D55 (FRED CYP3AFBEA O L) THLAMEN
HMEFF SN D ATREMEDS & 5[2.7.2.1.5.1 TH],

DOR 100 mg 1 B 1[E1# 5-1%, 0073858 D48 K& V06 [ 4 5-1F ONZHES 55 MAHGER (01875R) TH
B HIV-UREEF O L CHEIMMEZ R L, TOREMIIM L TR TH - 72[1.8.3.2.1 TH],
[1.8.2.2.1 TH],

DOR/3TC/TDF @1 H 1E1# 5%, M S IAHER (0213808) CTRIGHE HIV-UERGBE TR LT
FiWkzm L, TOREMIIML TR TH-72[1.8.2.2.2 TH], £7-. DOR/STC/TDF M1 H 1[aH#
Bk, MESVETIIFRRER (0243858) T, A L ZZ2RMHIAE S 4L T 5 BETAHE HIV-1EY B 1T
LU THIMEZRL, TOAFMHEIML TRA4FTH - 72[1.8.2.2.3 IH], [Table 2.5-switch48wk: 1],

1.8 WRACE (R)
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HIV EGE OIRHE CII3FLL_ EOPT HIV 3% JFH 3 2 BRIENRUETH 5 72 DO[E £S5 .4: 3], LoHt
HIVELHHTDHZ L & LT,

DOR 100 mg % 1 B 1[El#% O£ 5 L 72O F O FEE N U729 55 1 ARRER (037:48%) <1k
AT DOR OFEWEhREIT 6 L CHRRRIICERDO H DB E ME SR o122 £ B[27.1.22.1.1
TH], [2.7.1.3.3.1 ], [2.7.2.3.2.3 IH], AHAl iﬁ%@ﬁ?ﬁ bbb T HREREEEZE 27, £72. 007
FRBR. 0187BR K& N0213RBR Cld. BFOAFEZH) ) 57 DOR 100 mg %1 H 1% 0 &5 L 7= #
&, DOR 100 mg 1 H1[EHGIZAMEEZ R L, TOAEMEITHL TR Th >72[1.8.3.2.1 H],
[1.8.2.2.1 HH], [1.8.2.2.2 HH],

1.8.3.2.1 BEBA HIV-1REBETRASRTERAR (0075K5%)

007388k 1%, AMEAKRIEHRE HIV-UERGLBH 2652, DOR (25 mg, 50 mg, 100 mg X/3200 mg)
% . EFV 600 mg % FE3E5 IR E L OV KOO T T 1 A 1R G L 72 BEOHZINE L V4
PEZGFAM L7228 TR, MR b, 23—, HERRE. EIEIR, Zhsk it —HEEmART
& 5[2.7.3.2.1.1 TH],

N— FTIEL, HEREL HAYIZ DOR (25 mg, 50 mg, 100 mg X[1¥200 mg) Xi% EFV 600 mg
. WIS Y AARKYEHTCLHIER G Lic, 73— N O24BEEFE TORER A BT LARE OFRER
TOfE L L TDOR 100 mg #i#R L, 3— h 17T DOR 100 mg % #&5 S =g ix, =oky
% 963 I £ CHkfE L. DOR 25 mg. 50 mg 13200 mg & &5 S 7= #5E 1%, DOR @ &% 100 mg

AR LT, 96HRFE TOREGEZET Lz, 73— F2TIEH7ZITHEA AN T #5712 DOR 100 mg
Ni¥ EFV 600 mg % Y L NZC0FH T ClALEEE L, 96O 25T L7-[2.7.3.2 H],
[2.7.3.2.1.1 IH],

24 OATNME (X— R 1)

243 IKF > HIV-1 RNA #40 copies/mL A 2 2k L 72 R E OFIS (LEFHMEHEE) (FDA 2
v 7' =y ME) 13, DOR 25 mg £, DOR 50 mg #, DOR 100 mg £, DOR 200 mg #£ 2 " EFV 600 mg
BT, ZEN80.0%, 74.4%. T1.4%. 80.5%}% 1r643% ThH YV, £ HED DOR #E L EFV #E L T
[FIFEE CTdHo>72[2.7.3.2.1.2.2 TA]. [Table2.7.3-trtmtnved8wk: 5], Z D Z &5, DOR DWTILORE
IZHBWVTH, DOR DIREEEIIAMEN R KIS Z R T HRAICEEL TWD 2 LRI N
[2.7.2.1.5.1 HH],

243D CDARGIME Y v 7 SEREE D N— 2 T A b DA LB, DOR fFAEE (25 mg, 50 mg,
100 mg } U200 mg #EDOPFA) &N EFV # TEIEA+135K U121 cells/mm* T b | DOR 5
& EFVRE L CRIEE TH - 72[2.7.3.2.1.2.4 TH],

48} N6 DA ZIE (X— M 120FE)
HIV-1 RNA 40 copies/mL i 2 2K L 72 gBRE OFIG (FDA 2w 7' a v ME) 1%, 488

1.8 IRA3CE ()
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IKFClX DOR 100 mg £ Y EFV 600 mg Ff CZALZH77.8% K N8.7% T V) . 961#KF TIL DOR
100 mg # % OV EFV 600 mg # TEALZ4175.0% % N75.9% T o > 7-2[2.7.3.2.1.2.2 HH],

CD4RGE U v 7 SERB DR — 2 T A D D2 b &R, 481 FF Tl DOR 100 mg Bf M OV EFV BET
FEIZEINA192 K U195 cells/mm* TH ¥ | 961 TlX DOR 100 mg #£ &% Y EFV BE CTZLZE11+259
K U264 cells/mm® Cd - 72[2.7.3.2.1.2.4 1],

LI EX Y, DOR 100 mg OA %X, EFV 600 mg & [FFEECTH Y | 96HKIF £ TR 425 2 &2
RN,

e in

DOR O#5 & (25mg, 50 mg, 100 mg /3200 mg) D245 D EEVEX, EFV 600 mg O
24 G- L R L THEL TRIFCTH Y | HEKFI R L EMEDRRITA DRI -T72[2.7.42.2.6
H],

Fo. N PO R— R2OGFAT — 25, 24 & TICHRIRSR O HERHREZ KB L2
WA DOEIG 1L, DOR 100 mg £ & Y EFV BET26.9%K% 1847.2% T 1V . DOR 100 mg B THE L
Mol (p=0.002) [2.7.4.2.2.5.1 1],

96IIF £ TOAFFRORBBEIE L, DOR PFERHE (N— PR UV S— F200HE) KTVEFV BT
ZNZENI1.4% K% 196.3% Th -7, FIfEH (DOR FAHRE : 41.4%, EFV Bf : 58.3%. LLF[EIE) .
FELAERS (82%., 12.0%)., HHFILICESTEHERES (4.7%., 102%) KO EGHIEIZE
STCRWEN (2.2%. 9.3%) OFBLEIGIL DOR FEHE TR o7, EHEZRREIWEMIL. DOR fFEHE
TIXAH N> T2h3, EFVEET3H (2.8%) #HiF S4172[2.7.4.2.2.1 IH], [Table 2.7.4: 15],

FEBRSFAT & Tl 961 F T ORI R EE K ORI E O GIVEH DR BLEIS 23, DOR
ARETEFVREEL VKD o 72 (FERETE : DOR A #E & O EFV BE TENE1012.5% MK U35.2%,
FEARRESE 1 20.7%. 31.5%) o F 72, B M OV PR S O FEIE A ORBLEIG © . DOR JFAEE (3.0%)
TEFVEE (13.0%) KL VIK2>~72[2.7.4.2.2.1 TH], [Table 2.7.4: 16],

1.8 #3E (R)
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1.8.3.3 RERUVRAE (B) [CHETHEE

AHNE D 77 TF a2 OAEGT D5 E1E AAI100 mg 249128 ] O IfE & 2217 T1H 2B &
THZL, B, V777 F O ETIE L SE1E, AAI100 mg 21 H 1ENCREET 5 2 &,

1.8.3.4 RZERUVAE () ICEET S EEDOHRERI

AR 2 Pe 5 L7=BED DOR OIEYENEEIZXFT 2 Y 7 7 7 F 300 mg 1 H 1A 5 O 8% 50 L
725 TAHEBR (0353R) IZRBW T, ARV 77 7 F 20 LIEEE. UV 77 7 F O CYP3A4
FHEAEHIZ LY DOR @ AUCo.0o KT Coaneld, EALEIRIS0% ML OFKI8%NIR T L7z, 72, UV 77
7 F PFHREIZ DOR 100 mg %1 H2[El#% G- L 72 BRDE #HREED AUCo240e XY CoanelE, UV 7 77
F & PEAEIC DOR 100 mg Z 1 B 1[G LR ERRRE L RD LN, ST AR v
RERADEEICLY PHIENTZ[2.7.2.2.3.1.5 TH], [2.7.2.3.1.1.6.3.9 TH],

LRiZHESE TRAIE ) 77 7 F U 20AR ST 25613, AAI1100 mg %5 1208H O [k %
ZEFCIH2ENCHET D52 L, 2B, V77 7 FrOffZEHIE L25A1. AFI100mg Z1H 1
ENCHET 22 &) A HIEROHE () ICBET 2R L LGRE LT,

1.8 IRA3CE ()
- 14 -

C Confidential




FZEe U X

1.8 IR (%)

1.8.4

FEALDIE (B) RUZDORERNL

H EoEE () MOZORTERINE[F£ 1.84-111T77,

& 1.8.4-1 FARLDIE

() RUZDHRFERRL

i FoEE ()

B EAR AL
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3 Module 3 Quality
3.2 Body of Data
3.2.5 Drug Substance
3.2.8.1 General Information
3.2.S5.1.1 Nomenclature
3.2.5.1.2 Structure
3.2.5.1.3 General Properties
3.2.5.2 Manufacture
3.2.5.2.1 Manufacturer(s)
3.2.8.2.2 Description of Manufacturing Process and Process Controls
3.2.5.2.3 Control of Materials
3.2.5.24 Controls of Critical Steps and Intermediates
3.2.8.2.5 Process Validation and/or Evaluation
3.2.8.2.6 Manufacturing Process Development
3.2.8.3 Characterization
3.2.5.3.1 Elucidation of Structure and Other Characteristics
3.2.8.3.2 Impurities
3254 Control of Drug Substance
3.2.8.4.1 Specification
3.2.54.2 Analytical Procedures
3.2.5.4.2.1 Analvytical Procedures - Assay and Impurities
3.2.5.4.2.2 Analytical Procedures - Residual Solvents
3.2.54.23 Analytical Procedures - Compendial Tests
3.2.8.4.2.4 Analytical Procedures - Water by KF
3.2.54.2.5 Analvytical Procedures —_ Assay
3.2.54.3 Validation of Analytical Procedures
3.2.8.4.3.1 Validation of Analytical Procedures - Assay and Impurities
3.2.5.4.3.2 Validation of Analytical Procedures - Residual Solvents
3.2.8.4.3.3 Validation of Analytical Procedures - Water by KF
3.2.54.34 Validation of Analytical Procedures —_ Assay
3.2.5.44 Batch Analyses
3.2.54.5 Justification of Specification
3.2.8.5 Reference Standards or Materials
3.2.5.6 Container Closure System
3.2.8.7 Stability
3.2.8.7.1 Stability Summary and Conclusions
3.2.8.7.2 Post-approval Stability Protocol and Stability Commitment
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3.2.5.7.3 Stability Data
3.2.P Drug Product
3.2.P.1 Description and Composition of the Drug Product
3.2.P.2 Pharmaceutical Development
3.2.P.2.1 Components of the Drug Product
3.2.P22 Drug Product
3.2.P.2.2a Drug Product - Dissolution Method Development Report
3.2.P.2.3 Manufacturing Process Development
32.P24 Container Closure System
3.2.P.2.5 Microbiological Attributes
3.2.P.2.6 Compatibility
3.2.P3 Manufacture
3.2.P.3.1 Manufacturer(s)
3.2.P.3.2 Batch Formula
3.2.P.3.3 Description of Manufacturing Process and Process Controls
3.2.P.34 Controls of Critical Steps and Intermediates
3.2.P.3.5 Process Validation and/or Evaluation
3.2.P4 Control of Excipients
3.2.P4.1 Specifications
3.2.P42 Analytical Procedures
3.2.P4.3 Validation of Analytical Procedures
3.2.P44 Justification of Specifications
3.2.P4.5 Excipients of Human or Animal Origin
3.2.P.4.6 Novel Excipients
3.2.P.5 Control of Drug Product
3.2.P.5.1 Specification(s)
3.2.P52 Analytical Procedures
3.2.P5.2.1 Analytical Procedures - Assay, Degradation Products and Identity by
HPILC
3.2.P.5.2.2 Analytical Procedures - Dissolution
32.P523 Analytical Procedures - Assay, Dose Uniformity and Identity by
HPLC/UV
3.2.P.53 Validation of Analytical Procedures
3.2.P53.1 Validation of Analytical Procedures - Assay, Degradation Products
and Identity by HPLC
3.2.P.5.3.2 Validation of Analytical Procedures - Dissolution
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32.P533 Validation of Analytical Procedures - Assay, Dose Uniformity and
Identity by HPLC/UV
32.P.54 Batch Analyses
3.2.P.5.5 Characterization of Impurities
3.2.P.5.6 Justification of Specification(s)
3.2.P.6 Reference Standards or Materials
3.2.P.7 Container Closure System
3.2.P.8 Stability
3.2.P.8.1 Stability Summary and Conclusion
3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment
3.2.P.8.3 Stability Data - BHT for
3.2.P.8.3 Stability Data - BHT for Film-coated tablets
3.2.P.8.3 Stability Data - FSS for 75 ml HDPE bottle 30 count — 40/75
3.2.P.8.3 Stability Data - FSS for 75 ml HDPE bottle 30 count — 30/75
3.2.A Appendices
3.2.A.1 Facilities and Equipment
3.2.A2 Adventitious Agents Safety Evaluation
3.2.A3 Excipients
3.2.R Regional Information
3.2.R.1 Process Validation Scheme for the Drug Product
3.2.R.1 Process Validation Scheme for the Drug Product
32.R4 Medicinal Products Containing or Using Materials of Animal and/or
Human Origin
3.2.R4 Medicinal Products-Tables A.B and C
3.2.R.5 Post Approval Change Management Protocols
3.2.R.51 PACMP - Manufacturing Site Change for Drug Substance Intermediate
32.R5.2 PACMP - Manufacturing Site Change for Drug Product Intermediate -
3.2.R.5.3 PACMP - Doravirine _ specification and control
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[Ref. 3.3: 04AWTFM] MK-1439 Investigational Formulation Merck Research Laboratories SEEE
[Ref. 3.3: 04WZDP] Exploratory Microbial Mutagenesis Assay-T Tjj8065 Merck Research Laboratories SEGE
[Ref. 3.3: 04X256] I : SUbchronic Toxicity and Pharmacokinetics in CD-1 (i T | 54 F
Mice, Fischer 344 Rats and Male Beagle Dogs I
|
I
[Ref. 3.3: 04X257] The Use of a Safety Factor in Setting Health Based RL Zielhuis, FW van der Kreek ZEE L
Permissible Levels for Occupational Exposure
[Ref. 3.3: 04X258] Species and Gender Differences in the Metabolism and Distribution of Susan CJS, Derek BJ, Bahman A, et al. S E R
Tertiary Amyl Methyl Ether in Male and Female Rats and Mice after
Inhalation Exposure or Gavage Administration
[Ref. 3.3: 04X259] Patty's Industry Hygiene and Toxicology George DC, Florence EC ZEGE
[Ref. 3.3: 04X25B] Patty's Toxicology Eula B, Barbara C, Charles HP ZEGE
[Ref. 3.3: 04X25C] ToxNet data of - SEGE
[Ref. 3.3: 04ZPNH] Ten years after Dublin: principal trends in HIV surveillance in the EU/EEA, |Pharris A, Spiteri G, Noori T, et al. SEER
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4 Module 4 Nonclinical Study Reports -
4.2 Study Reports -
4.2.1 Pharmacology -
4.2.1.1 Primary Pharmacodynamics -
. ENA by
[Ref. 4.2.1.1: In Vitro Antiviral Activity of MK-1439 Merck Research Labs R
PD002MK 1439] Merck & Co.. Inc. e
[Ref. 4.2.1.1: In Vitro Resistance Selection with MK-1439 Merck Research Labs AP AR
PD003MK 1439] Merck & Co.. Inc. e
[Ref. 4.2.1.1: Cytotoxicity of MK-1439 Merck Research Labs R
PD004MK 1439] Merck & Co.. Inc. —
[Ref. 4.2.1.1: In Vitro Biochemical Activity of MK-1439 against Human DNA Merck Research Labs FEA &R
PD005SMK1439] Polymerases o, 3, and y Merck & Co.. Inc.
. ENA by
[Ref. 4.2.1.1: Combination Study with MK-1439 Merck Research Labs R
PD006MK 1439] Merck & Co.. Inc. i
[Ref. 4.2.1.1: I- Activity: Merck Profiling Panel 2 - Data Report - Merck Frosst ZE G
PD007MK 1439] Canada Ltd ‘
[Ref. 4.2.1.1: 5-HT2B Functional Test: Individual Tests - Data Report - Merck Frosst _ SEE R
PD0O08MK 1439] Canada Ltd SEET
[Ref. 4.2.1.1: In Vitro Antiviral Activity of MK-1439 Metabolite M9 Merck Research Labs >EEE
PD00IMK 1439] n Vitro Antiviral Activity of N ( ctabolite M5) Merck & Co.. Inc.
4.2.1.2 Secondary Pharmacodynamics - _ i
[Ref. 4.2.1.2: In Vitro Biochemical Activity of MK-1439 Merck Research Labs FAE A
PD001MK1439] Merck & Co.. Inc.
4.2.1.3 Safety Pharmacology -
[Ref. 4.2.1.3: Electrophysiological Evaluation on hRERG Channel Current Stably Expressed [Merck Research Labs R E R
TTE4716FIN] in CHO Cells Merck & Co.. Inc.
[Ref. 4.2.1.3: Safety and Exploratory Pharmacology: Effect of MK-1439 on Cardiovascular [Merck Research Labs SEE R
TTES006FIN] Function in Anesthetized, Vagotomized Dogs Merck & Co.. Inc.
. ENA sl
[FRe . 3620;13311\1] Oral Cardiovascular and Respiratory Telemetry Study in Dogs 11:/14:;21; ?Leé?rclicljabs pﬂﬂﬁ%ﬂ
[Ref. 4.2.1.3: Ancillary Pharmacology: Assessment of Neurobehavioral Effects in Merck Research Labs ZE G R
H!S262FIN] Conscious Mice Merck & Co.. Inc.
[Ret. 4.2.3.2: Two-Week Oral Toxicity Study in Rats with a Functional Merck Research Labs R
TTEM6029FIN] Observational Battery Assay Merck & Co.. Inc.
[Retf. 4.2.1.3: . Merck Research Labs ZEER
H. 1080FIN] Exploratory Oral Pharmacology Study in Dogs Merck & Co.. Tnc.
4.2.2 Pharmacokinetics -
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42.2.1 Analytical Methods and Validation Reports -
i i MK-1439 FHMIE R
[Ref. 42.2.1: 049748] Safety Assessment Standard Bioanalytical Procedure for (. Merck Research Labs R
IH-OOOVOIO) Merck & Co.. Inc. __
[Ref. 42.2.1: 04BS3V] afety Assessment and Laboratory Animal Resources Standard Bioanalytical [Merck Research Labs R
o res Procedure for MK-1439 _ Merck & Co.. Inc. __
[Ref. 4.2.2.1: 04CEGX] Full Validation for the Determination of MK-1439 -000V010) |Merck Research Labs S E B
oL aaes in EDTA Dog Plasma Merck & Co.. Inc. __
Partial Validation for the Determination of MK-1439 _— Merck Research Labs A A
[Ref. 4.2.2.1: 04CFHM] .
000V010) in EDTA Rat Plasma Merck & Co.. Inc.

4222 Absorption - N
[Ref. 4.2.2.2: Pharmacokinetics of MK-1439 in Male Wistar-Hannover Rats and Male Merck Research Labs P
PK001MK1439] Beagle Dogs Following Intravenous and Oral Administration Merck & Co.. Inc. _ i
[Ref. 4.2.2.2: Pharmacokinetics of MK-1439 in Male CD-1 Mouse and Female Dutch Merck Research Labs R E R
PKO0O11MK1439] Belted Rabbit Following Intravenous and Oral Administration (PK011) Merck & Co.. Inc. _ i
[Ref. 4.2.2.2: MK-1439 Formulation Assessment Following Oral Administration in Male [Merck Research Labs R
PK020MK1439] Wistar Hanover Rats and Male Beagle Dogs (PK020) Merck & Co.. Inc.

4223 Distribution - e
[Ref. 4.2.2.3: . . Merck Research Labs R A

In Vitr th MK-1439 (PK003
PKO03MK1439] n Vitro Studies wi (PROOS) Merck & Co.. Inc. _
Ref 4223 Quantitative Whole-Body Autoradiography in Male Wistar Hannover and FEmE R
[Ref. 4.2.2.5: Long-Evans Rats Following a Single Oral Administration of [*CIMK-1439
PK005MK1439] . o
and Human Dosimetry Prediction _
Ref 4.9.2.3: In Vitro Determination of Plasma Protein Binding and Blood-to-Plasma Merck Research Labs AR
£’£Oi ZM'K'I 43 9] Concentration Ratio for MK-1439 in Male CD-1 Mouse and Female Dutch- |Merck & Co., Inc.
Belted Rabbit (PK012) _
[Ref. 4.2.2.3: In Vitro Determination of Plasma Protein Binding for MK-1439 in Human, |Merck Research Labs S E B
PKeOi 6Mkl 43 0] Male CD-1 Mouse, Male Wistar Hannover Rat, Male Beagle Dog, and Merck & Co., Inc.
Female Dutch-Belted Rabbit (PK016) =
[FRef ;‘12331:311\” Oral Placental and Lactational Transfer Study in Rats iﬁ:ﬁt ?Leéeoarcllrllfabs ifﬂjé‘i
[Ref. 4.2.2.3: . . Merck Research Labs R
fer Study in Rabbit
L[. 7080FIN] Oral Placental Transfer y in Rabbits Merek & Co.. nc

4.2.24 Metabolism - _
[Ref. 4.2.2.4: Excretion and Metabolism of ["H]MK-1439 in Wistar-Hannover Rats Merck Research Labs wHfi R
PK002MK1439] Following Oral Administration (PK002) Merck & Co., Inc. _
[Ref. 4.2.2.4: Excretion and Metabolism of ["TH]MK-1439 in Beagle Dogs Following Oral |Merck Research Labs AR
PK004MK1439] Administration Merck & Co., Inc.
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%’RKGOngl\iIZ(f 439] Excretion and Metabolism of ['*C]MK-1439 in Humans (PK006) 11:44:;21; ?Leé?r(ﬁcljabs FHIBER
[Ref. 4.2.2.4: Semi-Quantitative Analysis of MK-1439 and Its Metabolite in Human Plasma|Merck Research Labs R
PK0O0O8MK1439] by HRMS (PK008) Merck & Co.. Inc.
[Ref. 4.2.2.4: Excretion and Metabolism of ['*C]MK-1439 in Male CD-1 Mouse and Merck Research Labs AR
PKO013MK1439] Female Dutch Belted Rabbit Following Oral Administration (PK013) Merck & Co., Inc.
[Ref. 4.2.2.4: Structural Determination and In Vitro Characterization of the MK-1439 Merck Research Labs P A
PKO015MK1439] Metabolite M9 (PK015) Merck & Co.. Inc
[Ref. 4.2.2.4: Kinetic Characterization of the CYP3A4- and CYP3A5-Catalyzed Oxidation |Merck Research Labs S A
PKO017MK1439] of MK-1439 to Metabolite M9 (PK017) Merck & Co.. Inc
[Ref. 4.2.2.4: Semi-Quantitative Analysis of MK-1439 Metabolite M9 in Plasma from Merck Research Labs S A A
PK019MK1439] Chronic Rat and Dog Toxicology Studies (PK019) Merck & Co.. Inc
[Ref. 4.2.2.4: Evaluation of MK-1439 as an Inducer of Cyp3al and Cyp3a2 in Merck Research Labs SEER
PK021MK1439] Cryopreserved Rat Hepatocytes (PK021) Merck & Co.. Inc
4.2.2.6 Pharmacokinetic Drug Interactions -
[Ref. 4.2.2.6: Interactions of MK-1439 with Human OATP1B1, OATP1B3, OATI1, OAT3, [Merck Research Labs R B
PK007MK1439] OCT2, and BCRP Transporters (PK007) Merck & Co.. Inc
Effect of HIV-NNRTI COInpOlll’ld -005F007 (MK-1439) on Merck Research Labs %Wﬂﬁﬁ%ﬂdr
[Ref. 4.2.2.6: ) . — . .
UGT1A1-Mediated Estradiol 3-Glucuronication in Human Liver Microsomes|Merck & Co.. Inc.
PK009MK 1439] ’
(PK009)
[Ref. 4.2.2.6: Evaluation of Induction Potential of Cytochrome P450 2B6 by__ FEmE R
PK0O10MK1439] in Cryopreserved Human Hepatocytes
[Ref. 4.2.2.6: Bi-Directional Transport of MK-1439 Across MDCKII Cell Monolayers Merck Research Labs RSk
PK014MK1439] Expressing Human BCRP (PK014) Merck & Co.. Inc.
[Ref. 42.2.6: Evaluation of MK-1439 as an Inhibitor of Human MATE1, MATE2K and |[Merck Research Labs SEE B
PKOi SMKI 439] BSEP Transporters, and as a Substrate of Human Hepatic Transporters Merck & Co., Inc.
OATP1BI and OATP1B3 (PKO018)
4.2.3 Toxicology -
4.2.3.2 Repeat Dose Toxicity -
[Ref. 4.2.3.2: One-Month Oral Range-Finding and Toxicokinetic Study in rasH2 Wild- Merck Research Labs FEATh & A
TTRM6010FINT Tvpe Mice (Hvbrid) Merck & Co.. Inc
[Ret. 4.2.3.2: Three-Month Oral Range-Finding and Toxicokinetic Study in CD1 Mice Merck Research Labs FATE Ak
TTRM6013FINT Merck & Co.. Inc
[Ref. 4.2.3.2: Exploratory 7-Day Oral Tolerability Study in Female Rats Merck Research Labs BE G
TT2518FINT Merck & Co.. Inc
[Ref. 4.2.3.2: Seven-Day Oral Toxicokinetic Study in Rats Merck Research Labs A R

TTJ0019FIN]

Merck & Co.. Inc
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[Ref. 4.2.3.2: Two-Week Oral Toxicity Study in Rats with a Functional Observational Merck Research Labs FEA R
TTEE6029FIN] Batterv Assay Merck & Co.. Inc.
[Ref. 4.2.3.2: Three-Month Oral Toxicity Study in Rats Merck Research Labs FEA R
TTEe6040FIN] Merck & Co.. Inc.
[Ref. 4.2.3.2: Six-Month Oral Toxicity Study in Rats Merck Research Labs FEA R
TTEe6019FIN] Merck & Co.. Inc.
[Ref. 4.2.3.2: Fourteen-Day Oral Toxicity Study in Dogs Merck Research Labs FEA R
TTE6030FIN] Merck & Co.. Inc.
[Ref. 4.2.3.2: Three-Month Oral Toxicity Study in Dogs Merck Research Labs FEA & R
TTE6039FIN] Merck & Co.. Inc.
[Ref. 4.2.3.2: Nine-Month Oral Toxicity Study in Dogs Merck Research Labs FEA &R
H!6018FIN1 Merck & Co.. Inc.
4.2.3.3 Genotoxicity -
423.3.1 In Vitro -
[Ref. 4.2.3.3.1: Microbial Mutagenesis Assay Merck Research Labs ZEER
TTR8021FIN] Merck & Co.. Inc.
[Ref. 4.2.3.3.1: Microbial Mutagenesis Assay Merck Research Labs FEA &R
TTES8021FIN] Merck & Co.. Inc.
[Ref. 4.2.3.3.1: Microbial Mutagenesis Assay Merck Research Labs FFA R
TTES8021FIN] Merck & Co.. Inc.
[Ref. 4.2.3.3.1: Assay for Chromosomal Aberrations In Vitro, in Chinese Hamster Ovary Merck Research Labs ZE G
TTERS662FIN] Cells Merck & Co.. Inc.
[Ref. 4.2.3.3.1: Assay for Chromosomal Aberrations In Vitro, in Chinese Hamster Ovary Merck Research Labs FEA R
L[.8662FIN1 Cells Merck & Co.. Inc.
42332 In Vivo
[Ref. 4.2.3.3.2: : Assay for Micronucleus Induction in Rat Bone Marrow From [Merck Research Labs ZE G R
TTHEM8707FIN] an Exploratory 7-Day Oral Tolerability Study. Merck & Co.. Inc.
[Ref. 4.2.3.3.2: Assay for Micronucleus Induction in Rat Bone Marrow From a 2-Week Oral |Merck Research Labs SEME B
T8 725FIN] Toxicity Study Merck & Co.. Inc.
4234 Carcinogenicity -
4234.1 Long Term Studies -
E)A sy
[Ref. 4.2.3.4.1: Six-Month Oral Carcinogenicity Study in rasH2 Transgenic Mice Merck Research Labs AR
TTE600SFIN] Merck & Co.. Inc.
[Ref. 4.2.3.4.1: Two-Year Oral Carcinogenicity Study in Rats with a Six-Month Merck Research Labs SEME B
L[.6029FIN] Toxicokinetic Evaluation Merck & Co.. Inc.
4.2.3.5 Reproductive and Developmental Toxicity -
4.2.3.5.1 Fertility and Early Embryonic Development -
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[Ref. 4.2.3.5.1: Oral Fertility Study in Female and Male Rats Merck Research Labs FFA R
T 2300FIN] Merck & Co.. Inc.
4.2.3.5.2 Embryo Fetal Development -
[Ref. 4.2.3.5.2: Exploratory Oral Range-Finding Toxicity Study in Pregnant Rats Merck Research Labs ZEE R
T 7045FINT Merck & Co.. Inc.
[Ref. 4.2.3.5.2: Oral Embryo-Fetal Developmental Toxicity and Toxicokinetic Study in Rats [Merck Research Labs FEA R
T 7040FINT Merck & Co.. Inc.
[Ref. 4.2.3.5.2: Exploratory Oral Single Dose Toxicokinetic Study in Nonpregnant Rabbits [Merck Research Labs ZEER
T 7206FINT Merck & Co.. Inc.
[Ref. 4.2.3.5.2: Exploratory Oral Single-Dose Toxicokinetic Study in Nonpregnant Rabbits [Merck Research Labs ZEER
T T 7207FINT Merck & Co.. Inc.
[Ref. 4.2.3.5.2: Exploratory Five-Day Oral Toxicokinetic Study in Nonpregnant Rabbits Merck Research Labs ZEE R
T T 7277FIN] Merck & Co.. Inc.
[Ref. 4.2.3.5.2: Exploratory Oral Range-Finding Toxicity Study in Pregnant Rabbits Merck Research Labs ZEG R
T 7055FINT Merck & Co.. Inc.
[Ref. 4.2.3.5.2: Oral Embryo-Fetal Developmental Toxicity and Toxicokinetic Study in Merck Research Labs FEA R
L[.7050FIN1 Rabbits Merck & Co.. Inc.
4.2.3.5.3 Prenatal and Postnatal Development Including Maternal Function -
[Ref. 4.2.3.5.3: Oral Pre- and Postnatal Developmental Toxicity Study in Rats Merck Research Labs FATE A
TTjf]2010FIN] Merck & Co.. Inc.
42354 Studies In Which The Offspring Juvenile Animals Are Dosed and or |-
Further Evaluated
[Ref. 4.2.3.5.4: Exploratory Oral Range-Finding Toxicity and Toxicokinetic Study in Merck Research Labs ZEE R
TThe7005FIN] Juvenile Rats Merck & Co.. Inc.
[Ref. 4.2.3.5.4: Oral Toxicity and Toxicokinetic Study in Juvenile Rats Merck Research Labs A A
T 7140FIN] Merck & Co.. Inc.
4.2.3.6 Local Tolerance -
y TR
,[FRef' ‘7‘825;1:611\” Bovine Corneal Opacity and Permeability Test (BCOP) e
y TR
25 ™ e Eppvm T v A — SERA
4.2.3.7 Other Toxicity Studies -
4.2.3.7.2 Immunotoxicity -
[Ref. 4.2.3.7.2: Local Lymph Node Assay in Mice (LLNA) ZEER
T 7859FIN]
4.2.3.7.6 Impurities -
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[Ref. 4.2.3.7.6: Three-Month Oral Toxicity Study in Rats Merck Research Labs FFA R

TTE6035FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: Three-Month Oral Toxicity Study in Rats Merck Research Labs FEA R

TTEe6017FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: THREE-MONTH ORAL TOXICITY STUDY IN RATS WITH A Merck Research Labs FEA R

TTEMG6010FIN] MICRONUCLEUS ASSAY Merck & Co.. Inc.

[Ref. 4.2.3.7.6: I_: Exploratory Microbial Mutagenesis Assay Merck Research Labs ZEG R

TTES000FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Exploratory Microbial Mutagenesis Assay Merck Research Labs ZEE L

TTE8063FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Exploratory Microbial Mutagenesis Assay Merck Research Labs ZEG R

TTES8065FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Exploratory Microbial Mutagenesis Assay Merck Research Labs ZEE R

TTEES8168FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Microbial Mutagenesis Assay Merck Research Labs ZEER

TTReS8077FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Exploratory Microbial Mutagenesis Assay Merck Research Labs ZEE R

TTRES064FIN]| Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Microbial Mutagenesis Assay Merck Research Labs ZEER

TTRe8078FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Microbial Mutagenesis Assay Merck Research Labs ZE G

TTES80S8FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Microbial Mutagenesis Assay Merck Research Labs ZEER

TTES074FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Exploratory Microbial Mutagenesis Assay Merck Research Labs ZEE R

TTES069FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Microbial Mutagenesis Assay Merck Research Labs ZEER

TTES8057FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Microbial Mutagenesis Assay Merck Research Labs ZE Gk

TTE8070FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: |_: Microbial Mutagenesis Assay Merck Research Labs ZEER

TTR8071FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.6: _: Microbial Mutagenesis Assay Merck Research Labs ZE Gk

TTJ8072FIN] Merck & Co.. Inc.

4.2.3.7.7 Other -
[Ref. 4.2.3.7.7: Three Day Oral (Gavage) Phototoxicity and Bioanalysis Evaluation of MK- FEA &R

1439 in Male Pigmented Rats

T 2011FIN]

-10-
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[Ref. 4.2.3.7.7: Exploratory Ten-Day Oral-Dose Urine Examination Study in Female Rats Merck Research Labs ZEER

TThe1095FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.7: ONE-MONTH ORAL COMBINATION TOXICITY STUDY IN RATS Merck Research Labs FEA R

TThe1012FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.7: Exploratory 34-Day Intramuscular Local Tolerance and Toxicokinetic Study [Merck Research Labs ZE Gk

TTEe6034FIN] in Male Rats Merck & Co.. Inc.

[Ref. 4.2.3.7.7: Exploratory Fifteen-Day Subcutaneous and Intramuscular Tolerability and ~ [Merck Research Labs ZE Gk

TThe1033FIN] Toxicokinetic Studv in Rats Merck & Co.. Inc.

[Ref. 4.2.3.7.7: Three-Week Intramuscular Toxicity Study in Rats with a 1-Week Treatment [Merck Research Labs ZEER

TTE6016FIN] Free Period Merck & Co.. Inc.

[Ref. 4.2.3.7.7: Three-Week Subcutaneous Toxicity Study in Rats with a 1-Week Treatment [Merck Research Labs ZEER

TTEe601SFIN] Free Period Merck & Co.. Inc.

[Ret. 4.2.3.7.7: Exploratory Intermittent-Dose Intramuscular Toxicity Study in Rats witha  |Merck Research Labs ZEE R

TThe1065FIN] Two-Month Treatment-Free Period Merck & Co.. Inc.

[Ref. 4.2.3.7.7: Exploratory Single-Dose Intramuscular Toxicokinetic Study in Dogs Merck Research Labs ZEER

TThe1081FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.7: Exploratory Single-Dose Intramuscular and/or Subcutaneous Toxicokinetic |Merck Research Labs ZEE R

TThe1061FIN] Study in Dogs Merck & Co.. Inc.

[Ref. 4.2.3.7.7: Exploratory Single-Dose Intramuscular Toxicokinetic Study in Dogs Merck Research Labs ZEER

TThe1106FIN] Merck & Co.. Inc.

[Ref. 4.2.3.7.7: Exploratory Single-Dose Intramuscular Toxicokinetic Study in Dogs Merck Research Labs ZE G

Merck & Co.. Inc.

TTi 1064FIN]

-11-
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[Ref. 4.3: 043B7Z2]

Renal transport of adefovir, cidofovir, and tenofovir by SLC22A family
members (hOAT1. hOAT3. and hOCT?2).

Uwai Y, Ida H, Tsuji Y ,etal.

Pharm Res. 2007; 24: 811-5.

[Ref. 4.3: 04664N]

EPIVIR: EPAR Product Information Annex I: Summary of Product
Characteristics.

ViiV Healthcare group of companies.

E.U. Product Circular. 2015.
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-12-




Ry BEX

12,1 IfrER —E*R
N ERIE XA kv =5 PfliEt

[Ref. 4.3: 04G9B5]
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transcriptase inhibitor.
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2241-7.
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5 Module 5 Clinical Study Reports -
5.2 Tabular Listing of All Clinical Studies -
5.3 Clinical Study Reports -
53.1 Reports of Biopharmaceutic Studies -
53.1.1 Bioavailability Study Reports -
[Ref. 5.3.1.1: A Study of the Comparative Fed and Fasted Bioavailability of T ZEE R
P0O371] MK-1439 in Healthy Subjects
[Ref. 5.3.1.1: A Study of the Pharmacokinetics of the Intravenous T ZEE R
P044] Microdose Formulation of MK-1439 in Healthy Adults h
[Ref. 5.3.1.1: A Study of the Comparative Fed and Fasted Bioavailability of MK-1439A in | ZHEEFR
P029] Healthy Subjects
53.1.2 Comparative BA and Bioequivalence Study Reports -
[Ref. 5.3.1.2: A Study to Determine the Bioequivalence of MK-1439 Coated and Uncoated | AR
P039] Tablets in Healthv Adult Subjects
[Ref. 5.3.1.2: A Study to Evaluate the Comparative Bioavailability of the Investigational | ZEEE
P043] Oral Pediatric Minitablet Formulation of MK-1439 Compared to the Adult
Formulation of MK-1439 in Healthy Adult Subjects
[Ref. 5.3.1.2: A study of the Comparative Bioavailability of the Investigational Pediatric ~ [Merck Sharp & Dohme Corp., a subsidiary of [&& &k}
P049MK1439] Oral Granules Formulation of MK-1439 Compared to the Adult Formulation [Merck & Co., Inc.
under Fed and Fasted Conditions
[Ref. 5.3.1.2: A Study of the Comparative Bioavailability of Two Second-Generation Merck Sharp & Dohme Corp., a subsidiary of |Z& &£}
P052MK1439] Investigational Pediatric Oral Granule Formulations of MK-1439 Compared |Merck & Co., Inc.
to the Adult Formulation
[Ref. 5.3.1.2: A Fasted Bioavailability Study of Two Probe MK-1439A Formulations in ([ BE R
P014] Healthy Subjects
[Ref. 5.3.1.2: A Fasted Bioavailability Study of a Probe MK-1439A Formulation in T BEE R
P015] Healthy Subjects
[Ref.5.3.1.2: A Comparative Bioavailability Study of MK-1439A in Healthy Subjects o SE G
P0261 under Fasted Conditions
[Ref. 5.3.1.2: An Open-Label, Single-Dose, Fixed-Sequence Study to Evaluate the Merck Sharp & Dohme Corp., a subsidiary of |&& &%}
P034] Comparative Bioavailability of Two Nanoparticle Formulations of MK-1439 [Merck & Co., Inc.
to the Current Market Image Tablet
[Ref. 5.3.1.2: A Rapid Pharmacokinetic Trial of the Bioavailability of Four MK-1439 Nano [Merck Sharp & Dohme Corp., a subsidiary of (&5 &k}
P046MK1439] Formulations in Healthy Adults Merck & Co., Inc.
5.3.1.4 Reports of Bioanalytical and Analytical Methods for Human Studies -

-14-
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[Ref. 5.3.1.4: 04MJHG] |VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS (e ZEGE
SPECTROMETRIC METHOD FOR THE DETERMINATION OF (R)-
METHADONE AND (S\-METHADONE IN HUMAN Pl ASMA

[Ref. 5.3.1.4: 03DTGR] [Analytical Procedure for the Determination of MK-1439 in Human Merck Research Labs SEE R
Plasma (HPL C-MS/MS) Merck & Co.. Inc.

[Ref. 5.3.1.4: 046JM9] |Assay Modification Report Describing Changes to the Merck Research Labs ZEGR
LC/MS/MS Method (DM-995) for MK-1439 in Human Plasma Merck & Co.. Inc.

[Ref. 5.3.1.4: 04AMWLF] [Partial Validation for the Quantitation of MK-1439 in Human Plasma by s ZEER
Turbo lon Spray LC/MS/MS

[Ref. 5.3.1.4: 04MJH6] |VALIDATION OF AN ULTRA PERFORMANCE LIQUID T m— ZEGE
CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION
FOR THE DETERMINATION OF MK-1439
(1 to 1000 ng/mL) IN HUMAN EDTA K, PLASMA

[Ref. 5.3.1.4: 04C6B0] [Validation Report for the Determination of MK-1439 in Human Merck Research Labs SEE R
Plasma (HPLC-MS/MS) Merck & Co.. Inc.

[Ref. 5.3.1.4: 04MH89] |VALIDATION OF A HIGH PERFORMANCE LIQUID T SEER}
CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION
FOR THE DETERMINATION OF LAMIVUDINE IN HUMAN EDTA K,
PLASMA

[Ref. 5.3.1.4: 04MJKD] [VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS (I SEGR}
SPECTROMETRIC METHOD FOR THE DETERMINATION OF
L AMIVUDINE IN HUMAN Pl ASMA

[Ref. 5.3.1.4: 04PFY0] |VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS | BEGE
SPECTROMETRIC METHOD FOR THE DETERMINATION OF
L AMIVUDINE IN HUMAN Pl ASMA

[Ref. 5.3.1.4: 04MJLQ] [VALIDATION OF A HIGH PERFORMANCE LIQUID T — ZEER
CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION
FOR THE DETERMINATION OF TENOFOVIR (0.5 to 500 ng/mL) IN
HUMAN EDTA K, PLASMA

[Ref. 5.3.1.4: 04PFWK] |VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS | BEGE

SPECTROMETRIC METHOD FOR THE DETERMINATION OF
TENOFOVIR IN HUMAN Pl ASMA
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[Ref. 5.3.1.4: 04PFV0] [VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS | ZEGE
SPECTROMETRIC METHOD FOR THE DETERMINATION OF
TENOFQVIR IN HUMAN Pl ASMA

[Ref. 5.3.1.4: 04MJHK] [VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS (e S &G
SPECTROMETRIC METHOD FOR THE DETERMINATION OF
TENQFOVIR IN HUMAN Pl ASMA

[Ref. 5.3.1.4: 04MJQV] |Quantitation of Midazolam and 1’-Hydroxymidazolam in Human Plasma via (i} ZEG L
HPLC with MS/MS Detection

[Ref. 5.3.1.4: 04MJRQ] [Quantitation of Midazolam and 1'-Hydroxymidazolam in Human Plasma via |- ZEGR
HPLC with MS/MS Detection

[Ref. 5.3.1.4: 04MJRX] [LC/MS/MS ANALYSIS OF MIDAZOLAM AND 1'- |- ZEEE
HYSROXYMIDAZOLAM IN HUMAN PLASMA

[Ref. 5.3.1.4: 04MJS5]  [Quantitation of Midazolam and 1'-Hydroxymidazolam in Human Plasma via |- SEE R
HPLC with MS/MS Detection

[Ref. 5.3.1.4: 04MJS9] [Quantitation of Midazolam and 1'-Hydroxymidazolam in Human Plasma via |- SEE R
HPLC with MS/MS Detection

[Ref. 5.3.1.4: 04MHB85] |VALIDATION OF A HIGH PERFORMANCE LIQUID ] SEER}
HROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION FOR THE DETERMINATION OF
ETHINYL ESTRADIOL (1 to 200 pg/mL) IN HUMAN EDTA K, PLASMA

[Ref. 5.3.1.4: 04NQZH] [VALIDATION OF A HIGH PERFORMANCE LIQUID o SEGR}
CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION
FOR THE DETERMINATION OF EFAVIRENZ (20 to 4000 ng/mL) IN
HUMAN EDTA K, PLASMA

[Ref. 5.3.1.4: 04MHBK] [VALIDATION OF A HIGH PERFORMANCE LIQUID I ZEER
CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION FOR THE DETERMINATION OF
LEVONORGESTREL IN HUMAN EDTA PLASMA

[Ref. 5.3.1.4: 04MJKW] [VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS | ZEER
SPECTROMETRIC METHOD FOR THE DETERMINATION OF
ATORVASTATIN, 2-HYDROXY ATORVASTATIN AND 4-HYDROXY
ATORVASTATIN IN HUMAN PLASMA
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[Ref. 5.3.1.4: 04MJKN] |VALIDATION OF A LIQUID CHROMATOGRAPHIC TANDEM MASS (I ZEE R
SPECTROMETRIC METHOD FOR THE DETERMINATION OF
METEORMIN IN HUMAN Pl ASMA
[Ref. 5.3.1.4: 04MJH8] |VALIDATION OF AN ULTRA PERFORMANCE LIQUID T ZEEFR
CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION
FOR THE DETERMINATION OF MK-5172
(1 to 1000 ng/mL) AND MK-8742 (0.25 to 250 ng/mL) IN HUMAN EDTA
K, PLASMA
[Ref. 5.3.1.4: 04MH8R] |VALIDATION OF AN ULTRA PERFORMANCE LIQUID T ZEEFR
CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION
FOR THE DETERMINATION OF LEDIPASVIR
(1 to 1000 ng/mL) IN HUMAN EDTA K, PLASMA
[Ref. 5.3.1.4: 04MJLF] |VALIDATION OF A HIGH PERFORMANCE LIQUID I ZEER
CHROMATOGRAPHIC METHOD USING TANDEM MASS
SPECTROMETRY DETECTION AND AUTOMATED EXTRACTION
FOR THE DETERMINATION OF SOFOSBUVIR (10 to 2000 ng/mL)
AND GS-331007 (10 to 3000 na/mL) IN HUMAN EDTA PL ASMA
5.3.3 Reports of Human Pharmacokinetics PK Studies -
5.3.3.1 Healthy Subject PK and Initial Tolerability Study Reports -
[Ref. 5.3.3.1: PO01V01] |A Single and Multiple Dose Study to Evaluate the Safety and Merck Sharp & Dohme Corp., a subsidiary of [Z& &%}
Pharmacokinetics of Doravirine (MK-1439) and to Evaluate the Effect of Merck & Co., Inc.
Multiole Dases of Doravirine on Midazolam
[Ref. 5.3.3.1: A Single and Multiple Dose Study to Evaluate the Safety, Tolerability, and  [Merck Sharp & Dohme Corp., a subsidiary of [&& &k}
PO06MK1439] Pharmokinetics of Doravirine (MK-1439) Merck & Co.. Inc.
[Ref. 5.3.3.1: P008] A Study to Investigate the Absorption, Metabolism, Excretion, and Mass Merck Sharp & Dohme Corp., a subsidiary of |&& &%}
Balance of MK-1439 Merck & Co.. Inc.
[Ref. 5.3.3.1: A Single-Dose, Parallel, Pharmacokinetic, Safety and Tolerability Study of [Merck Sharp & Dohme Corp., a subsidiary of |2%& &k}
P031MK1439] MK-1439 Lona Acting Parenteral (LAP) Intramuscular Injections Merck & Co.. Inc.
5.3.3.3 Intrinsic Factor PK Study Reports -
[Ref. 5.3.3.3: PO09 ] A Relative Bioavailability Study to Compare the Pharmacokinetics of MK-  [Merck Sharp & Dohme Corp., a subsidiary of | 2%& &k}
1439 in Male and Female Subjects and Healthy Elderly and Young Adult Merck & Co., Inc.
Subjects
[Ref. 5.3.3.3: P019 ] A 2-Part, Open-Label, Single-Dose Study to Investigate the Influence of Merck Sharp & Dohme Corp., a subsidiary of |&& &k}

Hepatic Insufficiency on the Pharmacokinetics of MK-1439

Merck & Co., Inc.
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[Ref. 5.3.3.3: An Open-Label, Single-Dose Study to Evaluate the Pharmacokinetics of MK-|[Merck Sharp & Dohme Corp., a subsidiary of [&&& k}
PO51MK1439] 1439 (Doravirine) in Subjects With Severe Renal Impairment Merck & Co.. Inc.
5334 Extrinsic Factor PK Study Reports -
[Ref. 5.3.3.4: A Study to Evaluate the Effect of Multiple Doses of Ritonavir on the Single |Merck Sharp & Dohme Corp., a subsidiary of |Z%& &k}
P0O02MK1439] Dose Pharmacokinetics of Doravirine (MK-1439) Merck & Co.. Inc.
[Ref. 5.3.3.4: P003] A Study to Evaluate the Effect of Multiple Doses of Tenofovir on the Single- [Merck Sharp & Dohme Corp., a subsidiary of |Z& &k}
Dose Pharmacokinetics of MK-1439 Merck & Co.. Inc.
[Ref. 5.3.3.4: P010] A Study to Assess the Effects of Multiple Oral Doses of Ketoconazole on the [Merck Sharp & Dohme Corp., a subsidiary of | &5 &k
Sinale-Dose Pharmacokinetics of MK-1439 in Healthy Subjects Merck & Co.. Inc.
[Ref. 5.3.3.4: PO11V01] |A Study to Assess the Effects of Single and Multiple Doses of Rifampin on  [Merck Sharp & Dohme Corp., a subsidiary of |Z5 &%}
the Sinale-Dose Pharmacokinetics of MK-1439 in Healthy Adult Subjects Merck & Co.. Inc.
[Ref. 5.3.3.4: P012] A Study to Assess the Effects of Multiple Oral Doses of MK-1439 on the Merck Sharp & Dohme Corp., a subsidiary of [Z& &k}
Single-Dose Pharmacokinetics of an Oral Contraceptive (Ethinyl Estradiol  [Merck & Co., Inc.
and Levonorgestrel) in Healthy Adult Female Subjects
[Ref. 5.3.3.4: P016 ] A 2-way Steady State Interaction Study of MK-1439 and Dolutegravir Merck Sharp & Dohme Corp., a subsidiary of =& &8}
Merck & Co., Inc.
[Ref. 5.3.3.4; P020] An Open-label, Multiple-Dose Study to Investigate the Effect of Switching  [Merck Sharp & Dohme Corp., a subsidiary of [&& &k}
From Efavirenz Therapy to MK-1439 on the Pharmacokinetics of MK-1439 [Merck & Co.. Inc.
[Ref. 5.3.3.4: P035] A Study to Evaluate the Effect of Multiple Doses of Rifabutin on the Single- [ ZEE R
Dose Pharmacokinetics of Doravirine (MK-1439) in Healthy Subjects
[Ref. 5.3.3.4: P036] A Study to Evaluate the Effect of MK-1439 at Steady-State on the |_ ZEEFR
Pharmacokinetics of Atorvastatin in Healthy Subjects
[Ref. 5.3.3.4: P038V01] [A Component Interaction Study of MK-1439A in Healthy Subjects under (GG ZEEFR
Fasting Conditions
[Ref. 5.3.3.4: P042] A Study to Evaluate the Effect of an Aluminum- and Magnesium-Containing |[Merck Sharp & Dohme Corp., a subsidiary of |Z& &k}
Antacid and a Proton-Pump Inhibitor on the Single-Dose Pharmacokinetics |Merck & Co., Inc.
of Daravirine (MK-1439) in Healthv Subiects
[Ref. 5.3.3.4: P045] A Multiple-Dose Clinical Trial to Study the Effect of MK-1439 (doravirine) [Merck Sharp & Dohme Corp., a subsidiary of | 2%& &k}
on Methadone Pharmacokinetics Merck & Co.. Inc.
[Ref. 5.3.3.4: P048] A Study to Evaluate the Effect of Multiple Doses of MK-1439 (Doravirine) |Merck Sharp & Dohme Corp., a subsidiary of |&% &k}
on Metformin Pharmacokinetics in Healthv Subjects Merck & Co.. Inc.
[Ref. 5.3.3.4: Drug-Drug Interaction Study of MK-1439 (Doravirine) with MK-8742 + Merck Sharp & Dohme Corp., a subsidiary of |5 &k}
PO50MK1439] MK-5172 (Elbasvir + Grazoprevir) Merck & Co.. Inc.
[Ref. 5.3.3.4: P053] A Randomized, Open-Label, 3-Period Crossover Study to Evaluate the Merck Sharp & Dohme Corp., a subsidiary of |&& &%}

Pharmacokinetic Interaction of MK-1439 (Doravirine) and
Ledipasvir/Sofosbuvir in Healthy Adult Subjects

Merck & Co., Inc.

5.34

Reports of Human Pharmacodynamics PD studies
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5.34.1 Healthy Subject PD and PK-PD Study Reports -
[Ref. 5.3.4.1: PO0O5V01] |A Multiple Dose Study to Evaluate the Safety, Tolerability, Pharmacokinetics|Merck Sharp & Dohme Corp., a Subsidiary of |Z%&& £}
and Antiretroviral Activity of MK-1439 in HIV-1 Infected Patients Merck & Co., Inc.
[Ref. 5.3.4.1: P017] A Single Dose Trial to Assess the Effect of MK-1439 on QTc Interval in Merck Sharp & Dohme Corp., a Subsidiary of |FFli&E £}
Healthv Adult Volunteers Merck & Co.. Inc.
5.35 Reports of Efficacy and Safety Studies -
5.35.1 Study Reports of Controlled Clinical Studies Pertinent To The Claimed -
Indication
[Ref. 5.3.5.1: Multicenter, Double-Blind, Randomized, 2-Part, Dose Ranging Study to Merck Sharp & Dohme Corp., a Subsidiary of |FFli&E £}
PO07MK1439] Compare the Safety, and Antiretroviral Activity of MK-1439 Plus Merck & Co., Inc.
TRUVADA™ Versus Efavirenz Plus TRUVADA™ in Antiretroviral
Treatment-Naive, HIV-1 Infected Patients
[Ref. 5.3.5.1: A Phase 3 Multicenter, Double-Blind, Randomized, Active Comparator- Merck Sharp & Dohme Corp., a Subsidiary of [FEAR& £}
P018V01MK1439] Controlled Clinical Trial to Evaluate the Safety and Efficacy of Doravirine  [Merck & Co., Inc.
(MK-1439) 100 mg Once Daily Versus Darunavir 800 mg Once Daily plus
Ritonavir 100 mg Once Daily, Each in Combination with TRUVADA™ or
EPZICOM™/KIVEXA™, in Treatment-Naive HIV-1 Infected Subjects
[Ref. 5.3.5.1: A Phase Il Multicenter, Double-Blind, Randomized, Active Comparator- Merck Sharp & Dohme Corp., a Subsidiary of [FEAR& £}
P021V0O1MK1439A] Controlled Clinical Trial to Evaluate the Safety and Efficacy of MK-1439A [Merck & Co., Inc.
Once-Daily Versus ATRIPLA™ Once-Daily in Treatment-Naive HIV-1
Infected Subjects
[Ref. 5.3.5.1: A Phase 3 Multicenter, Double-Blind, Randomized, Active Comparator- Merck Sharp & Dohme Corp., a Subsidiary of [FEAR& £}
P018MK1439] Controlled Clinical Trial to Evaluate the Safety and Efficacy of Doravirine  [Merck & Co., Inc., NJ, USA (MSD)
(MK-1439) 100 mg Once Daily Versus Darunavir 800 mg Once Daily plus
Ritonavir 100 mg Once Daily, Each in Combination with TRUVADA™ or
EPZICOM™/KIVEXA™_ in Treatment-Naive HIV-1 Infected Subjects
[Ref. 5.3.5.1: A Phase Il Multicenter, Double-Blind, Randomized, Active Comparator- Merck Sharp & Dohme Corp., a Subsidiary of |FFli& £}
P021MK1439A] Controlled Clinical Trial to Evaluate the Safety and Efficacy of MK-1439A [Merck & Co., Inc., NJ, USA (MSD)

Once-Daily Versus ATRIPLA™ Once-Daily in Treatment-Naive HIV-1
Infected Subjects
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[Ref. 5.3.5.1: A Phase 111 Multicenter, Open-Label, Randomized Study to Evaluate a Merck Sharp & Dohme Corp., a Subsidiary of [FFAl & £}
P024MK1439A] Switch to MK-1439A in HIV-1-Infected Subjects Virologically Suppressed [Merck & Co., Inc., NJ, USA (MSD)
on a Regimen of a Ritonavir-boosted Protease Inhibitor and Two Nucleoside
Reverse Transcriptase Inhibitors (NRTIS)
[Ref. 5.3.5.1: 050NFD] [Subj Narratives MK-1439A-024 for Week 96 Merck Sharp & Dohme Corp., a Subsidiary of (=5 &%}
Merck & Co., Inc., NJ, USA (MSD)
[Ref. 5.3.5.1: 050NFN] [Subj Narratives MK-1439A-028 for Week 96 Merck Sharp & Dohme Corp., a Subsidiary of |Z& %k}
Merck & Co., Inc., NJ, USA (MSD)
[Ref. 5.3.5.1: 050NDY] ([Subj Narratives MK-1439A-018 SWITCH sNDA Merck Sharp & Dohme Corp., a Subsidiary of (=& &%}
Merck & Co., Inc., NJ, USA (MSD)
[Ref. 5.3.5.1: 050NF6]  [Subj Narratives MK-1439A-021 SWITCH sNDA Merck Sharp & Dohme Corp., a Subsidiary of |S& &k}
Merck & Co., Inc., NJ, USA (MSD)
[Ref. 5.3.5.1: 050NFM] [Subj Narratives MK-1439A-028 SWITCH sNDA Merck Sharp & Dohme Corp., a Subsidiary of (=& &%}
Merck & Co., Inc., NJ, USA (MSD)
5.3.5.2 Study Reports of Uncontrolled Clinical Studies __
[Ref. 5.3.5.2: A Phase 2a Multicenter, Open-Label Clinical Trial to Evaluate the Safety and [Merck Sharp & Dohme Corp., a Subsidiary of |FFlfi & %
PO30VO1MK1439A] Efficacy of MK-1439A in Treatment-Naive HIV-1 Infected Subjects with Merck & Co., Inc., NJ, USA (MSD)
Selected Non-Nucleoside Reverse Transcriptase Inhibitor (NNRTI)
Transmitted Resistance Mutations
[Ref. 5.3.5.2: 050NFQ] |Subj Narratives MK-1439A-030 for Week 96 Merck Sharp & Dohme Corp., a Subsidiary of |Z& %k}
Merck & Co., Inc., NJ, USA (MSD)
[Ref. 5.3.5.2: 050NFP]  [Subj Narratives MK-1439A-030 SWITCH sNDA Merck Sharp & Dohme Corp., a Subsidiary of |25 &%}

Merck & Co., Inc., NJ, USA (MSD)
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5.3.5.3 Reports of Analyses of Data from More Than One Study -

[Sec. 5.3.5.3.1- Summary of Pooled Safety Data for Clinical Pharmacology Merck Sharp & Dohme Corp., a subsidiary of [ZZ &k}

trimtnve48wk] Merck & Co.. Inc.

[Sec. 5.3.5.3.2- Integrated Summary of Efficacy Merck Sharp & Dohme Corp., a subsidiary of [Z& &k}

trimtnve48wk] Merck & Co.. Inc.

[Sec. 5.3.5.3.3- Integrated Summary of Safety Merck Sharp & Dohme Corp., a subsidiary of |&%& &k}

trimtnve48wk] Merck & Co.. Inc.

[Sec. 5.3.5.3.4- Integrated Summary of Efficacy Merck Sharp & Dohme Corp., a subsidiary of [Z& &k}

trtmtnve96wK] Merck & Co., Inc.

[Sec. 5.3.5.3.5- Integrated Summary of Safety Merck Sharp & Dohme Corp., a subsidiary of [Z& &%}

trtmtnve96wkK] Merck & Co., Inc.

[Ref. 5.3.5.3: 04LVBJ] |Statistical Analysis Plan for Integrated Statistical Analysis of Merck Sharp & Dohme Corp., a Subsidiary of [Z& &k}
Efficacy and Safety for MK-1439/MK-1439A Merck & Co., Inc.

[Ref. 5.3.5.3: 04R3RP] [Modeling and Simulation Report - Population Pharmacokinetic Analysis for |Merck Research Labs ZEEE
Estimation of MK-1439 Absolute Bioavailability Merck & Co.. Inc.

[Ref. 5.3.5.3: 04NRY9] [Modeling and Simulation Report - Simcyp Simulations of the Effect of Merck Research Labs ZEEE
Moderate CYP3A Inhibitors on MK-1439 Pharmacokinetics Merck & Co.. Inc.

[Ref. 5.3.5.3: 04R3RC] [Modeling and Simulation Report - Nonparametric Superposition (NPS) Merck Research Labs S G
Projection of Steady State Pharmacokinetics of MK-1439 Co-administered |Merck & Co., Inc.
with Rifabutin

[Ref. 5.3.5.3: 04PPZ5] |Modeling and Simulation Report - Population Pharmacokinetics of Merck Sharp & Dohme Corp., a Subsidiary of |Z& &8}
Doravirine (MK-1439) in Healthy and HIV-1 Infected Subjects Merck & Co., Inc.

[Ref. 5.3.5.3: 04PPZ7] |Modeling and Simulation Report - Exposure-Response Analysis of Merck Sharp & Dohme Corp., a Subsidiary of |Z& &8}
Doravirine (MK-1439) Efficacy and Safety in HIV-1 Infected Subjects Merck & Co., Inc.

[Ref. 5.3.5.3: 04QBN4] |COMPREHENSIVE LIST OF ALL SUBJECT NUMBERS AND Merck Sharp & Dohme Corp., a Subsidiary of |Z& &8}
NARRATIVES Merck & Co., Inc.

[Ref. 5.3.5.3: 04ZHL5] [Modeling and Simulation Report - Population Pharmacokinetic and Merck Research Labs SEE R
Pharmacodynamic Analysis to Evaluate a Switch to Merck & Co., Inc.
Doravirine/Lamivudine/Tenofovir disoproxil fumarate in HIV-1 Patients

[Ref. 5.3.5.3: 04WBS6] |Modeling and Simulation Analysis Plan - Population Pharmacokinetic and  [Merck Research Labs ZEE L

Pharmacodynamic Analysis to Evaluate a Switch to
Doravirine/Lamivudine/Tenofovir Disoproxil Fumarate in Ph3 Patients

Merck & Co., Inc.
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