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15 EBEXIIHROBEBEUVHEDORZE
1.5.1 HIV BEAE LREICDONT

HIV JEYYEIL, B MEEAR4 T A /LA (human immunodeficiency virus ; HIV) 725 CD4 [5f%: T U
VRER 7R & OGS I Y U, SR MR 2 DI S TV S HEFTHE DR YRR TH B,
PLHIV FENMTOR WA, CD4 [k T U 7Bk L, SGEREOREE & 72 0 1t R
PEARNEWERE (acquired immunodeficiency syndrome ; AIDS, —=A X) ZFRIET 5,

[EIpd# & = A X & [FFFE (Joint United Nations Programme on HIV/AIDS ; UNAIDS) O#%5 (2016
GLOBAL STATISTICS) Ti&, @&ttHo HIV GHEHE 1L 3,670 5 AN LHEEFFESnTnD, £, BE
e A XA S CER 2843 H 27 A) (LU, ARSI S HIV RYLEBRE &
OV AIDS JBF OHREHIL, BT 2.6 TATH O, ITFIFEF 1500 AFEE OFTHL HIV EYLE &
FERRESNTND,

BUTE, AFTERBLZEGL TV DH0 HIV KT, BB RisGRRH SR (NRTD , FEEER
WA GRERALER (NNRTD , 'r7 7 —EBHEEK PD , (777 —BHERK INSTD LKV
CCRS PHEIED 5 BTSN D, AICBIT DHHIVIRET A K74 2 (2016 4 7 AWK : *F
il 27 AFEEEIRAR TR AT SR E A B A A RIFE S THIV EYYE K O OB HHE DR E %
FERT D) BE) TIE, FIENEHE CHERE S AP HIV ik E LC, NRTI 2 & + INSTI 1 #l,
NRTI2 A +PI1 4 (RHEY FFen (RTV) OFH) SUENRTI2 Al +NNRTI 1 FOWF 400
MAGHOEOBIRAIREL TS (£ 1) . ZiI0HOBEERN P HIV BIEIZ LY, HIV O L
FRINCHIHIL T, BEOREREAREIEIEL LN TE D,

K1 HENERE U TEBRITREH HIV EOEALGOE (HELE)

HeLE X D AG DY
EVG/COBI/TDF/FTC (AI)
EVG/COBITAF/FTC (Al)
DTG/ABC/3TC (Al
DRV/r + TDF/FTC (Al
RAL + TDF/FTC (AI)
DTG + TDE/FTC (Al
RPV/TDF/FTC (BI)

EVG: T ET 7 Z ), COBl: abvA¥ v, TDF: 7 /HREN YTk L7~ Vg

FTIC: =LA RU L ZEy, TAF: T /KREN 75 7xF3I K, DIG: KATZF )L, ABC: T 3B L
3TC: 37y, DRV: #)F e, r: BHEY MFENL, RAL: AT 7 FEN, RPV: ULEEY
AR HESE, B PREEEOHESE, 1: IR RRA VB KOV E I3 Y MR A OB FHMEE B 252 E
U 7o A E A LR R SRR 2 1 2L |

IHNETICBF S NP HIV FIZ LV, HIV EYYEREOEMTRITE L SGE LN, HIV
TG DR O EEICHERT 5 Z LIXTE RV, 202w, HAEOEE B, miEd HIV
RNA &2 MHRARLL IS LT 2 2 & TH D, ZHEEMT D=6, HIV EYE BT AT



ARV EEY /T I)HRENL TI57xF3 R7< LR
1.5 EIFEE3 R ok & OB 38 O ke

27> THLHIV BEZ G T AVEND Y, T2, BN AREEEWEeE AL,
FEHFMENR L, FmrIcAERME 2R THiHIV AR EN 5, 20k 5 ¥R 2 F-oh HIV 3
WX T B EERE=— XIHEIRE L TR,

152 BEXIEIEROZE

BTS2 5T HIV FEABHIE 4L HIV JEYERE ORI T % AR E S EE SN Z LIS
vy, DIMERE, RE, BRER EOIET A XEOHED, HIV BEYYERE O TRIEET LR
T LTEHEHAIND L)1 > T 7z, R, HIV BEBEX 13~15%DEFITHED LN TE
D[1),2)], BREELTA XORIEKRVIET & OREMENHE SN TWDBR)], £, mlEE T
g% OVENZ BE T 2 A 0HEZ DT 2 U A7 3@, —F, HFEEITIEFICEMEICDIZ vt
HIVIEEZZ T 20U ben2 b, R ZEEOMINEELE /2D,

7 /eI (TFV) 1%, HIV-1 OWHRGEHRZLZLET OB T a7 TH L0, £ ORARIL
PEIXIRV, 7/ R EL Y 7Faxi LT < Vg (TDF) (X, TFV ORAWINMEZSE L7z
B R7y 7 ThHY, TFV OmWESREENT O, BRIURAIMERNZ %2 R3, TDF |3
DHHIV FEHHT Ny 7R — L LTHERE S A ER ST, L L7esy s, TDF
DOEFERICHEVVRE SN TWD Y X7 L LTEREENH Y, —HOBEFETIIEY L7 F=#0,
PRABAEME S /37 IR, ENRMEREZR EORBLNREINTND, ZD7), BERREED Y
27 &GS 5 HEED TDF 23 256101%, BHEREORER R 20 L CEEER BIET
L7 8F=8 Y T EMBIET HDMENRD Y, B L EEEEOMGICAME o TS, FT,
PLHIV B X 0 EEERD U A7 BNEED ESNTWDA4)], &Y i) TDF TIXE % EOW
DRRENZ ERHE SN TS,

T ) AREN 7T 7 xF 2 K (TAF) 1E, TFV OF 2 71 RZ v 7 CTH Y, Gilead Sciences,
Inc. (Gilead 1) (ZX VAN L7z, TAF (ZMEFTLZETHY, U K%, b R M EEL
Al (PBMC) WOAT 72 A X DRI TRV I S5 728, TDF $eh-Rf & iz L
T, EERECTHDLT /AR ENL Y VEE (TFV-DP) O & WERHIIENIEEN GO D —F,
TFV O&HGRFEEZ 1050 1ICIZ 52 EnHks, 20 Z &5, TAF X TDF & [RERICHE
MIHL T A NV IG5 T 5 & 3612, TDF TRUE S5 B0 B 1 xh - 2 B A R L 7o 24
W77 s A NeqT 52 LRI END,

1.5.3 FITAF OFREDRURUVER

Gilead fHi%, =X R U % ' (FTC) & TAF 7~ /LetE % 1 88125 2ol A 88 (FTC/TAF ; F/TAF)
BT LTz, RFNL, mWAREEZ R L, SEAIMPEZE RORBBE I L1chix, TDF #&
LU AR LT, BEREWNEIZHT2LZEET a7 7 A VRHELTND I ENHIRFS
Do Tz, WIENER CHERRS D NRTI2 iy 2 & A9 % Y A\ ELAFE (TVD ; FTC/TDF, F/TDF)
R 7V alsfilAsE (ABCATC) & HEE L TEEMYT A AWV NS IRELIS W L, IRET R
b7 7oA MR S, SWRRIRDGEOND Z E RIS LD,

FTC i%, Gilead #EA3BH%E L7 NRTI T, v F VU DARR 7 LAY RFEKRTHDH, FIC I,
AN CTHIIANEERIC LD U b SV TEERBI = L R 2 e =0 VR L 720, HIV-1
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WHREREEOIGHZHET 5, ENTIETA R NI 7L 200mg & LT, HARLIEIEEK
XSt EE ALK (Fk 17423 H 23 B) ZEfF L7z,

Gilead fLIZ F/TAF OBIFITHENL D, F/TAF &£ &bl e T 7L (EVG) K O\a B v A%
v b (COBI) #% 1 $£IZ& T Genvoya Bl & 8E (EVG/COBIFTC/TAF ; E/C/F/TAF) %B% L, XKE
IZRWTHRL 27 4F 11 A 5 BICIRGEARZBUG Lz, EANTIES v RA PRIGEEE LT, BHARK
X 2 PEERRA SR 28 4 6 A 17 BIZRLEIRTEAGE 2 5 L7z, F/TAF IZ2W T, PRk 28
48 4 BIKENZBWT, k28 44 A 21 BIZERMINZ B W TIRGEARZ RS Lz, 7ds, K
FENZBWTIIHAEOBIE T, GS-US-299-0102 #RBRD 48 HEF O AAEIZ DWW T, AFIOF R
ST AHRREICHESE, 72 F &7 PLAIZ G Te 2T O 3 Agent 2 A D 20025 mg & HHHT %
ZE LT oM HETARINTWD, —J, BINIZIEWTIE, GS-US-311-1089 7D 48 i
RESORAE LIS E 2, 7 —2 b &7z PLAIE DR 2 BB 13AAI D 200/10 mg %, Fh LUt o> 3¢
Agent & OFHT 285G ZIIARFID 20025 mg ZH W5 2 & ET 5L - HETERB I,

FITAF [ JENT-BRME L ek NS OWEIEEZ R 2 TR Y, FrCZeMIicB LT, TDF
EEDL YA EHBR L TEBOE ~OEEPN NSV WO RREEAET L2200, EHIMICD
72 0Pt HIV LA =T 72072 B e HIV EYYEREIC L > T, ENIREEREE 25 2
EDHIRF SN D,

1.5.4 FITAF DBIROR#E

F/TAF OBH%E O A U &R 1 IR T,
1541 REICET 58

TAF (ZBE§ 2 #1E,  OM O RO RRIA O 720 DO FRER, FEK DA% K OFRER 715 O M Gilead
FEA TR L, Z ORkE IS & BE SV KIE OB M OSREBR )7 5 % [E N O Fedi BB fEIC it » TH&
i L7z,

F/TAF O3E| O FIAS J OFRER )7 1 DR FHT DUV T Gilead #E23 50 L, £ O pific IS & % e
EIVT K E D B M OVFRER )5 1 % [EIN O Gl R > TR L7,

JFER K OB 022 EMERERIT, ICH H A K7 A 26V Gilead L3320 L 72, TAF JFEKDRFE
LU 7 A MY, EIRITRBR K ONEREBR OS5, 2~8°C OIRIFT24 n H EREL
72. FITAF OAZNHIRNIL, EHIRTRER (25°C/60%RH KUY 30°C/75%RH) D AFEN, iR
fFC24an HEBRELT,

1.5.4.2 FFERERICEE Y % 5ABR

F/TAF KR35 FTC MO TAF OFNFNICHOWT, SKERER, 71 L 2Z2H3E, i)
REFRER M OV sl 4 %80 LU 72, FTC OFHfiAE RIZT A & U 3 7L 200 mg DA HGEE R
HCHER L TWD, 207D, AETIL TAF IZOWTOLMHET 5,

15421 TAF

N % BT HEEEER & U, /ERBERF, P17 A L RATEME L O oOPT HIV 3 & OJFH 0 R%E
RRETT B in vitro R & FEig L, E'J/kﬂ"];‘?efiﬁit@%k LCHilaaEtE, S b RUTEHEMEEZBHFIL
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7o F1o, REVMHEIRERE LT, MR, Bk, BHEREOLLERICKTTREL
FEt L7z,

FyEhiesER & UCiE, WL, oA, G, PR OSEME A/ER (DDD (25 TR L7z,

R E LTIE, ICH A R A NZESE, Wit s VT, HEROKERRD#
LR, BEEERER, A EERR (ZRER OER £ COPMIRREAICE T 238, it -
fe R E T HR) R OWURMERRER, B - BRAIEME O B ONC A4 O 2 2 8 slliR
UM LTz, 7235, D AJRMERRER L ONHAERT « AR OFAN NS RHA OB REIZB 3~ 5 3lRIC >
WX, #BEMIZEB VT TAF O+ R B HgE &/ SO, 72 TDF 25 L-HLG L
L C TFV O2HRTEEMEN-722 LD, TAF OKRHFBEICELCTAFZ DO L0 &H 5 L
TR AR IS E RN L2 FDA EAE LTS (1.134.132)

TAF OZLAMIEM, B L O L 72 AEEERRICIBWN T, FHCRBE & 2 2P G
LIV o T,

1.5.4.3 ERIREAERDEIRE

F/TAF OGRHFECHT2 0, FDA K OWINAE O Y5 & DOtk TH b 2B S 2B E 2, F/TAF
(F/TAF 200/10 mg % Tf 200/25 mg) & Y E/C/FITAF % #5- L7=IFD FTC } Y TAF DAY ¢0 (a5
PEZRREET D 2 DORGKRHER (GS-US-311-1472 35 & O GS-US-311-1473 3Bk) % 5EHi L, FTC
SO TAF OIgE s 2 3YERB T T Y v 025 2 LIZEDWCHFET 2R E LTz, ZhiT X
0, FITAF DR, ZaMEROEZENE, E/C/F/TAF T/REN TV D HIV-1 JEYYIE OBE R
FHEMICBIT 5 AR, REMEROEIET —% 28 H L CEHIiT 25 2 & A3 Al Re & 1l L=,

1.5.4.3.1 FITAF DZEEMHSTDEBEIZDONT
154311 TAF DEFERE

HIV-1 BEYSE R x5 & L7 TAF OHAIEIEIZ X% proof-of-concept 7R (GS-US-120-0104
AR 12V T, TAF 8 mg & GHEIZIR T 281V A /L ATEMEIL, TDF 300 mg % 5-#F & [FIFRE TH
52 EPIRENT, TAF OHLY A )V AIEVEITE G- 2O RO ER L, TAF 25 mg & 5-#£ Tl
ERRKDOPLT A NATEER G D=, 2 TO TAF &E5BECBIT %2t v~ 7 A vk, TDF
300 mg FH5HEE AR TdH o 72, F72, TAF 25 mg #% 58 Tl TDF 300 mg % 5-#f & t#g L C, TFV
DEHFFEREITH 10 50D 1 TH Y, TFV OIFFFERAEMRIZ L 2 BWEH OARIRIZ D72 75 % IREME
WRBEINT-, ZhHDZ Enh, TAF A GRFOEREH &L, BA4gLREEENHER S, »
DRRIEDPHIFFCTE D 25mg LRE LT,

728, TAF OBIRIZBWTIL, EHEEE CTH D TAF, TAF & 7~ LD RN 1:1 O TH D
TAF &/ 7~ )VEEtE, KOVTAF & 7~ VEED RN 2:1 O TH 5D TAF ~I 7~ LBEDO 3 &
ReZflifl L7=, TAF &/ 7~ /Lt L TAF ~3 7~ /VERHEI, WFREY « (L2AOR MR & VTR
WENRE R E D I B W TCHE TH V, i OAHE h Tl IE & L CHEET 5,
GS-US-120-0104 #Ek1X, TAF £/ 7~ /L4 AW TER L7272, ZO%ROERKRRIT, =T
TAF ~X 7~ VPt 2 -V T3 L7,

723, TAF~X 7 < VIS, Gilead fE3MERK L7 & B CIXTAF 7 v Vg L KL STV 5,
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GS-US-120-0104 3B Z#HEV T, TAF 25 mg & EVG 150 mg, COBI 150 mg & O FTC 200 mg % Bt
A L7=8%] (E/C/FITAF 150/150/200/25 mg) % =55 THEGARBR (GS-US-292-0101 3Bk) %
Fhi L= & 2 A, TAF O2FREFF &Y, TAF 25 mg BAP G & el U TR 2.5 5@ 2 & 3k
BENT-, X, TAF 28 P-gp DIEETH D=8, COBIIZ LD P-gp DILEDEEIZ LY, TAF
DOBEFEEN EH L2 Tho B2 bz, TNE%IT T, TAFOEHEZ 10 mg [ZALFEH
L 7-#4%I (E/C/F/TAF 150/150/200/10 mg) % H\ 725 MG AR RS (GS-US-292-0103 §BR) % %
B L7z, EOFER, TAF O BT EIT FTC 200 mg+TAF 25 mg ¢ 5-RF L RIFLE TH D Z & 23
I,

L EoiERI S, E/IC/FTAF &A% TAF OE@EMHE% 10mg L% E L, E/C/F/TAF
150/150/200/10 mg 5| % LA 0> E/C/F/TAF D RGAHARBR (=,

BT, 2 DOEWFNRSERER (GS-US-311-1472 5B & O GS-US-311-1473 #BR) % £l
L7-#&5, F/TAF 200/25 mg #% 5-f & E/C/F/TAF # 5, K&V EVG + COBI + F/TAF 200/10 mg ¢
B.IF & B/C/F/TAF $ 5D TAF K ONFTC 1L, WL H AEMFHIICRETH D 2 & DB S vz,

E 512, F/ITAF LT 53— T v 2 (3 Agent) (2)& U7~ F/ITAF OHEEA & (200/10 mg
XIiE 20025 mg) EHFTH-0, FHEx o 3 Agent & DDI B (GS-US-311-0101 #RER,
GS-US-120-0118 5k} O GS-US-120-1554 #R) ZEfu L7z, £OREER, 7—A%— (RTV XiZ
COBI) % JH\ % 3" Agent & F/TAF 200/10 mg % 19" 254, k7 — A & —% 7200 3 Agent
& F/TAF 200/25 mg ZFH 9 2556 D TAF DIFFEES VTS, TAF 25 mg HAIORGR, &5
WM OHENEICE LTI T — 2 235 540 T % B/C/F/TAF #% 55D TAF O iE & &
AR L 72D Z LRSIz, F72, FIDF 2 F LU A VD F/ITAF 2 5o LY A v ~DY])
D2 RBR T 55 TG AR GBR (GS-US-311-1089 #BR) (23T, PBMC H10 TFV-DP D
JEERFHE L= & 25, flix D 3 Agent & T SITHT D ERIHESE IO FITAF % [RIBH% 5 L7-45
4@ PBMC 0 TFV-DP #1%, 3 Agent & F/TDF Z [R5 L7254 & i LT 1.7 5~9.5
BEW D LR SN, ULEOREENS, =2 % — (RTV XX COBI) %04 % 3" Agent
& & BTV D SEAIE FITAF 200010 mg, 7 —A X —% 0 L7232V 39 Agent & & HITHWDHBE
I% F/TAF 20025 mg B HEREFHE L L TRYTHDH EE X DN,

F/TAF & # /L7 /L (DRV,D) OFEHBFICOWTIE, 4 THHERRRER (GS-US-299-0101 #5k)
{28V T, DRV 800 mg, COBI 150 mg, FTC 200 mg &% O} TAF 10 mg % il L 7= 84| (D/C/F/TAF
800/150/200/10 mg) % FAWI=35402, +4or7ht HIV {ER N #IF T& 5 TAF OBBEZEENGOND
ZENMERS N, £, ZTOLED TFV O2HIREFERX, TDF 251 VA28 LY
X0 b+ oTz, S5, D/C/F/TAF 800/150/200/10 mg % FHN /=55 11 48 G PR # BR
(GS-US-299-0102 #fR) 1ICBWT, AFEMLOCLZEMENRIFTHD Z EDVRSNI, Z1LH D
K6, D/IC/F/TAF BLAEEICE AT 5 TAF OH&EIL 10 mg i) CThH D 2 L DR Iz,
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154312 FTICO&aHE

F/ITAF IZ& £ 5 FTC O, TVD K UA X U e L RELASE (STB ; E/C/F/TDF) ([Z&H 9
% & & [6—0 200 mg Td %, F/TAF 200/10 mg X% 200/25 mg % F& 4 @ 3™ Agent & fffH#% 5 L
72B5D FTC OIEFTEIL, WINOEFA S TVD XL STB 25 L HA L REETH -T2,

1.5.4.3.2 F/TAF DOBE&RAER
LU OBEERBRIC LY, F/TAF OA WK O 20 % 54 L 7=,
(1) E/C/F/TAF D5 TI1 #8 g PR 5B
1) GS-US-292-0104 5% K& U8 GS-US-292-0111 #5#

PTHIV 32 X DIRFRRERA 22 VOB HIV-1 JEEYE R & 3512, E/C/F/TAF D5 96 TR A
FTCORIMER LML BRE LT, WlBROREBRT A X E—ThH v, RERFHEEE XL ik
B A OFA L CREBUSGEOMENT 24T D FHli & L=, WiakBR & b STB &% IRIKICRRE L=,

728, GS-US-292-0104 #RBRIC1%, ENZHFZERITIEN ENLERRERIIEE o 2 —Heai2in L
THEY, 10 BlOFEBREDEN THAAN LTV D,

2) GS-US-292-0109 7k

PUHIV BIZ X DIRIEREBRN B 0, 0 A VA TINH ST B RN HIV-1 BYE B & x5
\Z, F/TDF &4 L 4 (F/TDF+3™ Agent) 7> E/C/F/TAF (28] 0 B 2 1= 356 O 5 96 M 5
FCORMEROREMEEBRFE LTz, SHTRIZATAMO LY A (F/ITDF+3™ Agent) Ok 5%
THY, BB IL E/C/E/TAF ~DY) 0 B % #5F & F/TDF+3" Agent OfkFe#x 5-HEC, 2:1 DEIA
TEI T BT,

3) GS-US-292-0112 35k

R D S FE OB HERERE®E  (eGFReg (Cockroft-Gault U2 & B U 72 SR BR AR &)

30 mL/min LAk 70 mL/min #{ifi) 238 % p A HIV-1 [EYYEBHE & %1512, B/C/F/TAF OF5- 96
Kf R E COA MR VLRI RRE LTz, ARBRIE, FLHIV EIZ L DEEBRBRRHY, VA LA
LIS SN TV AIRE 2t Lizadk— 1 (n=242) &, i HIV FIZ X 2155 R M
RNEBRE AR E Licak— k2 (n=6) ORI TS,

4) GS-US-292-0106 A5

PUHIV JEIZ L D IRFERRBRA 220 12 % DA B 18 sl CIRTE 35 kg UL /R HIV-1 JGYE B
ZRIGHUZ, E/C/F/TAF O 5 48 R F TOAIE L ONZ 2 & KEE LT,

(2) D/C/F/TAF O 11 FHERIRFER  (GS-US-299-0102 #5#%)

PTHIV 32 K DIRFRRER DN 72 WA HIV-1 BYYE B 2 %812, D/C/FITAF OF 5 48 JARE AL
FCORMEMROLZEMEEREE L T2, *THEFE L LT, DRV+COBI+F/TDF % &% E L7,

1.5.4.3.2.1 FITAF O FHED TR

L HIV FEIZ X D IRHRER DN 720 HIV-1 BYSE B 256t 5 & L7z E/C/F/TAF @ GS-US-292-0104
R M O GS-US-292-0111 s BR DA D EZRHIE H  (FAS St c 212 61T 5 15 48 WK A
@ Snapshot fi#AT) IZFBWT, A L RAERAENEE (I HIV-1 RNA &3 50 copies/mL il D
BEREEER) 1X, E/C/F/TAF #5-8£T 92.4%, STB #5-H£T 90.4% TH YV, ANFED AT 2.0% (95%
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fE4EIX [ (confidence interval ; CI) : -0.7%~4.7%) TodH>7-, BAINERDZED 95%CI O TFRA3-12%
Z TSR WGAICIELIENBD b D & EO T UER 7= L= Z L /5, E/C/F/TAF X STB IZ
KU CIELMETH D Z LR SN, £70, 5 96 FHKf R D Snapshot fENTIZIWNT, T A L
AR EhER 1T, E/C/F/TAF % 5.3 T 86.6%, STB & GHET 852% Th Y, AZERDFEIT 1.5%

(95%CI : -1.8%~4.8%) T, $&h 48 WA & FREOFRERTH - 72,

PLHIV HIZ X DIRFERBRNH 0, 7 AV AZHNTHH Z TV D HIV-1 JEYYERE Z xR & L
7z E/C/FITAF @ GS-US-292-0109 R DA 201D EZRHMIA H  (FAS Tl i) 5% 5- 48
HIE 0D Snapshot f#AT) ICFBWNT, 7 A L AR EI I, E/C/F/TAF $ 58T 97.2%, F/TDF+3"
Agent fi 5EE T 93.1% CTh o7z, ARIEDOEIT 41% (95% CI : 1.6%~6.7%) TIELH D HLHUE
5T~ L7- 2 L5, E/C/F/ITAF #5813 F/TDF+3" Agent fikfse i GBIt L CIELMETHDH 2 &
R E AT~ & 51T, E/C/FITAF ¥ 58D F/TDF+3™ Agent ik GRIC 54 2 EBEMEIVR SN
7= (p<0.001) , F£7=, 5 96 HKF KD Snapshot fEHTIZISWNT, U A L A FRIEEIZ1X, B/C/F/TAF
P 5HET 92.8%, F/TDF+3™ Agent {55 T 89.1% Th v, AZIRDEIL 3.7% (95%CI :
0.4%~7.0%) L7220 REN (p=0.017) , %5 48 M L FREDORER TH -7,

R 7)n B FRAE B O SRR RERE S 23 B B R HIV-1 JEYYE B &5t 5% & L7= E/C/F/TAF OBk
(GS-US-292-0112 58k) OAIMEDO EZFMIEE  (FAS TR B30T 5% G- 24 TRE R0
Snapshot fi#HT) 2B WT, T A L RAZRREIHRIL, 2R — b 1 T95.0%, =A— k2 T83.3%T
Hote, Tz, $H 96 RF LD Snapshot AEHTIZIHB T, TANVAZERRRIHRX, 2HR-—HF1 T
88.4%, =7R— bk 2 T100.0%TH -7,

PLHIV FEIZ L 2 IRERER AN 720 12 5% LA E 18 3 AT CTIRER 35 kg LA oo/ HIV-1 JEYSE B
Z x5 L L7z E/C/FITAF OB (GS-US-292-0106 iAER) OAZNED EHFHMEH (FAS it 5
BN F T D5 24 FEE S N O 5- 48 iEE 50D Snapshot fifAT) (2T, WA L AR DRI
P 524 HRFATT 90.0%, #6548 WRFALT92.0% TH Y, A HIV-1 [BYIELH L FIRE CTH -
77

PUHIV FEIZ X D IRHRER DN 72 VA HIV-1 RYYE B 2 %5 & L7 D/C/F/TAF O 11 AERIR
R (GS-US-299-0102 #kER) DA ZNMED FERHMIEE  (FAS i#r LA I 1T 2 5 24 R AL
@ Snapshot FENT) IZFNT, 7 A /L AR EDRIL D/C/F/TAF 8 5-8£C 74.8%, DRV+COBI+F/TDF
BHRET74.0%TH Y, AEDOEIT33% (95%ClL: -11.4%~18.1%) Th-o7z, AEDOED
95%CIL @ TR -12%% TEIG 2 WA ICIELMENRBO b D L ED T EELTH - L2 Lnb,
D/C/F/TAF I% DRV+COBI+F/TDF (2%} L CTIELHETH D Z L B3R Sz, Fiz, &5 48 KR
@ Snapshot FEHNTIZINT, 7 A /L AZER KN 1T, D/C/F/TAF £ 5-8%C 76.7%, DRV+COBI+F/TDF
HERET84.0%TH Y, AREDEIL-62% (95%CI : -19.9%~7.4%) T, 5 24 FHFREA L [FEk
DOFERTHH T,

b 6 FRERIZISIT D FAS TSR 2226 510D 5 6, 33 BIANMIEZE BLARAT x5 & HIE S Atk
IR DN MT DI, Z DOFEE, FTC XId TRV 0 1 ZEMER# A B o0 HERSER & AL g
1% 15 Bl (FAS fREHTISRB1 D 0.7%) T o7z,



TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE
1.5 GRS T3OR FL D 8k My OVBH R D A e

1.5.4.3.2.2 FITAF D& LD EE
WTNORERIZIBW T, Grade 3 LLEDEIEH, 188 & ORRBHRN G E CERVEERA
EHG KOG HILCE S T-HEFEROBFRIIELS, BZRMETRGTH-7- (£ 2, £ 3),

# 2 E/C/FITAF OERARBRICBIT 2 HEFROEN

—_— IV
EANCEN AN AR
—— . A VAT 3 .
AR D 72\ L8 A R A ; N
BIEHRRER D 72\ R BR AT B X LTV B R B HRREREE 2 T D R /N ERE
EEE GS-US-292-0104/ GS-US-292-0109 GS-US-292-0112 GS-US-292-
GS-US-292-0111 o) Pyt 0106
(963 s ) (483 HF )
A—h1: aR—h2:
E/C/F/TAF STB E/C/FITAF | F/TDF#39 | 5 P2 EBiC/RITAR
(N=866) (N=867) (N=959)  |Agent (N=477)| ARTEEBD Y | ARTREESR (N=50)
(N=242) (N=6)
FERS 807 (93.2%) | 823 (94.9%) | 859 (89.6%) | 420 (88.1%) | 228 (94.2%) | 6(100.0%) | 42 (34.0%)
RIER 367 (42.4%) | 398 (45.9%) | 218(22.7%) | 91(19.1%) | 72(298%) | 2(333%) 18 (36.0%)
Grade 3 X [34D
Grad 13 (1.5%) 9 (1.0%) 6 (0.6%) 9 (1.9%) 3(1.2%) 0 1 (2.0%)
B E
S
i‘% SHEE | 97109 | 87000%) | 79(82%) | 39(82%) | 40(165%) | 1(16.7%) 6 (12.0%)
TRERIE & DR
R A ) ) ) ) )
i | soew 2(02%) 1(0.1%) 2(0.4%) 0 0 1 (2.0%)
T EEG
&QEPJJ:QZE 0, 0, 0, 0, 0,
N iy | 1002%) 20 (2.3%) 9 (0.9%) 12(2.5%) 12 (5.0%) 0 0

# 3 D/C/F/TAF OF I fHERARBRICBIT DA EFEROERN

GS-US-299-0102
(481 I 45)

D/C/F/TAF DRV+COBI+F/TDF
FHUIE (N=103) (N=50)
HERFS 95 (92.2%) 47 (94.0%)
RI1EH 43 (41.7%) 19 (38.0%)
Grade 3 X/ Z4DREIVEH 1 (1.0%) 1(2.0%)
BEREEFG 5 (4.9%) 2 (4.0%)
TRBRSE & D RIRBIR & & E 1(10%) 0
TERVEERFEESFR )
B HHpIRICE > EES 2 (1.9%) 2 (4.0%)

ZRBRICB W THRIALROE N> TZRIEA X, GS-US-292-0104 76k & Y GS-US-292-0111 75 ;
MO, R, 9EJE, U297, O FEL, GS-US-292-0109 Bk ; T, ML, B, SEE, SR,
GS-US-292-0112 &Rk ; OFEV, T, 90, 0, 3505, #O, GS-US-292-0106 #kiR ; Hols,
SR, RN, RESEEERE, TR, GS-US-299-0102 3kBk ; T, @015, Hh, I THo7l-, £
WTNORBRICIBNT S, 77 a3 = e A 3 Tl fRANAE BE 5 & OVREAM: O I A7 R AN PR
AR T ERARBRAR RLITRD b o T,
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1.5 GRS T3OR FL D 8k My OVBH R D A e

B DR LT

R ONMEHED T E (BMD) OFHiCEBWTIE, #1 HIV 3RIC X D IRHRRBR 220
%, XIPEEECH S F/ITDF S L A U EREL g LT
Bl Shote (4,

154.323
PN = SR A
HIV-1 BYYEBF LR E LIBR T
FITAF &4 L 2 A U ERETIE, _X— 25 A 55D BMD O R
#=5) .
PLHIV HIZ X DIRFERBRNH 0, 7 AV AZRNTHH Z TV D HIV-1 JEYYERE Z xR & L
72 E/C/FITAF ORERIZISVNTIX, E/C/FITAF #&5HEO KRG AL & ONEHE BMD O~— 2 F A
NG DB LRIV BN L7 (3 4, D .

# 4 E/C/FITAF DO I AHEERRBRIZI 1T 5 KER B VTALER & OVMEHE BMD O {L=R

pIE2i e KERE AL EBMD JEHEBMD
FRBEE) NR—=2 54 B DEE (%) NR—=Z T A DT (%)
TRIEARRBR D 7o kR E/C/F/TAF STB i E/C/F/TAF STB i
(GS-US-292-0104,” (N=716) (N=711) pIE (N=722) (N=714) pIA
GS-US-292-0111)
63 5 -0.672 (3.8887) | -3.275 (3.9668) | <0.001 | -0.960 (3.7227) | -2.792 (3.9156) | <0.001
rd rd
YA LA E/C/F/TAF F/ iDF +t3 i E/C/F/TAF F/ T\DF +t3 "
T STV R E (N=809) oW PR (N=821) e P
(N=396) (N=401)
(GS-US-292-0109)
06 i 17 2441 (3.6347) | -0.456 (3.4172) | <0.001 | 2.117 (3.7684) | -0.087 (3.5114) | <0.001
ak— R — k2 — Rl —h2:
R RE g
FAE o ;;—;ﬁ T2 | ARTEBRHD | ARTAEE | pif | ARTRERBHO | ARTHREEB | pif
(N=236) (N=6) (N=236 (N=6)
(GS-US-292-0112)
Q6 B 411 2.037 (4.2877) | -0.102 (2.6383) - 2.261 (4.9061) | -1.822 (3.0971) -

B3 T (SD)

& 5 DIC/FITAF O I ARERREABRIZ IS 1T 5 KERE EALHR & OEHE BMD DOZELR (48 M HF )

GS-US-299-0102

D/C/F/TAF N |DRV+COBH/F/TDF| N p i
KEEFIENAFFBMD N — 2 5 A b DAL (%) -0.84 (2.582) 82 -3.82 (2.651) 47 | <0.001
JEHEBMDX— A Z A L 5 DOEALE (%) -1.57(3.920) | 83 -3.62 (3.128) 47 | 0.003

BB TEME (SD)
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4 L4
@ —ECFTAF

_ ER O =FTC/TDF+3rd Agent L3
>
g
=]
2] )
Q
=
=
u
=]
2 1] L1
=
=)
£
2 o o
2
2
m
£
£ 1 1
@
=)
=]
2
0
y 2 2
=
=1
5
5
= 3 3

4 4

T T T T T T T T T T T T T
BL 24 48 72 96
Week
4 L4
@ - E/CFTAF

o 3 O =FTC/TDF+3rd Agent L3
z
g
a
£ 2] L2
£
=
2
2 1) L1
2
2
w
=
S 0
2
]
2]
£
] 1 1
)
=]
=
=
&}
r 2
=)
&
=
3
5
& 3 3

4 4

T T T T T T T T T T T T T T T T T
BL 24 48 72 96
Week

M1 KEREEAME (L) ROMEHE (T) @ BMD OYHELE (EH (%) £95%(EHEX )
(GS-US-292-0109 3X5)

F7o, PLHIV IEIZ L DIRERERDN 220 12 5% Lh E 18 ifA CIRE 35 kg LA Eoo/NE HIV-1 J& %
SEFRE & k15 & L7- E/C/FITAF ORBR (GS-US-292-0106 38R) (28T, [Fl—4E#no V15 5% E
2kt B RHIEIE CTd 5 BMD Z 2 27 OEEIEIX, B/C/F/ITAF OFHIZ LD R—RA T A )b
5 A8 TR E TIlE & A EBAL Lehr o 7o (BHBLISA O 2L (n=45) :-0.20, JEHE (n=47) :-0.07) .
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ZDZEND, KRBROWERE OB OARKAGEEL, FFEROER Y EEDLRNWT EPRRS
i,

1.5.4.324 BHEODZTEMTE

TDF & LV A v Ll U C FITAF & e LY A VU TlE, BHERERE R T 2 — & ORI
WCTHENZEZRET e 7 7 A VER LT,

PUHIV FEIZ K D IRRERRER DN 22\ HIV-1 BYWIE B & 852 & L 72 E/C/F/TAF Okl T D B HEEER
HWXT A —Z OFHIIZIBWT, E/C/F/TAF # 58 TILSTB & GREL HEZ LT, M7 L7 F=
S ¥ eGFR D=2 T A U6 OV EITA BN S hole, £, RPE T /70T
F =2t (UPCR) , RHFTILVT I/ 7 LT F = (UACR) KOVRMIENMER Z > 7 (R
B2~A7urzur7Vr MG) /7 LT7F=2) IZO0WTIE, STBHEGRETIER—RAT 4 U h
5 EF L7=olzxt L, E/C/F/TAF £ 5.3 TIXK F235788 Hi, TAF 1% TDF & b UG R E
BERE~DEN/ NS N LRSI,

PLHIV HIZ X DIRERBRN H 0, AV AZRTHH TV D HIV-1 JEYYEBE 235 s L
7z E/C/F/TAF OFBRIZI\WNTIX, E/C/F/TAF EFEOIMIE 7 V7 F =2 kTN eGFR DX—2 T A
VNG OBALEIZIREN TH - 7228, UPCR, UACR KOVRMEMIRZ )7 (JRFPLF ) —)b
fEAa®EBE (RBP) /27 V7 F=VHEWREY B2MG/ 7 L7 F =) DR TRRD b,
E/C/F/TAF [T AL IR ERRRE~ DB /NS N LavREnie (& 6) .

Pt HIV IC X 2R 72 Wk A HIV-1 RYE B #H &2 %5 & L7~ D/C/FITAF @
GS-US-299-0102 7#BR TOBFERERDEH X T X — & OFHECIL, WO SRV TH R RBP
SO VT F = HIFR—RA T A b EH U723, DIC/F/ITAF #% 58 Clid DRV+COBI+F/TDF ¢
HREL i L CEbEDN NS o Te, £, R B2MG, 7 L7 F = tlE, DRV+COBI+F/TDF
B HGHETR—=ZF A InB AR 72025 T DITxt L, DIC/F/TAF $ 58 TIHR TR bz (£
7

13
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SRR E DERIRIR T /N T A — & (E/C/F/TAF)

+  GS-US-292-0104,”GS-US-292-0111

EHERERE X T X — 4 (96IRFR) E/C/F/TAF (N=866) N STB (N=867) N p 1B
s v7rF= * 0.04+0.114 771 0.07+0.127 756 | <0.001
eGFR¢g " 2.0(-12.4,9.4) 770 -7.5(-17.4,2.9) 753 | <0.001
UPCR © 9.1 (-39.6, 36.0) 765 16.2 (-22.5, 81.5) 748 | <0.001
UACR © -5.2(-35.7,30.1) 767 4.9 (-32.7, 60.0) 743 | <0.001
JRFRBP, 7 LT F= ke ¢ 13.8 (-18.8, 66.1) 772 74.2 (10.4,192.2) 745 | <0.001
RHEB2MG/ 7 VT F=H © -32.1 (-61.0, 4.2) 765 33.5(-27.8, 230.7) 738 | <0.001

+  GS-US-292-0109

EHSRERE ST A — & (961 IF ) E/C/F/TAF (N=959) N | F/TDF+3" Agent (N=477) | N plE
migr v7rF=1 4 -0.04 mg/dL+0.132 667 0.00 mg/dL+0.121 321 | <0.001
Mgz L7F=1 »° 0.07 mg/dL+0.128 233 -0.03 mg/dL+0.098 109 | <0.001
eGFRcg ™ ¢ 4.2 mL/min (-3.6, 13.6) | 667 | -0.2mL/min (-7.8,6.7) | 321 | <0.001
eGFRcg *° -5.2 mL/min (-15.4,3.5) | 233 | 3.8 mL/min (-5.9,13.7) | 109 | <0.001
UPCR © -25.5 % (-50.5, 9.8) 891 9.0 % (-19.5, 53.7) 431 | <0.001
UACR © -13.7 % (-45.6, 25.0) 872 11.1 % (-24.1, 65.6) 426 | <0.001
JRFRBP, 7 LT F=2t of -33.4 % (-63.9,0.1) 935 18.1 % (-20.2, 80.3) 449 | <0.001
R B2 MG,/ 7 VT F =t of -52.3 % (-81.5,-9.5) 919 18.7 % (-31.8,97.7) 443 | <0.001

+  GS-US-292-0112

BERSAERE <5 A — ¥ (96JHIRA) :““*&ggﬁﬁﬁ” N :”“*égf*ﬁﬁ N | piiE
s v7rF= * -0.03 mg/dL+0.279 217 0.12 mg/dL+0.252 6 -
eGFRcG° 0.6 mL/min (-4.6, 7.2) 217 | -1.9 mL/min (-4.0, 6.0) 6 -
UPCR © -37.7 % (-65.1,7.5) 214 50.4 % (3.8, 88.6) 6 -
UACR © -45.5 %(-77.3, 13.6) 210 14.3 % (-37.9, 50.6) 5 -
R RBP,/ 7 LT F =4 © -64.1% (-91.4,9.8) 212 | 55.0 % (-10.5, 197.0) 6 -
R B2MG/ 7 LT F= M © -83.6 % (-96.4, -31.1) 210 | -45.9 % (-95.8, 195.6) 6 -

+  (GS-US-292-0106

BHSRERE ST A — & (481K ) E/C/F/TAF (N=50) N
mg7 vrF=r"° 0.08 mg/dL+0.090 48
eGFR .

(calculated using the Schwartz formula) ® -19.5 mL/min/1.73m’ (:34.0, -2.5) | 32
UPCR © -26.98 % (-55.12, 19.45) 47
JRFRBP, 7 LT F=t ¢ -21.57 % (-46.36,22.21) 47
R B2MG/ 7 LT F=the -29.4 % (-59.7, -3.5) 46

CR=R T A NS DR RS D.

P R—=AT A DO OEEOT R (Q1, Q3)

¢ N—=2 T A b DEEROTRE (Q1, Q3)

4 BiTa D efavirenz/FTC/TDF% 5-15) % & <

¢ VG efavirenz/FTC/TDF 5.1

4% 5. 48 AR A

* 7 BHEEEEDCRARE T A —F (D/C/FITAF)

+  GS-US-299-0102

BHERERTE KT A — & (483 IFF ) D/C/F/TAF (N=103) N Dm”%igme N p &
migr L7rF=* 0.06 mg/dL+0.101 87 0.09 mg/dL+0.161 46 0.053
eGFR¢g " 2.9 mL/min (-11.8,6.2) | 87 |-10.6 mL/min (-22.4,-0.5) | 46 0.017
UPCR © -8.22 % (-35.10, 21.31) 84 | -27.52 % (-48.28,29.36) | 46 0.19
UACR © -13.1 % (-39.7, 28.2) 84 -22.6 % (-58.8, 25.9) 47 0.17
JRHRBP,/ 7 LT F =tk ¢ 9 % (-22, 51) 84 54 % (5, 152) 47 0.003
JRHEB2MG/ 7 VT F= e C -42.0 % (-66.4, -11.0) 83 2.3 % (-53.5, 100.3) 47 0.002

ER— R T A D DAL ELS.D.
O R—Z T A DL RO PR

(Q1, Q3)

¢ R—=RT A IPLOELROFRAE (Q1, Q3)
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1.5.4.3.3 ZD1thd FITAF DEERKRLER

PUHIV 3IZ X DIRFEREBRD & 0, U A VA FRTINH STV 5 N HIV-1 BEYE B & 4
|2, F/TDF &4 L2 A (F/TDF+3" Agent) 75 F/ITAF &4 LY A (F/TAF+3™ Agent) ~] 0
B2 T25A OB 48 BRSO FNE R VR M2 BREET 2 55 I ARG AR R (GS-US-311-1089 7
BR) A9 L7-, xTRRIZANGHED LT A (F/TDF+3" Agent) DMk GEETH Y, WBREIX
F/TAF+3™ Agent ~DY) V) #5 2 #57F & F/TDF+3" Agent OfkGER5-HEC, 1:1 OFEISTEY 1) 5
iz,

BRINEO EEFGEE  (FAS SNG4 1) 2 5- 48 i IKf 50D Snapshot fi##T) 123N T,
A )L A ZEHIRR N ER 1T F/TAF+3™ Agent % 5-5 T 94.3%, F/TDF+3™ Agent {k#i# 55T 93.0% T dH
D, BEEOEIT 1.3% (95%CI: -2.5%~5.1%) Th-o7lz, HHNERDOZED 95% C1 O FIRA-10%%
TIE S R2WEAICIELIENRD BN D L BT HEAEA - L= 2 L5, F/TAF+3™ Agent ~D 1]
Y B 2 1% F/TDF+3" Agent DG 5128 L TIHAMETH D = L MR S LT,

Grade 3 A EORIEM, 1B3E L ORRBRPGE TERVEERAEESR, KORETILICE
STEAEFRZORARITEL, BFEEBETH-o7 (F 8) . BREKROFEMM-ZEIWERIL, &
L, THRIThHoTz, £7c, 77 v a=—fEGH 25 Car RS R E & OVRBAME O I A7 RAE [
a2 R TERIR IR AT TR0 b Rino T,

# 8 F/TAF O N HERRRICE T 2AEFROER (48 BEFR)

GS-US-311-1089
F/TAF+3™ Agent F/TDF+3™ Agent
FEELBIEL (N=333) (N=330)
FEFR 281 ( 84.4%) 262 (79.4%)
RIVEN 31(9.3%) 40 ( 12.1%)
Grade 3 X/ Z4DFEIEH 2 (0.6%) 1(0.3%)
HERAEFER 18 (5.4%) 14 (4.2%)
TRERIE & O KEBIR & & E 0 1(03%)
TERVEERAGEEL |
WG kICE > A EES 7 (2.1%) 3(0.9%)

£ 5- 48 JAIHF £ T D BMD OFFAMIC 35U T, KB ES & OMEHE BMD OV 41 %, F/TDF+3™
Agent fkfge 1% G HE TR L7 DI2k L, F/ITAF+3" Agent #¢5-8F TIIHMN L 7= ORBRE T2 BMD
DI  FITAF+3™ Agent : 1.135%, F/TDF+3™ Agent : -0.152% (p<0.001) , MEHE BMD O
SR IEALER  FITAF+3™ Agent @ 1.527%, F/TDF+3" Agent : -0.206% (p<0.001) ) (3 9) . 7=,
N—=2F A5 BMD 28 3%LL BN U 7o g8 o0 B G X R BRE A0 58 ) OVEHE & %12
F/TAF+3" Agent ¥ G- BED ST 3@ v o 1=,

15



ARV EEY /T I)HRENL TI57xF3 R7< LR
1.5 EIFEE3 R ok & OB 38 O ke

# 9 F/TAF OF I FHERRRERIZI 1T 5 KERE ITALE & OEHE BMD D2 L3R (48 FHKFR)

GS-US-311-1089

F/TAF+3" Agent | N F/TDF+3" Agent N p fE

KEEF AL BMD N — A T A b DELER (%) 1.135(2.7526) | 300 | -0.152(2.5317) | 303 | <0.001

JEHEBMD N — 2 F A VB OELE (%) 1.527 (3.1816) | 300 | -0.206 (3.2233) | 306 | <0.001
HEILFAME (SD)

BRERERIE N T A —F OFHIIZIB N T, WTNOBRGHICBNTHIMEZ LT F=rDR—2X
T A B DR DERD DA, P 48 W HITIIT D R—Z T A Lin b DAL, F/TDF+3™
Agent fkige B 57 & Hlt L T F/TAF + 3™ Agent % 55 TH 728 % 7% L 72, eGFR ¢ (2 DWW T,
F/TDF+3™ Agent fikfgif GHECIV T, 5 48 WIFINOD eGFReg D_X— R T A 20 b DI EIL
IRERTd - 7= DIk L, F/TAF + 3" Agent #% 5-5F T3 F/TDF+3™ Agent fikfsc#% 5. & teig LT A
BEICEF L7z, ¥£72, UPCR, UACR MORMEMEIRZ /32 (JRH RBP,/ 7 LT F = KD
R B2MG,/ 7 L7 F = H) 12OV TIE, F/TDF+3™ Agent fikft#% 5-E TlI_R— 25 A b b
AL7=D :ﬂbIwm%ﬂAgmﬁﬁﬁfiﬁTﬂww%m'MFiHm&%@LTEuRm
ERERE~OREN/ NI N RSN (F 10)

& 10 F/TAF OF NI ABERRABRICE T 5 BHAEREDOEKRMRE 7 A —F (48 HER)

GS-US-311-1089
rd rd
EEHERE T X — X F/T/?;f3 X Sgent F/TD(;+233 i (.ggent o i
gz v7rF=r° -0.08 mg/dL (0.238) -0.04 mg/dL (0.126) 0.005
eGFRcg " 8.4 mL/min (0.2, 15.6) 2.8 mL/min (-5.1, 10.9) | <0.001
UPCR ° -14.6 % (-39.1, 17.3) 7.7 % (-21.6, 43 .4) <0.001
UACR © -7.7 % (-40.2, 37.3) 12.3 % (-22.3, 53.8) <0.001
JRFRBP,/ 7 L7 F =t © -16.3 % (-48.7,17.9) 18.2 % (-19.0, 87.5) <0.001
JRHFB2MG,/ 7 LT F =k e -39.6 % (-70.7,9.2) 22.0 % (-24.9, 135.8) <0.001

P R=RT A U NEOELEDFE)E (S.D.)
b R—AT A U PHOEBEOFRE (Q1, Q3)
¢ R—Z T A NEOEEOFRAE (Q1, Q3)

1.5.5 FITAF DRFREUVFERMEIZDONT

E/C/FITAF @ 4 SO I fEG K ER, E/C/F/TAF @ 1 SO I/ #HEE KSR, D/C/F/TAF © 1
DO 1 FHERIRFER L O FITAF @ 1 DOF N FHERKREBROFE RO, F/TAF 1, 1REEN R
L EBF (HUHIV I X D16 2 W, TRIRBEERN DV 7 A /L A2l ST 5 4
F) , BHEREOBRENR LD EE (BHRENSEFEREENO T EEOEERBEELZ AT LEEE

T) , ERWEREORE (12 5%005 80 R ET) nd, SEIERBHFEMIBNTERL

AN REINTe, Fle—B L TROUDDEHINZR T AV AMGIRNRZ R L, SRR BLERE
iz T o 72,

K (B RE L OV O 2 BRI BT 2 3HINC B\ C, FITAF 28T L Y A VI F/TDF 25 ie LY
AL T, BN LBET e T s A NVERT DI LB RESNTZ, STB &5 W& TDF X%
WmF%ﬁﬁvaymié%%¢i gD MR L CHEBRWE =4 U v 7 O FEE3 R
D HAIVTWND DS, FITAF [Tl OBZIFRICHE > TEIROLEMET =4 U 7 21T 5 O A THEM FEE
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ThHY, BEROEFSEOARAZERIRTE S LEX D, £, KBTI OB EEE S
H¥ % MHIC STB, TDF X% F/TDF 2453 5813, +07RaBE%175 2 L nRoohb7i L,
HEAARGPULIELRDH, FTAFIZINOOBAICH L TH, RRICHEATE D2 EAMRS
o,

¥7-, F/TAF [% E/C/F/TAF OEGKRERICIVT, eGFR A% 30~69 mL/min DOHELEE) & FI5 D
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1
HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use
DESCOVY safely and effectively. See full prescribing information
for DESCOVY.

DESCOVY® (emtricitabine and tenofovir alafenamide) tablets, for
oral use
Initial U.S. Approval: 2015

WARNING: LACTIC ACIDOSIS/SEVERE HEPATOMEGALY
WITH STEATOSIS and POST TREATMENT ACUTE
EXACERBATION OF HEPATITIS B
See full prescribing information for complete boxed warning.

e Lactic acidosis and severe hepatomegaly with steatosis,
including fatal cases, have been reported with the use of
nucleoside analogs. (5.1)

e DESCOVY is not approved for the treatment of chronic
hepatitis B virus (HBV) infection. Severe acute
exacerbations of hepatitis B have been reported in
patients who are coinfected with HIV-1 and HBV and have
discontinued products containing emtricitabine (FTC)
and/or tenofovir disoproxil fumarate (TDF), and may occur
with discontinuation of DESCOVY. Hepatic function
should be monitored closely in these patients. If
appropriate, initiation of anti-hepatitis B therapy may be
warranted. (5.2)

INDICATIONS AND USAGE
DESCOVY is a two-drug combination of emtricitabine (FTC) and
tenofovir alafenamide (TAF), both HIV nucleoside analog reverse
transcriptase inhibitors (NRTIs), and is indicated in combination with
other antiretroviral agents for the treatment of HIV-1 infection in adults
and pediatric patients 12 years of age and older. (1)

Limitations of Use:
DESCOVY is not indicated for use as pre-exposure prophylaxis (PrEP)
to reduce the risk of sexually acquired HIV-1 in adults at high risk.

e Testing: Prior to initiation of DESCOVY, patients should be tested
for hepatitis B virus infection, and estimated creatinine clearance,
urine glucose and urine protein should be obtained. (2.1)

o Recommended dosage: One tablet taken once daily with or without
food in patients 12 years old and older with body weight at least 35
kg and a creatinine clearance greater than or equal to 30 mL per
minute. (2.2)

e Renal impairment: DESCOVY is not recommended in patients with
estimated creatinine clearance below 30 mL per minute. (2.3)

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

CONTRAINDICATIONS

¢ Redistribution/accumulation of body fat: Observed in patients
receiving antiretroviral therapy. (5.3)

e Immune reconstitution syndrome: May necessitate further evaluation
and treatment. (5.4)

e New onset or worsening renal impairment: Assess creatinine
clearance, urine glucose, and urine protein in all patients before
initiating DESCOVY therapy and monitor during therapy. Monitor
serum phosphorus in patients with chronic kidney disease. (5.5)

e Bone loss and mineralization defects: Consider monitoring BMD in
patients with a history of pathologic fracture or other risk factors of
osteoporosis or bone loss. (5.6)

ADVERSE REACTIONS
Most common adverse reaction (incidence greater than or equal to
10%, all grades) is nausea. (6.1)

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

DRUG INTERACTIONS
Consult the Full Prescribing Information prior to and during treatment
for potential drug interactions. (7, 12.3)

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

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

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

Revised: 04/2016
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FULL PRESCRIBING INFORMATION

WARNING: LACTIC ACIDOSIS/SEVERE HEPATOMEGALY WITH STEATOSIS and
POST TREATMENT ACUTE EXACERBATION OF HEPATITIS B

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases,
have been reported with the use of nucleoside analogs in combination with other
antiretrovirals [see Warnings and Precautions (5.1)].

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

Hepatic function should be monitored closely with both clinical and laboratory

follow-up for at least several months in patients who are coinfected with HIV-1

and HBV and discontinue DESCOVY. If appropriate, initiation of anti-hepatitis B
therapy may be warranted [see Warnings and Precautions (5.2)].

1 INDICATIONS AND USAGE

DESCOVY is indicated, in combination with other antiretroviral agents, for the treatment
of HIV-1 infection in adults and pediatric patients 12 years of age and older.

Limitations of Use:

DESCOVY is not indicated for use as pre-exposure prophylaxis (PrEP) to reduce the
risk of sexually acquired HIV-1 in adults at high risk.

2 DOSAGE AND ADMINISTRATION

2.1  Testing Prior to Initiation of DESCOVY

Prior to initiation of DESCOVY, patients should be tested for hepatitis B virus infection
[see Warnings and Precautions (5.2)].

Estimated creatinine clearance, urine glucose, and urine protein should be assessed
before initiating DESCOVY therapy and should be monitored during therapy in all
patients [see Warnings and Precautions (5.5)].

2.2 Recommended Dosage

DESCOVY is a two-drug fixed dose combination product containing 200 mg of
emtricitabine (FTC) and 25 mg of tenofovir alafenamide (TAF). The recommended
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dosage of DESCOVY is one tablet taken orally once daily with or without food in adults
and pediatric patients 12 years of age and older with body weight at least 35 kg and
creatinine clearance greater than or equal to 30 mL per minute [see Use in Specific
Populations (8.6) and Clinical Pharmacology (12.3)].

For specific dosing recommendations for coadministered third agents, refer to their
respective prescribing information [see Drug Interactions (7)].

2.3 Not Recommended in Patients with Severe Renal Impairment

DESCOVY is not recommended in patients with estimated creatinine clearance below
30 mL per minute [see Warnings and Precautions (5.5) and Use in Specific Populations
(8.6)].

3 DOSAGE FORMS AND STRENGTHS

Each DESCOVY tablet contains 200 mg of emtricitabine (FTC) and 25 mg of tenofovir
alafenamide (TAF) (equivalent to 28 mg of tenofovir alafenamide fumarate). The tablets
are blue, rectangular-shaped, film-coated, debossed with “GSI” on one side and “225”
on the other side.

4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS

5.1 Lactic Acidosis/Severe Hepatomegaly with Steatosis

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have
been reported with the use of nucleoside analogs in combination with other
antiretrovirals. A majority of these cases have been in women. Obesity and prolonged
nucleoside exposure may be risk factors. Particular caution should be exercised when
administering nucleoside analogs to any patient with known risk factors for liver disease;
however, cases have also been reported in patients with no known risk factors. Since
TAF and FTC are nucleos(t)ide analogs, treatment with DESCOVY should be
suspended in any patient who develops clinical or laboratory findings suggestive of
lactic acidosis or pronounced hepatotoxicity (which may include hepatomegaly and
steatosis even in the absence of marked transaminase elevations).

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

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

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

53 Fat Redistribution

Redistribution or accumulation of body fat including central obesity, dorsocervical fat
enlargement (buffalo hump), peripheral wasting, facial wasting, breast enlargement, and
"cushingoid appearance" have been observed in patients receiving antiretroviral
therapy. The mechanism and long-term consequences of these events are currently
unknown. A causal relationship has not been established.

5.4 Immune Reconstitution Syndrome

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

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

5.5 New Onset or Worsening Renal Impairment

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

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

Estimated creatinine clearance, urine glucose, and urine protein should be assessed
before initiating DESCOVY therapy and should be monitored during therapy in all
patients. Serum phosphorus should be monitored in patients with chronic kidney
disease because these patients are at greater risk of developing Fanconi syndrome on
tenofovir prodrugs. Discontinue DESCOVY in patients who develop clinically significant
decreases in renal function or evidence of Fanconi syndrome.

5.6 Bone Loss and Mineralization Defects

Decrease in Bone Mineral Density (BMD):

In animal toxicology studies and human clinical trials, TAF and tenofovir have been
associated with decreases in BMD and increases in biochemical markers of bone
metabolism suggestive of increased bone turnover. In clinical trials in HIV-1 infected
treatment-naive adults, a significant decline in BMD was observed in 15% of subjects
treated with FTC+TAF with EVG+COBI [see Adverse Reactions (6.1)]. The long-term
clinical significance of these changes has not been established.

Assessment of BMD should be considered for adults and pediatric patients treated with
DESCOVY who have a history of pathologic bone fracture or other risk factors for
osteoporosis or bone loss. Calcium and vitamin D supplementation may be beneficial
for all patients. If bone abnormalities are suspected, then appropriate consultation
should be obtained.

Mineralization Defects:

Cases of osteomalacia associated with proximal renal tubulopathy, manifested as bone
pain or pain in extremities and which may contribute to fractures, have been reported in
association with the use of TDF-containing products. Hypophosphatemia and
osteomalacia secondary to PRT have occurred in patients at risk of renal dysfunction
who present with persistent or worsening bone or muscle symptoms while receiving
products containing TDF [see Warnings and Precautions (5.5)]. While not observed in
clinical studies of DESCOVY, the risk of osteomalacia with DESCOVY is not known.
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6 ADVERSE REACTIONS

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

e Lactic Acidosis/Severe Hepatomegaly with Steatosis [see Boxed Warning; and
Warnings and Precautions (5.1)]

e Severe Acute Exacerbations of Hepatitis B [see Boxed Warning and Warnings and
Precautions (5.2)].

e Immune Reconstitution Syndrome [see Warnings and Precautions (5.4)].
e New Onset or Worsening Renal Impairment [see Warnings and Precautions (5.5)].
e Bone Loss and Mineralization Defects [see Warnings and Precautions (5.6)].

6.1 Clinical Trials Experience

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

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

In pooled 48-week trials of antiretroviral treatment-naive HIV-1 infected adult subjects,
the most common adverse reaction in subjects treated with FTC+TAF with EVG+COBI
(N=866) (incidence greater than or equal to 10%, all grades) was nausea (10%). In this
treatment group, 0.9% of subjects discontinued FTC+TAF with EVG+COBI due to
adverse events during the 48-week treatment period [see Clinical Studies (14)]. The
safety profile was similar in virologically-suppressed adults with HIV-1 infection who
were switched to FTC+TAF with EVG+COBI (N=799). Antiretroviral treatment-naive
adult subjects treated with FTC+TAF with EVG+COBI experienced mean increases of
30 mg/dL of total cholesterol, 15 mg/dL of LDL cholesterol, 7 mg/dL of HDL cholesterol
and 29 mg/dL of triglycerides after 48 weeks of use.

Renal Laboratory Tests

In two 48-week trials in antiretroviral treatment-naive HIV-1 infected adults treated with
FTC+TAF with EVG+COBI (N=866) with a median baseline eGFR of 115 mL per
minute, mean serum creatinine increased by 0.1 mg per dL from baseline to Week 48.
Median urine protein-to-creatinine ratio (UPCR) was 44 mg per gram at baseline and at
Week 48. In a 48-week trial in virologically-suppressed TDF-treated adults who
switched to FTC+TAF with EVG+COBI (N=959) with a mean baseline eGFR of 112 mL
per minute, mean serum creatinine was similar to baseline and median UPCR was 61
mg per gram at baseline and 46 mg per gram at Week 48. In a 24-week trial in adults
with renal impairment (baseline eGFR 30 to 69 mL per minute) who received FTC+TAF
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with EVG+COBI (N=248), mean serum creatinine was 1.5 mg per dL at both baseline
and Week 24. Median UPCR was 161 mg per gram at baseline and 93 mg per gram at
Week 24.

Bone Mineral Density Effects

In the pooled analysis of two 48-week trials of antiretroviral treatment-naive HIV-1
infected adult subjects, bone mineral density (BMD) from baseline to Week 48 was
assessed by dual-energy X-ray absorptiometry (DXA). Mean BMD decreased from
baseline to Week 48 —1.30% with FTC+TAF with EVG+COBI at the lumbar spine and
—0.66% at the total hip. BMD declines of 5% or greater at the lumbar spine were
experienced by 10% of FTC+TAF with EVG+COBI subjects. BMD declines of 7% or
greater at the femoral neck were experienced by 7% of FTC+TAF with EVG+COBI
subjects. The long-term clinical significance of these BMD changes is not known.
Fractures (excluding fingers and toes) were reported in 7 (0.8%) subjects in the
FTC+TAF with EVG+COBI group.

In 799 virologically-suppressed TDF-treated adult subjects that switched to FTC+TAF
with EVG+COBI, at Week 48 mean BMD increased (1.86% lumbar spine, 1.95% total
hip). BMD declines of 5% or greater at the lumbar spine were experienced by 1% of
FTC+TAF with EVG+COBI subjects. BMD declines of 7% or greater at the femoral neck
were experienced by 1% of FTC+TAF with EVG+COBI subjects.

Adverse Reactions in Clinical Trials in Pediatric Subjects with HIV-1 Infection

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

7 DRUG INTERACTIONS

7.1 Potential for Other Drugs to Affect One or More Components of DESCOVY

TAF, a component of DESCOVY, is a substrate of P-gp, BCRP, OATP1B1, and
OATP1B3. Drugs that strongly affect P-gp activity may lead to changes in TAF
absorption (see Table 1). Drugs that induce P-gp activity are expected to decrease the
absorption of TAF, resulting in decreased plasma concentration of TAF, which may lead
to loss of therapeutic effect of DESCOVY and development of resistance.
Coadministration of DESCOVY with other drugs that inhibit P-gp may increase the
absorption and plasma concentration of TAF. TAF is not an inhibitor of CYP1AZ2,
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CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or UGT1A1l. TAF is a weak inhibitor
of CYP3A in vitro. TAF is not an inhibitor or inducer of CYP3A in vivo.

7.2  Drugs Affecting Renal Function

Because FTC and tenofovir are primarily excreted by the kidneys by a combination of
glomerular filtration and active tubular secretion, coadministration of DESCOVY with
drugs that reduce renal function or compete for active tubular secretion may increase
concentrations of FTC, tenofovir, and other renally eliminated drugs and this may
increase the risk of adverse reactions. Some examples of drugs that are eliminated by
active tubular secretion include, but are not limited to, acyclovir, cidofovir, ganciclovir,
valacyclovir, valganciclovir, aminoglycosides (e.g., gentamicin), and high-dose or
multiple NSAIDs [see Warnings and Precautions (5.5)].

7.3  Established and Other Potentially Significant Interactions

Table 1 provides a listing of established or potentially clinically significant drug
interactions with recommended steps to prevent or manage the drug interaction (the
table is not all inclusive). The drug interactions described are based on studies
conducted with either DESCOVY, the components of DESCOVY (emtricitabine and
tenofovir alafenamide) as individual agents, or are predicted drug interactions that may
occur with DESCOVY. For magnitude of interaction, see Clinical Pharmacology (12.3).

Table 1 Established and Other Potentially Significant® Drug Interactions

Concomitant Drug Effect on

Class: Drug Name Concentration” Clinical Comment

Antiretroviral Agents: Protease Inhibitors (PI)

tipranavir/ritonavir | | TAF | Coadministration with DESCOVY is not recommended.

Other Agents

Anticonvulsants: J TAF Consider alternative anticonvulsant.
carbamazepine
oxcarbazepine
phenobarbital
phenytoin

Antimycobacterials: I TAF Coadministration of DESCOVY with rifabutin, rifampin, or
rifabutin rifapentine is not recommended.

rifampin
rifapentine

Herbal Products: I TAF Coadministration of DESCOVY with St. John’s wort is not
St. John’s wort recommended.
(Hypericum perforatum)

a. This table is not all inclusive.
b. =Decrease

7.4  Drugs without Clinically Significant Interactions with DESCOVY

Based on drug interaction studies conducted with the components of DESCOVY, no
clinically significant drug interactions have been either observed or are expected when
DESCOVY is combined with the following antiretroviral agents: atazanavir with ritonavir
or cobicistat, darunavir with ritonavir or cobicistat, dolutegravir, efavirenz, ledipasvir,
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lopinavir/ritonavir, maraviroc, nevirapine, raltegrauvir, rilpivirine, and sofosbuvir. No
clinically significant drug interactions have been either observed or are expected when
DESCOVY is combined with the following drugs: buprenorphine, itraconazole,
ketoconazole, lorazepam, methadone, midazolam, naloxone, norbuprenorphine,
norgestimate/ethinyl estradiol, and sertraline.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Exposure Reqistry

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

Risk Summary

There are insufficient human data on the use of DESCOVY during pregnancy to inform
a drug-associated risk of birth defects and miscarriage. Tenofovir alafenamide (TAF)
use in women during pregnancy has not been evaluated; however, emtricitabine (FTC)
use during pregnancy has been evaluated in a limited number of women reported to the
APR. Available data from the APR show no difference in the risk of overall major birth
defects for FTC (2.4%) compared with the background rate for major birth defects of
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%. In animal studies, no adverse developmental effects
were observed when the components of DESCOVY were administered separately
during the period of organogenesis at exposures 60 and 108 times (mice and rabbits,
respectively) the FTC exposure and at exposure equal to or 53 times (rats and rabbits,
respectively) the TAF exposure at the recommended daily dose of DESCOVY [see Data
(8.1)]. Likewise, no adverse developmental effects were seen when FTC was
administered to mice through lactation at exposures up to approximately 60 times the
exposure at the recommended daily dose of DESCOVY. No adverse effects were
observed in the offspring when TDF was administered through lactation at tenofovir
exposures of approximately 14 times the exposure at the recommended daily dosage of
DESCOVY.
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Data
Human Data

Emtricitabine: Based on prospective reports to the APR through July 2015 of 2933
exposures to FTC-containing regimens during pregnancy (including 1984 exposed in
the first trimester and 949 exposed in the second/third trimester), there was no
difference between FTC and overall birth defects compared with the background
birth defect rate of 2.7% in the U.S. reference population of the MACDP. The
prevalence of birth defects in live births was 2.4% (95% CI: 1.7% to 3.1%) with first
trimester exposure to FTC-containing regimens and 2.1% (95% CI: 1.3% to 3.2%)
with the second/third trimester exposure to FTC-containing regimens.

Animal Data

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

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

Risk Summary

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

FTC has been shown to be present in human breast milk; it is not known if TAF is
present in human breast milk [see Data (8.2)]. Tenofovir has been shown to be present
in the milk of lactating rats and rhesus monkeys after administration of TDF [see Data
(8.2)]. Itis not known if TAF can be present in animal milk. While it is not known whether
TAF is present in human breast milk, FTC has been shown to be present in human
breast milk [see Data (8.2)].

It is not known if DESCOVY affects milk production or has effects on the breastfed child.
Because of the potential for: 1) HIV transmission (in HIV-negative infants); 2)
developing viral resistance (in HIV-positive infants); and 3) adverse reactions in a
breastfed infant similar to those seen in adults, instruct mothers not to breastfeed if they
are receiving DESCOVY [see Data (8.2)].

Data
Human Data

Emtricitabine: Samples of breast milk obtained from five HIV-1 infected mothers
show that emtricitabine is present in human milk. Breastfeeding infants whose
mothers are being treated with emtricitabine may be at risk for developing viral
resistance to emtricitabine. Other emtricitabine-associated risks in infants breastfed
by mothers being treated with emtricitabine are unknown.

Animal Data

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

8.4 Pediatric Use

The efficacy and safety of DESCOVY, in combination with other antiretroviral agents, for
the treatment of HIV-1 infection was established in pediatric patents aged 12 years old
and older with body weight greater than or equal to 35 kg [see Dosage and
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Administration (2.2)]. Use of DESCOVY in this age group is supported by adequate and
well controlled studies of FTC+TAF with EVG+COBI in adults and by a 24-week open-
label trial of 23 antiretroviral treatment-naive HIV-1 infected pediatric subjects 12 to less
than 18 years old (weighing at least 35 kg) treated with FTC+TAF with EVG+COBI. The
safety and efficacy of FTC+TAF with EVG+COBI was similar to that of antiretroviral
treatment-naive HIV-1 infected adults on this regimen [see Clinical Pharmacology (12.3)
and Clinical Studies (14)].

Safety and effectiveness of DESCOVY in pediatric patients less than 12 years of age or
less than 35 kg have not been established.

8.5 Geriatric Use

In clinical trials, 80 of the 97 subjects enrolled aged 65 years and over received
FTC+TAF and EVG+COBI. No differences in safety or efficacy have been observed
between elderly subjects and those between 12 and less than 65 years of age.

8.6 Renal Impairment

DESCOVY is not recommended in patients with severe renal impairment (estimated
creatinine clearance below 30 mL per minute). No dosage adjustment of DESCOVY is
recommended in patients with estimated creatinine clearance greater than or equal to
30 mL per minute [see Dosage and Administration (2.3) and Clinical Studies (14)].

8.7 Hepatic Impairment

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

10 OVERDOSAGE

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

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

Hemodialysis treatment removes approximately 30% of the FTC dose over a 3-hour
dialysis period starting within 1.5 hours of FTC dosing (blood flow rate of 400 mL per
minute and a dialysate flow rate of 600 mL per minute). It is not known whether FTC
can be removed by peritoneal dialysis.
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Tenofovir alafenamide (TAF): Limited clinical experience is available at doses higher
than the recommended dose of TAF. A single dose of 125 mg TAF (5 times the TAF
dose in 200/25 mg DESCOVY) was administered to 48 healthy subjects; no serious
adverse reactions were reported. The effects of higher doses are unknown. Tenofovir is
efficiently removed by hemodialysis with an extraction coefficient of approximately 54%.

11 DESCRIPTION

DESCOVY (emtricitabine and tenofovir alafenamide) is a fixed dose combination tablet
containing emtricitabine (FTC) and tenofovir alafenamide (TAF) for oral administration.

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

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

Each 200/25 mg tablet contains 200 mg of FTC and 25 mg of TAF (equivalent to 28 mg
of tenofovir alafenamide fumarate) and the following inactive ingredients:
croscarmellose sodium, magnesium stearate, and microcrystalline cellulose. The tablets
are film-coated with a coating material containing indigo carmine aluminum lake,
polyethylene glycol, polyvinyl alcohol, talc, and titanium dioxide.

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

FTC has a molecular formula of CgH;10FN3O3S and a molecular weight of 247.24 and
has the following structural formula:

H,>N N
2 = \’&O
=~ _N O
F
\Qg’\OH
FTC is a white to off-white powder with a solubility of approximately 112 mg per mL in

water at 25 °C.

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

Tenofovir alafenamide fumarate has an empirical formula of C,;H2905NgP*Y2(C4H404)
and a formula weight of 534.50 and has the following structural formula:
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Tenofovir alafenamide fumarate is a white to off-white or tan powder with a solubility of
4.7 mg per mL in water at 20 °C.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

DESCOVY is a fixed dose combination of antiretroviral drugs emtricitabine (FTC) and
tenofovir alafenamide (TAF) [see Microbiology (12.4)].

12.2 Pharmacodynamics

Cardiac Electrophysiology

In a thorough QT/QTc study in 48 healthy subjects, TAF at the recommended dose or at
a dose approximately 5 times the recommended dose, did not affect the QT/QTc
interval and did not prolong the PR interval. The effect of the other component of
DESCOVY, FTC, or the combination of FTC and TAF on the QT interval is not known.

12.3 Pharmacokinetics

Absorption, Distribution, Metabolism, and Excretion

The pharmacokinetic (PK) properties of the components of DESCOVY are provided in
Table 2. The multiple dose PK parameters of FTC and TAF and its metabolite tenofovir
are provided in Table 3.

Table 2 Pharmacokinetic Properties of the Components of DESCOVY

‘ Emtricitabine | Tenofovir Alafenamide
Absorption
Tmax (h) 3 1
Effect of high fat meal (relative AUC Ratio = 0.91 (0.89, 0.93) AUC Ratio = 1.75 (1.64, 1.88)
to fasting)® Cmax Ratio = 0.74 (0.69, 0.78) Cmax Ratio= 0.85 (0.75, 0.95)
Distribution
% Bound to human plasma <4 -80
proteins
Source of protein binding data In vitro Ex vivo
Blood-to-plasma ratio 0.6 1.0
Metabolism
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Metabolism Cathepsin A (PBMCs)
Not significantly metabolized CES1 (hepatocytes)
CYP3A (minimal)
Elimination

Major route of elimination

Glomerular filtration and active
tubular secretion

Metabolism (>80% of oral dose)

tys (h)° 10 0.51
% Of dose excreted in urine® 70 <1
% Of dose excreted in feces® 13.7 31.7

PBMCs=peripheral blood mononuclear cells; CES1=carboxylesterase 1

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

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

c. t12 values refer to median terminal plasma half-life. Note that the pharmacologically active metabolite, tenofovir
diphosphate, has a half-life of 150-180 hours within PBMCs.

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

Table 3 Multiple Dose PK Parameters of Emtricitabine, Tenofovir Alafenamide
and its Metabolite Tenofovir Following Oral Administration with Food in

HIV-Infected Adults

Parameter

Mean (CV%) Emtricitabine® Tenofovir Alafenamide® Tenofovir®
Car 2.1(20.2 0.16 (51.1 0.02 (26.1
(microgram per mL) 1(20.2) 16 (51.1) 02 (26.1)
AUC,,
(microgramehour 11.7 (16.6) 0.21 (71.8) 0.29 (27.4)
per mL)
Cirou

rouah 0.10 (46.7) NA 0.01 (28.5)

(microgram per mL)

CV=Coefficient of Variation; NA=Not Applicable
a. From Intensive PK analysis in a phase 2 trial in HIV infected adults treated with FTC+TAF and EVG+COBI.

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

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

Specific Populations

Patients with Renal Impairment

The pharmacokinetics of FTC+TAF combined with EVG+COBI in HIV infected subjects
with renal impairment (eGFR 30 to 69 mL per minute by Cockcroft-Gault method) were
evaluated in a subset of virologically-suppressed subjects in an open-label trial (Table
4).
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Table 4 Pharmacokinetics of the Components of DESCOVY and a Metabolite
of TAF (Tenofovir) in HIV-Infected Adults with Renal Impairment

Compared to Subjects with Normal Renal Function®

AUC,, (microgram-hour per mL)

Mean (CV%)

Creatinine Clearance 290 mL per rpinute 69—89 mL perC 39—59 mL per
(N=18) minute (N=11) minute (N=18)
Emtricitabine 11.4 (11.9) 17.6 (18.2) 23.0 (23.6)
Tenofovir Alafenamide* 0.23 (47.2) 0.24 (45.6) 0.26 (58.8)
Tenofovir 0.32 (14.9) 0.46 (31.5) 0.61 (28.4)
*AUClast

a. Trial in HIV infected adults with renal impairment treated with FTC+TAF with EVG+COBI.

b. From a phase 2 trial in HIV-infected adults with normal renal function treated with FTC+TAF with EVG+COBI.
c. These subjects had an eGFR ranging from 60 to 69 mL per minute.

Patients with Hepatic Impairment

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

Tenofovir Alafenamide: Clinically relevant changes in tenofovir pharmacokinetics in
subjects with hepatic impairment were not observed in subjects with mild to
moderate (Child-Pugh Class A and B) hepatic impairment [see Use in Specific

Populations (8.7)].

Hepatitis B and/or Hepatitis C Virus Coinfection

The pharmacokinetics of FTC and TAF have not been fully evaluated in subjects
coinfected with hepatitis B and/or C virus.

Pediatric Patients

Exposures of FTC and TAF in 24 pediatric subjects aged 12 to less than 18 years
who received FTC+TAF and EVG+COBI were decreased (23% for AUC) compared
to exposures achieved in treatment-naive adults following administration of this
dosage regimen [see Use in Specific Populations (8.4)]. These exposure differences
are not thought to be clinically significant based on exposure-response relationships.

Geriatric Patients

Pharmacokinetics of FTC and TAF have not been fully evaluated in the elderly (65
years of age and older). Population pharmacokinetics analysis of HIV-infected
subjects in Phase 2 and Phase 3 trials of FTC+TAF and EVG+COBI showed that
age did not have a clinically relevant effect on exposures of TAF up to 75 years of
age [see Use in Specific Populations (8.5)].
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Race

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

Gender

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

Druq Interaction Studies

The effects of coadministered drugs on the exposure of TAF are shown in Table 5 and
the effects of DESCOVY or its components on the exposure of coadministered drugs
are shown in Table 6 [these studies were conducted with DESCOVY or the components
of DESCOVY (FTC or TAF) administered alone]. For information regarding clinical

recommendations, see Drug Interactions (7).

Table 5

the Presence of Coadministered Drug(s)®

Drug Interactions: Changes in TAF Pharmacokinetic Parameters in

- Tenofovir Mean Ratio of TAF PK Parameters
N Coadministered Alafenamide (90% CI):
Coadministered | Drug(s) Dosage Dosage N
Drug (once daily) (once d%ily) No effect = 1.00
(mg) (mg) Cmax AUC Cmin
1.77 191
Atazanavir 300 (+100 ritonavir) 10 10 (1.28, 2.44) | (1.55, 2.35) NC
- 2.83 2.65
Cobicistat 150 8 12 NC
(2.20, 3.65) | (2.29, 3.07)
; 800 (+150 b 0.93 0.98
Darunavir Y 25 11 NC
cobicistat) (0.72,1.21) | (0.80, 1.19)
. . . 1.42 1.06
Darunavir 800 (+100 ritonavir) 10 10 (0.96, 2.09) | (0.84, 1.35) NC
. 1.24 1.19
Dolutegravir 50 10 10 NC
(0.88, 1.74) | (0.96, 1.48)
0.78 0.86
Efavirenz 600 40° 11 NC
(0.58,1.05) | (0.72, 1.02)
Lopinavir 800 (+200 ritonavir) 10 10 a 722'129 79) | @ 117'417 85) NC
Do 1.01 1.01
Rilpivirine 25 25 17 NC
(0.84, 1.22) | (0.94, 1.09)
: 50 (dosed as a ¢ 1.00 0.96
Sertraline single dose) 10 19 (0.86, 1.16) | (0.89,1.03) NC

NC=Not Calculated

a. Allinteraction studies conducted in healthy volunteers.
b. Study conducted with DESCOVY (FTC/TAF).
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c. Study conducted with FTC+TAF with EVG+COBI.

Table 6

Drug Interactions: Changes in PK Parameters for Coadministered

Drug in the Presence of DESCOVY or the Individual Components®

- Tenofovir Mean Ratio of Coadministered
Coadministered Cg?:éngngg;gd Alafenamide Drug PK Parameters (90% CI);
Drug (once daily) Dosage N No effect = 1.00
(ma) (once daily)
9 (mg) Crnax AUC Crin
0.98 0.99 1.00
Atazanavir 300 +100 ritonavir 10 10
(0.89, 1.07) | (0.96, 1.01) | (0.96, 1.04)
1.06 1.09 1.11
Cobicistat 150 8 14
(2.00, 1.12) | (1.03, 1.15) | (0.98, 1.25)
1.02 0.99 0.97
Darunavir 800 +150 cobicistat 25" 11
(0.96, 1.09) | (0.92, 1.07) | (0.82, 1.15)
0.99 1.01 1.13
Darunavir 800 +100 ritonavir 10 10
(0.91, 1.08) | (0.96, 1.06) | (0.95, 1.34)
1.15 1.02 1.05
Dolutegravir 50 mg 10 10
(2.04, 1.27) | (0.97, 1.08) | (0.97, 1.13)
1.00 1.00 0.98
Lopinavir 800 +200 ritonavir 10 10
(0.95, 1.06) |(0.92,1.09) | (0.85, 1.12)
1.02 1.12
2.5 (orally) NC
Midazolam® 25 181 (0.92, 1.13) | (1.03, 1.22)
0.99 1.08
1 (intravenous NC
( ) (0.89, 1.11) | (1.04, 1.14)
0.93
Rilpivirine 25 25 16 1.01 1.13
(0.87, 0.99) | (0.96, 1.06) | (1.04, 1.23)
1.14 0.93
Sertraline 50.(dosed asa 10° 19 NC
single dose) (0.94,1.38) | (0.77, 1.13)

NC=Not Calculated

a. Allinteraction studies conducted in healthy volunteers.
b. Study conducted with DESCOVY (FTC/TAF).

c. A sensitive CYP3A4 substrate.
d. Study conducted with FTC+TAF with EVG+COBI.

12.4 Microbiology

Mechanism of Action

Emtricitabine: FTC, a synthetic nucleoside analog of cytidine, is phosphorylated by

cellular enzymes to form emtricitabine 5'-triphosphate. Emtricitabine 5'-triphosphate
inhibits the activity of the HIV-1 reverse transcriptase by competing with the natural

substrate deoxycytidine 5'-triphosphate and by being incorporated into nascent viral
DNA which results in chain termination. Emtricitabine 5'-triphosphate is a weak
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inhibitor of mammalian DNA polymerases a, B, €, and mitochondrial DNA
polymerase y.

Tenofovir Alafenamide: TAF is a phosphonoamidate prodrug of tenofovir
(2’-deoxyadenosine monophosphate analog). Plasma exposure to TAF allows for
permeation into cells and then TAF is intracellularly converted to tenofovir through
hydrolysis by cathepsin A. Tenofovir is subsequently phosphorylated by cellular
kinases to the active metabolite tenofovir diphosphate. Tenofovir diphosphate
inhibits HIV-1 replication through incorporation into viral DNA by the HIV reverse
transcriptase, which results in DNA chain-termination.

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

Antiviral Activity in Cell Culture

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

In a study of FTC with a broad panel of representatives from the major classes of
approved anti-HIV agents (NRTIs, non-nucleoside reverse transcriptase inhibitors
[NNRTIs], integrase strand transfer inhibitors [INSTIs], and PIs) no antagonism was
observed for these combinations.

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

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

In a study of TAF with a broad panel of representatives from the major classes of
approved anti-HIV agents (NRTIs, NNRTIs, INSTIs, and PIs) no antagonism was
observed for these combinations.
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Resistance

In Cell Culture

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

Tenofovir Alafenamide: HIV-1 isolates with reduced susceptibility to TAF were
selected in cell culture. HIV-1 isolates selected by TAF expressed a K65R
substitution in HIV-1 RT, sometimes in the presence of S68N or L429I substitutions;
in addition, a K70E substitution in HIV-1 RT was observed.

In Clinical Trials

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

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

Cross-Resistance

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

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

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

HIV-1 with multiple thymidine analog substitutions (M41L, D67N, K70R, L210W,
T215F/Y, K219Q/E/N/R), or multinucleoside resistant HIV-1 with a T69S double
insertion mutation or with a Q151M substitution complex including K65R, showed
reduced susceptibility to TAF in cell culture.
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Emtricitabine

In long-term carcinogenicity studies of FTC, no drug-related increases in tumor
incidence were found in mice at doses up to 750 mg per kg per day (23 times the
human systemic exposure at the recommended dose of 200 mg per day in DESCOVY)
or in rats at doses up to 600 mg per kg per day (28 times the human systemic exposure
at the recommended dose in DESCOVY).

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

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

Tenofovir Alafenamide

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

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

There were no effects on fertility, mating performance or early embryonic development
when TAF was administered to male rats at a dose equivalent to 62 times (25 mg TAF)
the human dose based on body surface area comparisons for 28 days prior to mating
and to female rats for 14 days prior to mating through Day 7 of gestation.

13.2 Animal Toxicology and/or Pharmacology

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

14 CLINICAL STUDIES

In trials of FTC+TAF with EVG+COBI in HIV-1 infected adults as initial therapy in those
with no antiretroviral treatment history (N=866) and to replace a stable antiretroviral
regimen in those who were virologically-suppressed for at least 6 months with no known
resistance substitutions (N=799), 92% and 96% of patients in the two populations,
respectively, had HIV-1 RNA less than 50 copies per mL at Week 48.

In a trial of FTC+TAF with EVG+COBI in 23 treatment-naive HIV-1 infected pediatric
patients aged 12 to less than 18 years old and weighing greater than 35 kg, the virologic
response rate (i.e., HIV-1 RNA less than 50 copies per mL) was 91% at 24 weeks.

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

16 HOW SUPPLIED/STORAGE AND HANDLING

DESCOVY 200 mg/25 mg tablets are blue, rectangular-shaped, and film-coated with
“GSI” debossed on one side and “225” on the other side. Each bottle contains 30 tablets
(NDC 61958-2002-1), a silica gel desiccant, polyester coil, and is closed with a child-
resistant closure.

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

e Dispense only in original container.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Lactic Acidosis

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have
been reported with use of drugs similar to DESCOVY. Advise patients that they
should stop DESCOVY if they develop clinical symptoms suggestive of lactic
acidosis or pronounced hepatotoxicity [see Warnings and Precautions (5.1)].
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Post-treatment Acute Exacerbation of Hepatitis B in Patients with HBV Coinfection

Severe acute exacerbations of hepatitis B have been reported in patients who are
coinfected with HBV and HIV-1 and have discontinued products containing FTC
and/or TDF, and may likewise occur with discontinuation of DESCOVY [see
Warnings and Precautions (5.2)]. Advise the patient to not discontinue DESCOVY
without first informing their healthcare provider.

Fat Redistribution

Inform patients that redistribution or accumulation of body fat may occur in patients
receiving antiretroviral therapy and that the cause and long-term health effects of
these conditions are not known [see Warnings and Precautions (5.3)].

Immune Reconstitution Syndrome

Advise patients to inform their healthcare provider immediately of any symptoms of
infection, as in some patients with advanced HIV infection (AIDS), signs and
symptoms of inflammation from previous infections may occur soon after anti-HIV
treatment is started [see Warnings and Precautions (5.4)].

New Onset or Worsening Renal Impairment

Advise patients to avoid taking DESCOVY with concurrent or recent use of
nephrotoxic agents. Renal impairment, including cases of acute renal failure, has
been reported in association with the use of tenofovir prodrugs [see Warnings and
Precautions (5.5)].

Decrease in Bone Mineral Density

Advise patients that decreases in bone mineral density have been observed with the
use of DESCOVY. Assessment of bone mineral density (BMD) should be considered
in patients who have a history of pathologic bone fracture or other risk factors for
osteoporosis or bone loss [see Warnings and Precautions (5.6)]

Missed Dosage

Inform patients that it is important to take DESCOVY on a regular dosing schedule
with or without food and to avoid missing doses as it can result in development of
resistance [see Dosage and Administration (2.2)].

Pregnancy Reqistry

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

Lactation

Instruct women with HIV-1 infection not to breastfeed because HIV-1 can be passed
to the baby in breast milk [see Use in Specific Populations (8.2)].
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DESCOVY is a trademark of Gilead Sciences, Inc., or its related companies. All other
trademarks referenced herein are the property of their respective owners.

© 2016 Gilead Sciences, Inc. All rights reserved.
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Patient Information
DESCOVY® (des-KOH-vee)
(emtricitabine
and tenofovir alafenamide)
tablets

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

Read this Patient Information before you start taking DESCOVY and each time you get a refill.
There may be new information. This information does not take the place of talking with your
healthcare provider about your medical condition or treatment.

What is the most important information | should know about DESCOVY?

DESCOVY can cause serious side effects, including:

1. Build-up of lactic acid in your blood (lactic acidosis). Lactic acidosis may happen in some
people who take DESCOVY or similar medicines (nucleoside analogs). Lactic acidosis is a
serious medical emergency that can lead to death.

Lactic acidosis can be hard to identify early, because the symptoms could seem like symptoms

of other health problems. Call your healthcare provider right away if you get any of the
following symptoms which could be signs of lactic acidosis:

o feel very weak or tired o feel cold, especially in your arms and legs
e have unusual (not normal) muscle pain e feel dizzy or lightheaded
e have trouble breathing e have a fast or irregular heartbeat
e have stomach pain with nausea or
vomiting

2. Severe liver problems. Severe liver problems may happen in people who take DESCOVY. In
some cases, these liver problems can lead to death. Your liver may become large
(hepatomegaly) and you may develop fat in your liver (steatosis).

Call your healthcare provider right away if you get any of the following symptoms of liver

problems:
e your skin or the white part of your eyes e nausea

turns yellow (jaundice) e pain, aching, or tenderness on the right side of
e dark “tea-colored” urine your stomach area

¢ light-colored bowel movements (stools)

o loss of appetite

You may be more likely to get lactic acidosis or severe liver problems if you are female,
very overweight (obese), or have been taking DESCOVY or a similar medicine containing a
nucleoside analog for along time.

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

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

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

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

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

What is DESCOVY?

DESCOVY is a prescription medicine that is used together with other antiretroviral medicines to treat
Human Immunodeficiency Virus-1 (HIV-1) in people 12 years of age and older.

HIV-1 is the virus that causes AIDS (Acquired Immune Deficiency Syndrome).
DESCOVY is not for use to help reduce the risk of getting HIV-1 infection by sexual contact in adults
at high risk.

DESCOVY contains the prescription medicines emtricitabine (EMTRIVA®) and tenofovir
alafenamide.

It is not known if DESCOVY is safe and effective in children under 12 years of age or who weigh
less than 77 Ib.

DESCOVY when used together with other HIV-1 medicines to treat HIV-1 infection may help:
e Reduce the amount of HIV-1 in your blood. This is called “viral load”.

e Increase the number of CD4+ (T) cells in your blood that help fight off other infections.

Reducing the amount of HIV-1 and increasing the CD4+ (T) cells in your blood may help improve
your immune system. This may reduce your risk of death or getting infections that can happen when
your immune system is weak (opportunistic infections).

DESCOVY does not cure HIV-1 infections or AIDS. You must keep taking HIV-1 medicines to
control HIV-1 infection and decrease HIV-related illnesses.

Avoid doing things that can spread HIV-1 infection to others.

e Do not share or re-use needles or other injection equipment.

e Do not share personal items that can have blood or body fluids on them, like toothbrushes and
razor blades.

e Do not have any kind of sex without protection. Always practice safer sex by using a latex or
polyurethane condom to lower the chance of sexual contact with semen, vaginal secretions, or
blood.

Ask your healthcare provider if you have any questions about how to prevent passing HIV-1 to other
people.

What should I tell my healthcare provider before taking DESCOVY?

Before taking DESCOVY, tell your healthcare provider if you:

e have liver problems, including hepatitis B virus infection

e have kidney problems

e have bone problems

e have any other medical conditions

e are pregnant or plan to become pregnant. It is not known if DESCOVY can harm your unborn
baby. Tell your healthcare provider if you become pregnant while taking DESCOVY.
Pregnancy Registry: There is a pregnancy registry for women who take antiviral medicines

during pregnancy. The purpose of this registry is to collect information about the health of you
and your baby. Talk with your healthcare provider about how you can take part in this registry.

e are breastfeeding or plan to breastfeed. Do not breastfeed if you take DESCOVY.
¢ You should not breastfeed if you have HIV-1 because of the risk of passing HIV-1 to your
baby.
¢ Atleast one of the medicines in DESCOVY can pass to your baby in your breast milk. It is not
known if the other medicine in DESCOVY can pass into your breast milk.
Talk with your healthcare provider about the best way to feed your baby.

Reference ID: 3911541

26



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

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

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

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

How should | take DESCOVY?

o Take DESCOVY exactly as your healthcare provider tells you to take it. DESCOVY must be
taken together with other HIV-1 medicines to treat HIV-1 infection.

e Take DESCOVY 1 time each day with or without food.

e Do not change your dose or stop taking DESCOVY without first talking with your healthcare
provider. Stay under a healthcare provider’s care when taking DESCOVY.

e Do not miss a dose of DESCOVY.

¢ If you take too much DESCOVY, call your healthcare provider or go to the nearest hospital
emergency room right away.

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

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

e Changes in body fat can happen in people who take HIV-1 medicine. These changes may
include increased amount of fat in the upper back and neck (“buffalo hump”), breast, and around
the middle of your body (trunk). Loss of fat from the legs, arms and face may also happen. The
exact cause and long-term health effects of these conditions are not known.

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

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

e Bone problems can happen in some people who take DESCOVY. Bone problems may include
bone pain, softening or thinning (which may lead to fractures). Your healthcare provider may
need to do tests to check your bones.

The most common side effect of DESCOVY is nausea.

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all the possible side effects of DESCOVY. For more information, ask your healthcare
provider or pharmacist.

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

Reference ID: 3911541

27



How should | store DESCOVY?

e Store DESCOVY below 86 °F (30 °C).

o Keep DESCOVY in its original container.
e Keep the container tightly closed.

Keep DESCOVY and all medicines out of reach of children.

General information about the safe and effective use of DESCOVY.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information
leaflet. Do not use DESCOVY for a condition for which it was not prescribed. Do not give
DESCOVY to other people, even if they have the same symptoms you have. It may harm them.

If you would like more information, talk with your healthcare provider. You can ask your healthcare
provider or pharmacist for information about DESCOVY that is written for health professionals.

For more information, call 1-800-445-3235 or go to www.DESCOVY.com.

What are the ingredients in DESCOVY?
Active ingredients: emtricitabine and tenofovir alafenamide.

Inactive ingredients: croscarmellose sodium, magnesium stearate, and microcrystalline cellulose.

The tablets are film-coated with a coating material containing indigo carmine aluminum lake,
polyethylene glycol, polyvinyl alcohol, talc, and titanium dioxide.

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

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

© 2016 Gilead Sciences, Inc. All rights reserved.
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BIER BRI B34A1E, Gilead Sciences, Inc. (1-800-GILEAD-5) , FDA (1-800-FDA-1088 X
X www.fda.gov/medwatch) DWFHNTERET B Z &,

EYHEEER
B BHAART L OV G-, WM AEER ORI OW TR EREER T &, (7,
12.3)

Rehl 2 EH~ D5
o IR HIV BRI T 2 Al REEN & 5728, HIV TG L TV A IS i3 =23 Ly
IowgdorzL, (82

o /N L 12 G R AR 35 kg AN OB ITITHELRE S ey, (8.4)

BEHIT Y U TIZETBERE D FDA ARBEADBERHGMATEX, 1TEZ2BRBROZ L,
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g BT v M=V R RN S EEORERKR R 5H L% O BRFROSMEE

EBHERLMOTIL br v A VKL ORI, ECHZELABT S~ F—Y 2RI
AT %4 5> BEEDOFEARNBE SN TWD [BEROMEH LOEE (5.1) 2] .,

DESCOVY %, BERFRT A /LR (HBV) BIDOBREICITARBINTE ST, HIV-1 & HBV
DOEFRGBE BT 5 DESCOVY DEREMER A ZIHEITHESL L TV RV, HIV-1 & HBV @
BEREREBETIE, =AM VFEY (FIC) RO/ XIET ) HREN PV TFaxi V<
B (TDF) 2#8A 3T 2RAOBRLSFERICEED B BFXOSMEENREINLTEY,
DESCOVY D& EHF BRI HFFHENRET BTN D D,

HIV-1 & HBV OEEBRYEE BT DESCOVY 21k L BHICRH L TIX, HETHE L
ARCorY, BRIREE OERREMEORBBEZIT > THEREZREICBE T & T
b, BHIEEZONDHEITIE, Hl B BIFROBREZEBL TS LW [BEREH LK
5 (5.2) ZH) .

1 ZheE - IR

DESCOVY 3 A KON 12 5% BL oo/ N ICIS T 25 HIV-1 EYYERR O - HIcofi L ke
TANRIEEPFH L THERT 5,

it A EDHIBR -

DESCOVY %, HIV-1 OPEREGE Y 2 7 3@V A BT 5 U A7 RN 2 B & L 72ge&ri B
(PrEP) (ZIFEH L2 Z &,

2 RiERUVEE
2.1 DESCOVY @?&E}Iaaﬁ&nﬁﬁwilﬁﬁ
DESCOVY O 5.Ba4bRiTIC BRIFFHR 7 A N AE O % T 5,

[ R ONEH D 5 (5 2) ]
DESCOVY Z L A1REOBBEINCIE, &2 CoOEETI LT F =07 VT 70 ZAHEEHE O & IR

BERORT Z ™7 OREEFERL, WRT A28 L CBERT L [BERE Lot (5.5) &
]

22 #ERERUVHE
DESCOVY %, = A RV EY (FTC) 200mg X7 /RN 77725 K (TAF)
25mg D 2 FIn b7 HEEHEEGAITH S, DESCOVY OHEREHTEKR O &L, AR
127 0L ECIRE 35 kg L EDO/NRBE R X7 LT F =227 U T 5 2 A 30 mL/min LA LD BHE
T, 1 H 1R EEZRFOFEICODPOOTHNIRT D [FEHREM~DRS 8.6) KO
SRR (12.3) BT
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O3 2 255 = 0 HH O BARR 22 BT L M O RIS OV TR, &4 OFFIOTi A= S D Z
& AR (7) M) o

23 EENBHRERETEZR I IBEICE T RS DIEHE

JVTF=0 T T AREERA 30 mLmin RO BE IR SR, [EER O]
L OVEEE (5.5) MR LE A~ DL (8.6) BT

3 #lf - &=

DESCOVY #& 1 #gHIC= A h U Z B (FTC) 200mg KO /R ENL 777253 K (TAF)
25mg 28 mg DT /REN 757 =F I R AMEICAHYT2) 286T 5, AFITHFEAD
BHEDOT 4 v ba—T 4 78ETHY, Fmc IGS , flifmic 1225 IS T\ D,

=g
RIS

L,

5 ZERUVFEALDEE

51 (L7 ¥ F— R B E# 5 EEDOFEX

EEHEAR L moPiL ba v A L2 E OIS, B ZE TR T > K— 2 K OB
FFZfE> BEOFERPRESNTND, 9 LIJEROREITLMETH D, IR & O IR E
EOEHEHNERE - ThH L5000 LV, HRBOBEIDMERA 2 H 7 5 B I TEBTHE
RERGTHEIL, FHICEETRETHD, LrL, RGN 7248 SRVWBEICBONTY
FEFIRE N SN TND, HEET ¥ F— 3 AT & 072 T & B bo¥ 2 B R T UL R R
P (BER N7 AT I =B EREZEDRY, HEREENFNAEEND2G5013H D) &
RIS EE, TAF KON FTC (XX 7 VAT NEEUA R OBREHER Th 72, DESCOVY %
il & ThH D,

52 HIV-1 & HBV DEHERLEEEICS TS BEFADEENARIELE

HIV-1 BYEBE XL, HiL ha oA LV ZFERLARNIC B BFR YA LA (HBV) OF
\AMRT ODMEZITO NETHD [HLERNE (2.1) 2H4] , DESCOVY %, &Mk
HBV [EYE DR ICITAGR SN TR 59, HIV-1 & HBV OEBERLEBFICBIT D
DESCOVY DZ2 4 K OV Zh I THENL LTz,

HIV-1 & HBV OFEMHKYEE TIX, FTC KO/ XIiF7T /KEN Y T ax 7 L gl
(TDF) % &8/ T 28HN OG5 FIEZICEE DO B BIFFAOZMHEE (FFRERS L OIFAR 2
E) mHEINTEHY, DESCOVY OEGHFIEZRICHLFRFEZN I T LIBENNH 5,
DESCOVY (2 L B 1R %A 1k L= HIV-1 & HBV OEGERYEE L, D &b EEPIE%K
H ABINZDTZ0, BRIRFT R & ORI A A S IS8R T & Th o, WiEB2 o556
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WZIE, FRiC, BT LR IIMA 2 H T 5858 TlE, BEHPIEZROFROBEEIZ LY T
REREEOIFFREEZ R TEBENNRSH D720, PLBRFRDOEELZBFGEL TH LU,

53 KEEIFDB R

L b UA NV AREEZT BB, RO, WAMUEMRE (Y 77 a—o
V), KOE, EHOE, IWEERKEY 17 v v v 7ML 72 E ORI O 45340 X
FHEEBRO LN TS, 29 LEEROEBET L ORI ZBIIBIED & ZARHTH
%o RERBIRIZH S22 STV,

54 REBEEERRE

DESCOVY @ 1§43 Cdh 5 FIC 250, Bl hr UvA VAPFREEAZZ T -BF BT, &
EHRBEIEERE NS STV D, P e oA LV AGFHBEEOOIINCIE, g oIRE»
o % BE CERMIIRFEEO ARG (v as 7 VDA T E D ARG, A N AR
UANA, =2—FXFXMigk (PCP) , XILf72 &) kT 2 RIEIEAFBLL, S5
72 % 5 I LRI E RE R SNDHEN D D,

IERMEA Y R LTHORERE (L —URIE, SRUGHE, X7 - SU—REERER
E) BREBELEEZELMESNTHDLER, BHE TCOMEOEE N KE S, EHRRIEN M
AbBIELLZHEELH D,

55 BEHAEESOHRARIIEL

TIREALOT 0 Ry Z7OMHAICELTIE, SEBTARELT 7 a=—iEwE (EEOK
U CEEIMAE A £F O B IRMIE FEE) &5 BRI E O R BLO BN 2 ] T Btk K ORE R
BR O 7 TS SN T\ 5, FTCHTAF &2 A% v k (COBI) +T/LET 77 /L (EVG)
ZOFH LR TIE, 7 7 v =3 = —JEREF L IR ME KA (PRT) OWFRHEO L
N odo, IRIFEBRBRNEVEEFER R A NV AZHIZa Yy be—/L &, FTC+TAF &
EVG+COBI OFfFfICY)I » #x 7= eGFR 78 50 mL/min 8% 5 HB&E x4 L Lz FTC+TAF &
EVG+COBI OffIFEBRIZI W T, BIMOEERAEFENREE LI EBE UTBEBORIEMIC X
05 A& Rk L7 9iBrE OFIS1E, FTCH+TAF & EVG+COBI DHFHBED 1% K CThHh 7=, 7
A IV AR ST D eGFR DX — 2 7 A LAl 30~69 mL/min D E3 2 FTC+TAF KO
EVG+COBI % 43 jAf (5P RE) &5 L2 BRTIEL, eGFR OX—R F A lH 30~
50 mL/min DHERFE 80 BID 5 6 2 5] (3%) THEMEREDEALIZ LV FTC+TAF & EVG+COBI D)
Mzt Ui [BIEH 6.1) 2], 7 vT7F=227 V7T 7 0 AHEEMED 30 mL A D
BFICONWTIE, T— 2B AR+ Th 5725 DESCOVY ITHEEE Znv7auy,
BHREEELZATL27 /A0 7 e R v JIRABEROEAT v A FEFIRIESR: B E
YA 5K 2 RAT 5 BET, BRICEETZRIERNEETS U 27 B3 @m0,
DESCOVY 2 X 2R OBMGHTIICIE, R TOREFTI L7y F=07 V7 7 0 AHEEEOFEN &
PRIER QIR 2 37 ORIEZRFERL, BT 28 L TBET 5, BHEEERELAT 2BHT,
T/RENDTa RT y TOREIZED 77 ram—EERREDEBT LU 27 BEmnicd, i
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B AMEEZBIER L2 T ER S0, BREANICE KBRS T UL 7 7 o a =—JEERED I
BN Z e - BE T3 DESCOVY Ot 52452 &,

56 BEDRLRUVAKIES

B%E (BMD) OIXTF .

) & A To g R K ORI O W IcB W Th, TAF KOV /R ELVOE G
©7TC, BMD O T &K OVERH#IEHER O TLHE 2 R8T 5 AL 2B R~ — 2 — o EFNR
BTV D, TRIERRBRDN 72N HIV-1 JEYE B 2 b5 & U 72K TlE, FTC+HTAF

& EVG+COBI O H#EERE O 15% CTHE 7 BMD K T sz [FIEH 6.1) 2]
2B OBAL ORI LR EOERMETMR STV,

AL OV E S, HWETTOMAEREZET 588, b L ITEHREUTETREOBAICE L
THLDMERRINF % A9 % B DESCOVY Z #5956, BMD OFfizZE T <& Th 5,
AN T LREH I DOMTIIETORETHEEEX OND, BRENEDONDIHEIL,
HWURHEMREOY S 22T L& ThHD,

A JRALRESE -

TDF & A /A OFEICEE LT, B RMETEEFIC K D HHAEDIRERNHRE S T\ D,
CHUITERSUINEREE 2L, BICEL Z LRHHHRATHD, BHEREDY A7 24T
5 BEICIBWT, TDF & RAIOR 52 F SUIH N OIER D R UL L TV D581,
LB PRANEBEE AL S AR Y RRIMAE R VB HALIEZ B L TN D Z e D [ZER O
LR (5.5) Z47] . DESCOVY DEGIRHER Tldsd STV, DESCOVY (2 X 5F
HALIED U A 7 1Z A TH D,

6 EEMA
WA CEOROIEIZB N T, UTFORWERICOWTERERALNTWND ¢

« BT v N— R RIIIF A8 O EEEDNFIER [MrAEE, BRI EOEE (5.1)

2]

« BEWWROEEOBIEE [MHAERS, BEROREN EolE (5.2) ZH] .
TSR, (B R O FOME (5.4) /)
o BREREREE OB BLUUTEY L [BERME LorEE (5.5) S/
HEOWAD K OAIKICIES  [BEER MEH LOEE (5.6) ZH)

6.1 BREREHER TOfEFAREER

FRARBRIIZ LR RR M T CTERIND 2D, HOFEH (T2bb, thofi ks
FRA ARG R D 3EA)) ORI W TR b2 EWERRBERIL, BIOZEH (F
bbb, FOY L3RR 0FARETHEMNT 254 ORKRBRIZHIT 2 RHARLE
BEIRTE 2 b O TIEIRL, BRIRG THO DD EERZ KT 5 LITRL 20,
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TBIERRBR S 72V HIV-1 ERYYEBR I FIC+TAF & EVG+COBI 4 11 L R R BRIC BT
% EIEH

PLL b a U A LV AREIZ L DIRFRRERAN 2V HIV-1 JEYYE B 255 & LU 48 JH[REER
A LT & 25, FTC+TAF & EVG+COBI OfFHEE (N=866) Thx b %< & b= REIEH
(FEEF 10%LL L, &7 1—F) XELTH-7= (10%) . [FEGET 48 B OS5 FIC
AEFEGIZEY FTCHTAF & EVGHCOBI O 5.4 H Ik L7 #BE OFIGIEL 09% Ch o7 [H
Kikrg (14) M) . ZOREMET a7 7 A VX, VANV AFRIZa Ly be—Lrah,
FTC+TAF & EVG+COBI Off HICHI 0 & 2 72 A\ HIV-1 BEEYERE (N=799) THAEkTH -
T2 ML BB U A L APRIEIC X DIRFRER N 22O RN HIV-1 R YE B i, 48 RO
FTC+TAF & EVG+COBI Off #5121, FHTHR=a L A7 v —/LiZ 30 mg/dL, LDL =2 L A
71 —/UZ 15mg/dL, HDL =2 L 27 m—/UZ Tmg/dL, tY 27 VUEU RZ 29mg/dL & FAN
Db,

BREREIZ B 75 f iR 2 e

L b a oA L REIEIC X DR 72 WA HIV-1 &Y E B % 1C FTC+TAF &
EVG+COBI # ffH L 7= 48 MRIFER 2 3R (N=866) 1ZF1F 5 X—A T A LD eGFR HHAH
I 115mL/min TH Y, X—RA T A /5 48 WHSIS/)HT CTEYMEZ v 7 F = AR
0.1mgmL EH L7, kP& X7 /7 L7F = (UPCR) FREIE, _N—R2ATA U HEK
W 48 HFFE Y 44mg/lg ThHo7o, TDF O FIZI Y VA NV AFEHIZa L br—/L S,
FTC+TAF & EVG+COBI OfFFICEI 0 Bz 7=, ~N—R T A KD eGFR fEAY 112 mL/min
DRENEE D 48 BWHFERTIT (N=959) , FEHIMIEZ L7 F=ENRR—RZ T A VR KDY 48
R E BFEEETH Y, UPCR FRAEITN—RAT A VT 61 mg/g, 48 HFFRT 46 mg/g TH
ST, EHREREE (R—RZ T A FED eGFR 2% 30~69 mL/min) % A3 % AIZ FTC+TAF &
EVG+COBI Z ffH#5- L7z 24 EREERCTIL (N=248) , EHIMIGE 7 LT F = fEnR~X—2A 7
A RO 24 RF A E S 1.5 mg/dL Td -7, UPCR HRAEIIAN—RZ T 1 FFT 161 mg/g, 24
HERF T 93 mg/g Th o7,

B ST~ D

PLL b a AV ZPHEIC X DIRIERRBRDN 22V HIV-1 JEGYERF 225t 5 & U7e 48 T HIFAER
2 REBROUFAMITICR T, N—=2 T4 VRN G 48 lMSE TOFEE (BMD) % “HET X
X=X RERIGER (DXA) 12X 0l L7z, FTC+TAF & EVG+COBI OffHEETIE,
— AT A RN D 48 RIS HTC, ) BMD IIIEHET-1.30%, KEREITALEE CT-0.66% D
KT 2338 b7z, FTC+TAF & EVG+COBI OBFFRETIE, WA D 10% THEHEIZ 5%LL Lo
BMD (KX F235388 b, RFHBEOEBRE O 7% T, KEEEHERIZ 7%LL =0 BMD K T 233
DOz, ZH O BMD OZELDOEHIH 2K EOERICOWTIIAHTH D, FIC+TAF
& EVGHCOBI OO IHED 761 (0.8%) THEAT (FHaEORELRS) lE Shis,

TDF O HIZ LY A LV AEC 2 ha—/L &, FTC+TAF & EVG+COBI OffHIZE) v #
Z TR NBFE 799 BICiE, 48 BEEES O BMD AEOM L7 (EHE 1.86%, KR ITALHS
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1.95%) . FTC+TAF & EVG+COBI OUFFHEETIL, #HERE D 1% CHEHEIZ 5%LL Eo BMD K 28
RO BT, FPFHAREORRERE D 1% T, KERFHEIIC 7% LD BMD K F 23580 b7,

/N HIV-1 RYYE B % x5 & U 7= BRI 38 1 2 BIVEH]

PLL b oA VR L D IRERRER AN 2 12 LA B 18 s /N HIV-1 EYE RS (R
# 35kg UL E) 23l FTC+TAF & EVG+COBI % )f fl L7z 24 HRFEERAER CTIX, Z OO %
EOLREMITIRAN EFAETH 72, 26 O/NRBERE TIX, N—RAF A Vb 24 KRS
T, ¥ BMD DMEHET+1.7%, SEFSLIANORE TH08%IEM LTz, X—RA T A UEENE 24
HRFAE TO BMD Z 2 27 O &R, EHET-0.10, BHELISN DO 2L T-0.11 Th o7z,
24 T, 2BIONEMEICHE 7R (4% %Z 2 5) BMD K T30 b,

7 EYMMEEEHA

7.1 D EHKIA DESCOVY D 1 DU EDHEDICHEE RIFTAIEEN

DESCOVY O 1§45y Td» % TAF I%, P-gp, BCRP, OATPIB1 }2 X OATPIB3 DIEE Th 5, P-
gp IEVEIC IRV A AE T 34T TAF ORINZ Z(b S5 rietn & 5 (R 123H) . Pgp
G2 8T 2 3ANL TAF ORINEZK T SE5 & THEIN, TAF OMFEFRRENSET L

DESCOVY DIRH RO M OTHPEFE B2 47 < "TREMEN 8 5

P-gp ZPHEFET DM & DESCOVY ZOFHT 2 &, TAF OWRINAHEML, MmAEHHRED b
A4 B AREMENN B D, TAF 1%, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6
X UGTIAL IZxk B BHEEM 28 & 720, CYP3A 2K LTCIE, in vitro \IZBWTHIWLEE
FHERTD, invivo IZBW CIEER LFEEHA L RS 720,

7.2 BHEICEETRITTESR

FTC KOV / AR BV, SRERIR Al & BB A 70 IRINE S0 DR A R K o CTERICE PRt <
D7), BEEZKT S5 3HE UIEENRIRME SIICB W THEAT 5 A%
DESCOVY Efffi4 5 &, FTC, 7/ & VOO B P S L 5 AIOREN EH L, Zh
WEVRER DU A7 3@ 725 2 L35, BEEIRZR IRAE 73 WAT X 0 PRl S 41 2 34 o 1)
L LT, T ZaEN, cidofovic, Hr v/ aENL, "TLrabi, SNLHYY s,
T TV av RERE (Fra~Avrind) ROEMAEXIIEH D NSAID IRIBZET 61
0%, ZHIBITIRE SR [BEER O LOMIEE (5.5) ZHT

73 BRBHADHEERARVZTOMEEZELEZ N SHEEEH

TR 2 DFEMAE AAE UK EE L B X DN LM AEREZR 1 ITRT L LI,
Z OERESUTE B 1= OHELE SN D ALE 2 FE TRt T (KRIT TN TEMEL TV DS DI Tl
RN, REl L7 WM EEAE, DESCOVY XiZ DESCOVY Ofksy (A bV HZEy, 7
JIREN TTT72FINR) BEcxOREKALE L TCEGRLZRBRICESHZH0, LI
DESCOVY & L7254l Z 2 TREME D & 2 MM EAER ©H 5 UHEEAORREIZ SN

10
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Tl AR FERE (12.3) =]

£1 HEREHOEYHEERAROEZDOMERELEZ OIS " EKWHEIER

GigicE

N4 IE | A RE~ORE" BERRED A S -

ML bOYASIIRE . TJOF7—FEEEE (P)

tipranavir,” U k& | | TAF DESCOVY & O G-ITHELE X v iauy,
V%

Z DD EA

=g . | TAF BOFIEEIE L ZJET D,

HNNTEE
oxcarbazepine

T x /) NV EX—)L

Trz= AV
NEBEE | TAF DESCOVY &V 777 F, V773X
Vo7 5y 7T rifapentine & O PF I GIFHELRE S e,

A AN

rifapentine

N—THES | TAF DESCOVY &t A U4 XU VoLt fA&E I3HE
v AUF R Y RS,
7 (Hypericum

perforatum)

a. ARITTNTEBREL VDD TIIAR,

b. KT

7.4 DESCOVY CEERMICEZLHMEERAD L ULEEH]

DESCOVY D432 T i L 72 SR B AEHFABRIZ LS &, DESCOVY ELLTOHIL b r
TANAEE G Lc & S ICHRRMICEREREYHAERITEO bR ote, DWW
TSN THFFTEALEY MPEATar v RX Y RO, el b
FeLiFae v Ay y o, RAT 77N, =77 E LY, ledipasvir, B EFEL
JURFEN, TR, XETEY, TATTZTENL, UALEEY KD sofosbuvir,
DESCOVY & LU T D3EHI % Jf G- LT & S ICERIRINICEZE 2 KM AERITRD iz -o
7=, HoOWETREINZW . TV IV T o, A N TaF Y=, Fhary—, a7
BN, AV Ry, IXV T LA, FraFx Y, norbuprenorphine, norgestimate, T I =/l T A
FIZ A=A KBV T

11
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8 HFAlLEA~DES
8.1 1EIF

D s WA R 191 6 e

FEWRHZ DESCOVY (ZHREE U 72 M DIENRER)T 2 81233 5 72910, IR SR IE GR35
EIRIEFE T L b a v A L ZAFIERFEF &Gk (APR) 1-800-258-4263 (ZHEaE L T & Bk
THZENEFE LY,

U A7 O

4R O DESCOVY fEHICBIT 5 hOT —X IR+ Th D72, HANCEES 5 RES
FLOFRED Y 27 IZONTIHEL ML TR, ERPOLExRE LZT JREL T 7
7= IR (TAF) OFHliIXER T2y, LovL, =AM ZEY (FTC) 22OV T,
DR DU 2 3G & UTZ Ml 0 41, APR IZHE SN TW5b, APR OB AF LT —HIZ
LT, FTCIZOWTOEREREFEERDOY A 71524%THY, ZiE, Metropolitan Atlanta
Congenital Defects Program (MACDP) O K[EZMIERICI T D E/0 e R O 5 8BE 2.7%
EHARTENI D, WEOFRIBLEL, APR IZIFHRE STV, KE—RERM CREARIZEE
WS NI ARIRIC I T DI EOE R BLRITHEE 15~20%Th 5, Bz HW 7 Bk Tl
DESCOVY DAy il 2 ICa BT &RG- Lo & 25, BE~DFEERZE m@%ﬂ&
Molo, ZOLEOIEEEIL, DESCOVY % 1 HHERAE TR G LIGA LT FIC I~ ¥
AT 60 5 KON XT 108 15, TAF (X7 » N CRIRRE, VY XT 3G Tholz /(8107 —
KB . AR, A EA LTy U RIS Iwc%&ﬁbkk%% m%aWYéla%ﬁ
TEE LTEGA DK 60 FOREE TRE~OAEREETRD Nl Lt EI

TDF Z 85 Lz & & b, mmaWY%lE%ﬁ%%f&ﬁbkﬁa@ﬁu¢%®7/$t»@@
B CHAERSOFEFERZETRO bh o7,

T—7

ErDT—5

TARNITEZEL CFTICEZBL LY A ~OUERPOIREICBEI LT, Aim&AFsEE LT APRIC
2015 4F 7 H £ TIZED Do 2933 6] GEURE 1 HIOMRER 1984 61, 4THRES 2 #1745 3 Mo
W% 949 ) 12X D&, FTC IRERICEE T 2 KRB E 2AROFIIFEITIT, MACDP OKEZSHK
LT DR OY TR 2.7% & OZEFFRO b oT-, FIC #&Te LY A T
BRES 1 HWNCRREE L2 AEFRICB T 2R B OFFRRIT 24% (95% CL: 1.7~3.1%) THY,
AEHRES 2 1 5F 3 WNChgER L7 AR Tix 2.1% (95% CI: 1.3~32%) Th o7,

By —

T MU THEY FIC 4R~ 7 A (250, 500 3% 1000 mg/kg/H) MOV 4 (100, 300
X% 1000 mg/kg/ H) ICEREAM (2R EHUEE 6~15 HE XD 7~19 HH) &R O#sH L
7o W - BRVEEMERRBRIC ST 5 FTC O & [Hi# FiEfE (AUC) 1 1%, b M 1 HHELEH
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BaRE LIELA SHEBEL T U A TR 60 7, 7HFTK 108 fFIZE L), AL
RO LR roT, HAEMBOHAEZOKAEICET S FTC ORBRTIX, ~ 7V A ITKE
1000 mg/kg/ H 2 # 5- L7z, HAERE, MART (FENEE) 22O E CTHA, v M1
AHESEH R A £ 5 L7235 A 0 60 (5OMREERE (AUC) T FTC IZHEEE L7=2S, JEANICE R
H D BICAEREEIA LN T,

TREN T T T7=F I8 TAF Z4EkZ v & (25, 100 X% 250 mgkg/H) KO'w 3 (10,
30 X% 100 mg/kg/H) IZEEAM (ZNZHEE 6~17 HH LN 7~20 HH) 2R O#EL
72 B MIZ DESCOVY % 1| HH#ESEHE CRE L72A L i L C, TAF OBREEEITZT v FCH
BETHY, THRTH S3MHIELER, K- BE~OFELREBIRD bhARD -1,
TAF (130T /R EMCEREN, Ty NROUFXICBNTHESNET /K eV
L, B MO AHERHEA S LIEGA LR LT, 7y TSS9, UHFTRBHETHS
72 TAF [ZHRMCT /R EMCEREN, TAFESH%OT v R~ Y ACBT 5T /R E
LVOMEBRIY, 7/ REN Yy Tuxv T g (TDF, BIOT ) serora K7y )
DIEL L HATRN 2D, 7 v M TOHARTR AR ORI 23k, TDF 2 Huw
THEMLI-OATH D, FALPITEE 600 mgkg/ H 2#5 Li-L 25, b MIZ DESCOVY % 1
AHEEH R TG L-a L i L TF /R E L OIRBERK 14 5 (21 5] Tho g 7
AE 220 A B8] o47FR [HAR] CEEREEIGED bhehoT,

8.2 1RELiFw

U A7 O

KERF AR T Z—1%, HIV ISR L TSR, HIV B Y 27 8T 5729, 1
WAL LW 2R L TV D,

FTC 13t FREILPICBATT 2 Z L VR ENTWD, TAF At MEEALFICBITT 2008 9 IR
HThsn [7—4 82) 2#], TDF &5 LIRAMOZ v NEKOT B 7P ALTIE, 7 /78
ELVOFHHF~OBITRRD HILTNWD [F—4 (8.2) 4] . TAF BEWIOFIHHICBATT
HZNEINIARHATH D, TAF 25k MREILFICBATT 2008 9 NI AR TH D2, FIC IXE b
BAFICBATT D2 E0RESnLTWD [F—5 82) M),

DESCOVY 7%, RFLEANIIHIATE TCON TV OAIRICHEL KIETHE I DIIRHATH D,
DESCOVY OF 5% CWAREBICIE, 1) HIV &Y% HIV EHEILIR) , 2) 7 A LV ADfE
FHL HIV BBEILIE) , 3) I TETONTWDIIRICE T DA & REORIERZEH, o7
RN D D72, MALRWE S ITRET L2 & [F—% 82) ZH) .

T—X

ErT—5

TARYTHZEY CHIV-L DG L TW SRR 5 B ORI L7 FREFLEREI LD, = A KD
VEAEVITE MRAHRICBITT A Z EREINTVWD, AN U FEVEIRL TV SRS
R THETCONTW AR TIE, =AMV HEUMMMETANVAREIT DL A7 0355,
ANV EZEVRAFTORBBUICHIATE CONTWDOIARICBIT A ZDMMO= LN V&2 E
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NZEFET A Y A7 IOV ARATH B,

By —%

T/REN TT7T72F IR Ty MR AZHWEEABRTIE, 7/ A EVRHFIC WS
N5HZENRENTWD, TDF (B 600 mgkg/H) Zf&O#E L=RIMoT7 v MBI 5T
J ARENOFIPRIERIT, 53 11 A B Ofm A ERE T iR E P REO KSR 24% TH -
7= [F—% 8.1) M), ZIMOYNVICT RN EEER THRES G0mgkg) L& &0
T AR eV EREERE, mETIRE OR &K 4% TH Y, BREE (AUC) [XISE T IRE RO
#120%ThH o7,

84 INERADZE

HIV-1 [BYEDIRBEHR L LT, DESCOVY Zfhofil hu A LA e O TG LIZHAaD
B M V22T, 12 B UL B TR E 35kg UL EO/NEBEICB O THERSNLTW D [HERT
JHE2.2) M) . ZOFEEEIZIBIT S DESCOVY OfEfIL, A THD FTC+TAF & EVG+COBI
EOPERERF Lo+l ay hr— A SR, WOUCHIL ha A L REEIC L
DIGIRIRER DN 72\ 12 RRLAE 18 AR O/ HIV-1 JEYERE ((KE 35kg LLE) 23 i
FTC+TAF & EVG+COBI #{ffH L7z 24 HEMIEERHBIC LV ZF I TW5bH, FTCH+TAF &
EVG+COBI O OFHBEIED L AMER A ZIMEIL, HLL b a7 A v ZARIEIC X D IRFRFRER DY 72 VAR
AN HIV-1 BYSERFIZZ DLV A 2R LI & LR Ch o T [HihFERE (12.3) & OV
krE (14) 27

12 BEATH XITIRE 35 kg AR /N I2E1T 5 DESCOVY D2 & O Zhh I IEsE S 41T
YA

8.5 BE~DEES

FIRRBR A AL DT 65 UL Fo#kERE 97 fHild 5 5, 80 #4178 FTC+TAF & EVG+COBI @D
Be G52 2, EleiRE & 12 s LA R 65 R O #EERE O TR M A IMMEICEITR O D
VTR,

8.6 BiEEES
BEOUKERELATLEE (VL7 F=227 U7 7 AHEEMES 30 mL/min Ki) (22T
I%, DESCOVY FHESEsiniovy, 7 L7 F=027 U7 7 0 AHEEMA 30 mL/min BL RO BT,
DESCOVY DI &FiEIHEIE S vy AR V& (2.3) R OU#KkiE (14) M7 o

8.7 FFHeEfES

HEEE (Child-Pugh 4338 A) SUEHEEEE (Child-Pugh 77%8 B) O TH&RERSEE B35 ClL, DESCOVY O
FABCFRERIHESE S ALy, TS ONFAEREE % (Child-Pugh 5% C) TlX DESCOVY O#BI%
T2 TR, [EFRFERE (12.3) M)
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0 BERE

BHEIZHIT S DESCOVY D EHR GIZET 27 — X I3 F o, wER G N4 UGE
%, BEIEFEMEOREEZELET D, DESCOVY Difd & 5-RDMLE & LTIE, NA X1
DBIEE R NEE DERRIRIBOBIEE 72 & — B HERIENZH T b b,

A PY K E> (FTC) :DESCOVY O FTC #4353 &% ERl 2 & CORRRERILE ST
W5, 1 DOREKRFEERER VT, FTC 1200 mg (DESCOVY ([ZHE SN CTW% FTC O &
@6%)%11%®ﬁ%%’$@&ﬁbkoEE@@@%mﬁ%én&ﬂoko:nuﬁ@%
BEEG LTGAEORBIIRHTH S,

MR AT L (FTC D% 1.5 R LI igE T 4 B L C, 3 Rl B3 %) |
D,&ﬁthKﬁM@w%ﬁ%iéhé(mmﬁ%mmmmm,Lﬁmm%6mmummo
JEBLEHTIZ LD FTC BERETEZ 20 E0FEAHTH D,

FAEN T 7SI N (TAF) : TAF OHEREM &% EE 25 & CTORRRERILR 54T
%, TAF 125mg (DESCOVY 200/25 mg $EICEA 4L TV D TAF OHED 51%) % 48 {5l D
PEBRE AR S U, EEREWERII®RE S ehoTe, T EOREZRE LIZGED
WA TH D, 7 /R EVEIIENTIC & 0K S4%D M RECCRRMICERE S D,

11 K
DESCOVY (A RY LBy, T/HRENL T77x2FIK) 1, =AM ZEr (FTC)
LT 7 HRENTZ77=F3IF (TAF) 25667 5% ARGMHEENRRGHETH S,
« FTIC IZv F YV OAMBEBELEKTH Y, BiER HIV HiREEEEELK TCHDH (HIV
NRTI) .
« HIV NRTI T& 5 TAF L, invivo T, 77 /25— VEROIEERIRX 7 L AT K« R AR
ViR (X7 VAT R) HERTH LT/ REVICERSND,
200/25 mg #& 1 BEHIZ FTC 200 mg X X TAF 25 mg 28 mg D7 /AR /L T 77 = F I K7 < )Vig
FICHYST5) TR E LT, Z7eAbAia—AF NI UL, ATT Y Vi~ Ry
AR OV =R EEET D, AR, A VIHALI T AI =T AL—F, KT
FLoZUa—), RIE=ATa—, ZLIROBFL2r2ah8tsa—T 400
RTT7 4 Nnba—T 4T EZNTND,

T AP K E FTC OILF4IE, 4-Amino-5-fluoro-1-(2R-hydroxymethyl-1,3-oxathiolan-5S-yl)-

amﬁwmmmzme?%é FIC 13> F Vv DF AHEPED () =F v FF~—ThV, 54
Y REFFORBMMO TV SR L 7 %,

%%ﬂicmﬁwpﬁ,ﬂ¥gipnm@%éo%ﬁﬁ%uTK%?:
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N O
\QQAOH
FTC X, AR~HHEABOK R TH Y, 25°C DK~OEMREITK 112 mg/mL TH 5,

FOFEN TZ 7SI N T RN T T 7 2 R VBEIRIEOF 4, L
alanine, N-[(S)-[[(1R)-2-(6-amino-9H-purin-9-yl)-1-methylethoxy]methyl|phenoxyphosphinyl]-, 1-
methylethyl ester, (2E)-2-butenedioate (2:1) T 5,

FIREN TTF7xF I R7 MBS TR CyHygONP1/2(CH,0,), 43 FRlE 534.50 T
b5, MEXLLLTICRT

NH,

t §
(@]
I\ (@] . \

B. wWOPh
SN NH

H 12
3C\ \|/

TIREN TTT7 oI R7EREE, Aa~HEAATEEAOHmETHD, 20°C DK
~OVRMREELL 4.7 mg/mL TH 5,

12 BREREFEE

12.1 {ERKRF

DESCOVY %, #il hrUA VR THHL AN Z B (FTIC) KO /AN 777 =)
I N (TAF) ORBEHERAGETHD [Dr X5 (12.4) /]

12.2 Eh#

Lol S A B

TR 48 (il x5 & LTz QT/QTe HliakBRIC I C, #HERE & S UIHERE N &K S0 &
T, TAF 2 X% QT/QTc MR ~D#EIZR O b7, PR MROLERITRD b RiroT,
DESCOVY D% 9 — 2D 5 T D FIC XiE FTC & TAF OO QT MMEIZ &IF I 5228 3R
ThbD,

12.3 EWEHE

W, G3An, A3 Ok

DESCOVY D45 hkr D¥EWEhfeE (PK) FrtE%a R 2 12" 7, FTC & TAF KOO T / A e
NDORIBHEGRIZEBIT 5 PK/NT A —F &R IITRT,
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#2 DESCOVY DGy DIRMyBhRERHE:

| ILFYVREY | F/HRELFSIFIE
R R
Toax (R 3 1
NS B DB (eI & o b AUC H:=0.91 (0.89, 0.93) AUC t=1.75 (1.64, 1.88)
) ° Cmax t£=0.74 (0.69, 0.78) Cmax kb= 0.85 (0.75, 0.95)
vXir
MAEER BfEE R <4 7 80
BEAMAET — X O HRIR In vitro Ex vivo
i - afi 35 TR L 0.6 1.0
|
BT 7w AY (PBMC)

R B (R S LA Lo CES1 (i)

CYP3A (f¥i)

HEst
SARERR A K At 70 FRANAE 45

AR IR jﬁ IBIRHED | e (s o s0%E)

A —  (BFRED) © 10 0.51

PR PR R ¢ 70 <1

FErhER ¢ 13.7 31.7

PBMC=t ARG ; CESI=H LR F LT AT T —F-]

a. BAEIX PK X T A =X IR 2R IEMEO [FiERZZiEE] RO 0%EEXETHD, minl)—/
EERG =5 800 keal, 50%72N I8N H 3k,

b. Invivo \IZB W TIE, TAFITHIERN TIASBENTT /R EL (ERHW) &40, ZOT /RELRY v
AL SN TIEMRE T R U VR E 2D, Invitro RERTIX, TAFIZPBMC KU\~ a7 7 —Th
TN R TRETE N, IR T CESIIC L » T ST /R EWIZAR B Z EAREN TS, CYP3A
DHREOHFEKRTHHIT 77 E LY EHHLTYH, TAF OBREREITEELZ TR0 oT-,

. R T B O MEF R OFRIETH D, FHEEHRHYW TH DT /AL D VDO PBMC F 0¥
T 150~ 180 KR CTH B Z LICHEET H Z &,

d. ¥ AT U 2ZRBRICH T 258 FTC (mA R 2% 10 HERERG%, [“Clmi hY o2&
E#5) ; TAF ([(*C]7/FEN 757 =F 3 FeHRE#RE)
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#3 BAHIVRBRMEREICAELLHIRAKRELZLEXEDZ AN VZEY, T/HRENL
7572 REROFOREWMT /) AELVORERER PK/XT A —H

AT 5/ RELFS5TTH3
Tarysapyr |/ MENTIIET F/REL
T4 (CV%) k
G 2.1(20.2) 0.16 (51.1) 0.02 (26.1)
(g .1(20. . . . .
AUCy
11.7 (16.6) 0.21 (71.8) 0.29 (27.4)
(ngeh/mL)
Ctrough
0.10 (46.7) NA 0.01 (28.5)
(ug/mL)

CV=LER% ; NA=Z 472 L
a. RN HIV EYYEEF1Z FTC+TAF & EVGHCOBI 2 0FH L7255 T HRERIC IS 1T 2 E 72 PK fEATIC L 5,

b. TEEREBRAN 72V HIV-1 EYYE 3412 FTCH+TAF & EVG+COBI A 1/ L 7= 2 3Bk O R4 PK fEAT
(N=539) 2k 5,

c. TBIERRBRDNI2O A HIV-1 JBYE #8312 FTC+TAF & EVG+COBI ZfH L 7= 2 3B O RHER PK T
(N=841) (2 & %,

el 2 E M
EREREIE 2 19 5 B

B REREE  (Cockeroft-Gault FHHA R HH 5 eGFR : 30~69 mL/min) % A9 % HIV J&jx
JEFEIZ FTCH+TAF & EVGHCOBI Z %5 Lz & < 0EyEhielx, FFEMRRARICBIT SV
AV LN ST BRE D — A kISR L LCEM L7 (F4) .

F4 BHEEEELZSTDRAHIVRIERSE L SHEEFHRE L OB THER L
DESCOVY D& KX TAF OREY (77 FEN) OFRpEhE*

AUCtau (pugeh/mL)
FEH(CV%)
_ >90 mL/min 60—89 mL/min 30-59 mL/min
DLF7F=ZONTIUR .
(N=18) (N=11)° (N=18)

RN WIS A =iV 11.4(11.9) 17.6 (18.2) 23.0 (23.6)
T /) HRENT T T ) I R 0.23 (47.2) 0.24 (45.6) 0.26 (58.8)
T JIREIN 0.32 (14.9) 0.46 (31.5) 0.61 (28.4)

*AUCIast

a. BHEREREE 241 2 A HIV EYYE B2 FTC+TAF & EVG+COBI % ffH L 723854,

b. BHERE DS IE 5 22 A HIV BYYE R 12 FTC+TAF & EVG+COBI % ffF L7245 T FEERERIC L B,
c. 2B DOEERE D eGFR IZ 60~69 mL/min T& > 7=,

18
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VG Tt Y e
LA P K e TEREEEAZG T2 ERFICE TS FTC OFEYEEBIIMF ST,
LxL7Z23 5, FTC IR L - THHEFICRH# SRV, HFHEREREEOREILIRS
NTVWHbDEEZBND,
FAREN TZ 72T N BESIIPEE (Child-Pugh /3% A KO B) OTHERERE T 4
BT H2BFIZHBNTE, 7/ FAELOIEYBREICERIKICER DO H 2 Z(ITERO b
STz [FFRREEA~DORS 8.7) BH]

B ZBFFR N O8 X I C ZRFR 04 7R & D B HEJRER
B BRI XL CHRIFFR T A VA & BEERGE L TWDHRBFIZEIT S FTC O TAF @
IYENRE T IR S LTV AR,

N
12 mELA b 18 MR o/ NEWER#E 24 1l FTCH+TAF & EVG+COBI Z(Ff#% 5 L7z & & D
FTC & O TAF OBRFR &I, TERBREBROR2VRANICFEC LA a2t h Lz & & OREE&E L
TR > 72 (AUC T 23%)  [HHIREM~DORT 8.4) 2] , ZOBREREDET,
IR E-SUSBIRICE S X ERMICER R H D L IIB X bt TR,

B
FTC KO TAF OFEiind (65 kPA 1) 12361F 2 B REIT+-43 ITMET STy, HIV &
QUE R & 65 & L7288 A KOV THAHREBRIZIS VT, FTCHTAF & EVG+COBI % 1 #%
b U7z & & ORERFEMEREMIT OFER, 75 i £ TOFMTIE, TAF OIRERIZFEHIZ K
DRI ERO D D WBIIRD LN o Tz [HHREM~DRY 8.5) ZH]

N
REE MR BN BT ORCRICE S S, ANRICES S EFHEITHERE S,

£
REEFEM B RBAEAT DG RICE S &, RN EES < I EFRENITHERE S huiau,

SEWHE ELAE R

D FISEAS TAF OIRFERIC KIS THB AR 5 (TR, DESCOVY XIEZ DRy A% OV it
WCRIFTEBEER 6 (T [2HhH0RERIL DESCOVY XL DESCOVY D% ksy (FTC Xix
TAF) OBMPEGIZ X0 FEhg i) o BRE AR OHREREICET 2ROV T, Eom
HIEA (7) BRI,
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#£5 EPHELER : SFREFETICRT D TAF OEUBE T 2 —2 OEL"
T/ REIL F/HREINTSITTF S FOPK/INS
HRAEOMAE |757z7% A= DTHEDL
A% (18 1@ FORE N (90% CI) ,
(mg) (18 1[E) BE7L=1.00
(mg) Cnax AUC Co
o 300 (+100 U FFE 1.77 1.91
7 EZHFFEIL 10 10 NC
) (1.28,2.44) | (1.55,2.35)
) 2.83 2.65
avr Y ARK Y |k 150 8 12 NC
(2.20,3.65) | (2.29,3.07)
) 800 (+150 0.93 0.98
X EL 25° 11 NC
O ARA Y R) (0.72,1.21) | (0.80, 1.19)
) ) 800 (+100 U FF b 1.42 1.06
XILFE L 10 10 NC
V) (0.96,2.09) | (0.84, 1.35)
) 1.24 1.19
FVTF 275 L 50 10 10 NC
(0.88, 1.74) | (0.96, 1.48)
) . 0.78 0.86
7 y7E LY 600 40 11 NC
(0.58,1.05) | (0.72,1.02)
o 800 (+200 U )t 2.19 1.47
| Byl e 2 10 10 NC
) (1.72,2.79) | (1.17, 1.85)
) 1.01 1.01
JLrey 25 25 17 NC
(0.84,1.22) | (0.94,1.09)
B 1.00 0.96
N0 N A 50 (H[alge5:) 10° 19 NC
(0.86, 1.16) | (0.89,1.03)
NC=Fi i

a. FHAEVEARERIIT X CREEgRE 2R E L TEmM LT,
b. DESCOVY (FTC/TAF) 22\ CHEfE L 7=ikbR,
c. FTC+TAF & EVG+COBI O IZ- 2T Efim L 7= 35k,

Reference ID: 3911541
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6 EWIHELIER : DESCOVY Xi3Z DERD DEETICBIT 5 0EHEOEYERE/RT A —
2 DR
F/HRENL FHRAZED PK/INSTA—S2DEHED L
HEEOR=E 757xF (90% CI) ,
HRE (18 1@ SFOA=Z | N & L=1.00
(mg) (rg1mE) c AUC Co
(mg)
o 300+100 V FE 0.98 0.99 1.00
7 AP e 10 10
% (0.89, 1.07) | (0.96, 1.01) | (0.96, 1.04)
1.06 1.09 1.11
AKX v b 150 8 14
(1.00, 1.12) | (1.03, 1.15) | (0.98, 1.25)
) ) 800 +150 = B & . 1.02 0.99 0.97
X EL 25 11
VAN (0.96, 1.09) | (0.92,1.07) | (0.82, 1.15)
R ) 800+100 V ~F & 0.99 1.01 1.13
2 10 10
IV (091, 1.08) | (0.96, 1.06) | (0.95, 1.34)
o 1.15 1.02 1.05
KT 77 en 50 mg 10 10
(1.04,1.27) | (0.97,1.08) | (0.97, 1.13)
) 800+200 Y ~Ft 1.00 1.00 0.98
| Byl e 2 10 10
L (0.95,1.06) | (0.92,1.09) | (0.85, 1.12)
1.02 1.12
2.5 (WK NC
o (092, 1.13) | (1.03, 1.22)
IHASTAHC 25 18
0.99 1.08
1 (EFARM) NC
(0.89, 1.11) | (1.04, 1.14)
0.93 1.01 1.13
JLrey 25 25 16
(0.87,0.99) | (0.96, 1.06) | (1.04, 1.23)
B ¥ 1.14 0.93
‘LT 50 (H[EH#5) 10¢ 19 NC
(0.94, 1.38) | (0.77, 1.13)
NC=FE H&F

a. FHEMEMRBII T TS 245 & LT LT,

b. DESCOVY (FTC/TAF) (Z 2\ T3k L 72 55%,
c. CYP3A4 O EEIE,
d. FTC+TAF & EVG+COBI D FFFIZ DWW T3 L 7= 38R,

124 24 JLRZE
YERBE T

LA R FEY CFIC L, VIV OERBEELRTH Y, MINESRICE D U ik
fbtENTZ A IS E 52 UlEe %, TA NS ZE Y 5= VBT, RREET
LT XV VTF UL SED URREHBET DL RUWIAE T A LA DNA IZHDIAEIT
DNA SO EZ = IESE5 Z L2k v, HIV-1 WHREREZEOEEZEST S, HILEO
DNARUAT—E a, B, e KO’ Fa RUT DNARI AT—E y i+ 2L Y &
Z e 5= UEEOBEFERITTE,

Reference ID: 3911541
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FIRENL TZ 7SI NITAFIL, T/ RENLNDRARCT I RE7e K7 v 7 (-5
AXTTT v VEEHER) ThDH, MIEICHETE Sz TAF ISR A EE L,
fANTAT 7o AT K DIMKGFAEZTTT ) REMZER I LD, %@?&T/Ttn/
TN OFX S —BIZ LD U Vb EZ T, EEREMOT ReV ) UgE R D,
JARENTY CERIE, HIV FHRERRIZE D 74 LA DNA IZHDIAENT DNAfﬂ@MﬂE
EEEIELZEI2EY, HIV-1 OBRZRET S,
7/ AR EVIT HIV-1 ISR T DiEE 2 A3 5, MlaksEaliiCix, 7/ AR s FIC 23l
WIC—ICIFET DA, MH & LIS VBILEND ZERHLNITR> TS, T
O DNAKRY AT —F (T har RUT DNARY AT7—F¥ y&&T) 2T 257 /7K
BT CEEOMEERITIE S, BEEMIERTI by R TEEITFEO 6 TR,

BE AR S 31T D HL Y A VAR
T A P YK D HIV-1 OFEERER K ORRBERIZ T2 FTC OHLY A NV ATEME %,
T U >/ 3FERAREHIIRK, MAGI-CCRS itk &k OWIE: 2 b b RFE ML AL 35 W CREA
L7z, FTC ® ECsffi%, 0.0013~0.64 uM DO#iPH T >7-, FTC 1%, BEfRICHNT
HIV-1 0% 7% 47 A, B, C, D, E, FXIRGIZH L TH YA NVATE.EEZRL (ECsfH :
0.007~0.075 uM) , HIV-2 |Zxf U CTHREFERA LT A L ATEMEAZ R LT (ECs fH : 0.007~
1.5uM) .
Pt HIV O F2 /27 7 X [NRTI, ERERYEE TR EFE (NNRTD , 7277 —
EAEHRE (INSTD KLU PI] Z2MRET D84 2BARIE S FTC 20T 2Bk W T,
IS ORI THEIUWERIZRD iz hr o Tz,
FOREN T Z 72 F I FoHIV-1 OY T 2 AT B OFEBRE K OGRS BRI 5
TAF OFLT A NV AIEVEE, U N FFEEREEMIARE, PBMC, #IREEBHEK ~7/n7 7 —
M & U8 CD4 Bt T U &/ ERIZE W TR L7z, TAF @ ECso fEIE, 2.0~14.7 nM O
ThHoT,
TAF %, BEBHIRRICB WY 7% A7 A, B, C, D, E, F XD G &&T HIV-1 DF X
THOZN—7 (M, N, O) IZxLTH A /VAFENZ R L (ECs E : 0.10~12.0nM) ,
HIV-2 1Z%F U TR BRI BL T A NV ATEMZ 7R LT (ECsofi : 0.91~2.63 nM)
PL HIV D FEFE/2 7 Z A (NRTIL, NNRTI, INSTI &8 PI) A#fXFKT Dk~ 72 REAGERE &
TAF Z 3 232N T, 2 b OO TRFUWEMITR D o7z,

[IEES
LF B F
TAPYFE EEEMIR KL O FTC OG- 25 T ToBRFE 2BV T, FTC TR 2k
ZHEMME T U7z HIV-1 3B 2 @I L7z, FTC 1%t 2 MEOMK N i, HIV-1 RT ©
MI184V/I L5 & B L Tz,
FTORENL T T 7S 3R EEEMERIZEBW T, TAF (26 5@ MEME T L7z HIV-1
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SSBERRE2RIN U 77, TAFIZ X 038 S~ HIV-1 2 BEREIE, HIV-1 RT |2 K65R 25 #7533
AL, ZOERLELHIZ S68N ik L4299 BRNFIETHZ Ebdbo7-, £72, HIV-1 RT
WZIX K70E B RG5O bl

VA St

DESCOVY #ZfhofHiL ha v A )V 2L DOHFHIZ LY HIV-1 EYWEDOTEHR AW L 2D
MiHPE 7" 7 7 7 A WL, HIV-1 BEYEDTEFIZ I\ T FTCHTAF & EVG+HCOBI % fif F L 723K
BRICHSS DO TH D, PLb b a vA NV APFIEIC L DIRFERBRO e WEE OIS MITICE
WT, A VAR O ERE R, 48 MRS TIRBRIE B P IERFO W 2N HIV-1
RNA 7% 400 copies/mL % E[A] 5 7= 2R 7> HAF 72 iR o HIV-1 53 BEE A2 HV CEAR
FRLHE 2 AT o7z, BARFRUHEN S, S rTRe 228 14 Bl 7 B CmitER B
iz, ZOMMPEICBEET 5285 & L TREO L= DiE M184V/T (N=7) KT K65R (N=1)
Tholo, 3PIL, WHRERERITHWTEAME L RT Q207 % LIC R, H L ENHELL
TANAER LTV,

U A NVAZRNTIH STV D EEE RS L L, FTC+TDF 2 &t LY A )6 FTCHTAF &
EVG+COBI & OOf Y 0 R 2 72 BEARRER (N=799) 1ZBW\T, T A /L AR 4 Flo
95 14T FTC X% TAF ~DOIiHIE B (M184M/1) 23R S iz,

A2 FE M

TA P E  MIBAVI EREFFD FTC MHETY A VAL, 7 7 VAT xt$ 5 a2 Z=mHE
R LD, DX IV, M= A TV, T REALKRY ]\7 DN KET A RS M A MR L
77

Y=V T VR ORY RT YV -F IV URURERIS T DR T2 b7 67488 (M4IL,
D67N, K70R, L210W, T215Y/F, K219Q/E) XIiZ¥ ¥ /) v kT DR T2 67267
ZH (L74V) ZFDO U A VAL, FIC ITxd 2 ME2#ERF L7-, NNRTI MiEICBEHES 5
KI103N Z B 3Z OO B A2 4a3 5 HIV-1 1%, FTC % L Tt E2 R LT,

FOHREN TFZ T 2T I N T R ENVIEER TH D K6SR KT KT0E ZFikIX, 73
N, DHE IV, TARNIVEEY, TITVUKOT )R EMIHT BIEZMEOIN T 2R,
BREMERICENT, #BHOTF I U HEUAREEZL R (M4IL, D67N, K70R, L210W,
T215Y/F, K219Q/E/N/R) % $f> HIV-1, b L <% T69S i AZ R L QI5IM #HAZ 5
(K65R &5 te) ZHFD, HRERIEANCZAMME A 7T HIV-1 1%, TAF (33 28&Z DK T
s L,

13 FEERIREMHAER

131 BARMYE, EERFREY ZRHREOET

TAhARYTEES

FTC OEMINAJFHERERIZE W T, kK 750mgkg/ HEx &5 L7-~7 2 [b MNMZBITD
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DESCOVY OHELEM & (200 mg/H) TORHFERFEED 23 5] , XIFTHK 600 mgkeg/ A 25
L7277 v b (& MZHT 2 DESCOVY OHELEMETORHRGEFED 28 fi7) T, FEHNIBGEL
TN AR EFITRD bR o T,

FTC %, fEZ AWV 5 EIRISRAERRER (AmesikBR) , ~ 7 AV 7 3 —<ilBR M N~ 7 A/
ERBOWT LB W TCHLBIEEEEZ RS o oTz,

bt ~Z DESCOVY OH#iLEH & (200mg/H) &5 L7c & EORER LB LET » M TIIl
140 1%, MM~ D 2Tl 60 5O FE R (AUC) T, FTCIC X D2ZMERE~DREILGR D b7
Molz, b MIEBIT5H DESCOVY OHEREHE (200 mg/H) TOIRFEEOK 60 50 1 HIRERE
(AUC) T, AR (FEWNEER) 2 DM E Tl HIRE 2% o~ v 20 HAEROZ e
XIER TH -T2,

TI)RENTFT 7S IR

T M RO~ T AZEBIT S TAF &K5F0OT /R E/VREEIL, TAF RNESCICT /R eV IE
B X NZ OIRFEED TDF &G TER W 2D, SAJFMRERIT TDF 2o\ T oA FE S
Tco ¥UAKROT v MTHITSH TDF OB OF G2 AVRMRERIL, HIV-1 BYYEICTT 5
TDF OHESEA&E (300 mg) HHGHFOE MBEFEREORIK 1015 (w7 R) K4fF (Fv ) ©
BREE CEE SN, ZNDORBRICKBIT ST / AEVIRERIX, & 2 DESCOVY @ 1 HfE
BHEZHEG LEBA L L T Y AT 1671, T v F TR S5 ThHoT-, M~ 2~D
EHERGRNC, 7/ AREL0e MREEEOK 104% (TDF 300 mg) &Y 167 1% (DESCOVY)
DIFBFEEICB WO THBES M L7Z, 7y b TlE, BAREORRIZRETH >,

TAF 1%, #IEZ AV DEIRRE MR (Ames #BR) , ~ VAV V74—~ BLDT v b
INERBROWTICB W C Y EmEtE R R S o T,

TAF ZAEEBOIRICHEKSE e NTOHED 62 1% (TAF 25mg) IS T2HET, 7 v
MIZZREHAT 28 AflIChzv b L, T > MIAZRE 14 BRI OEE 7 AEE TG LZED
5, ZHaHe, RRATEN R OWIHIIRFE DWW T L TH BIERE® bz o7z,

13.2 BMICHE 1T 5FMHBRR Y/ NITHEEHAR

TAF %5 LA X T, &5% 3 » AXIT 9 v A& bRBREOEEE T, %7 FUEICD

< R0 LRI 72 BRI 358 0 B3, 3 o H OEIEHI%Z ICIXEE Lz, 4 X T
EHURFERIY, DESCOVY (2L Y & NI TAF 2HERHECTERE LIEHAD 5% (TAF) KW

15f% (7 /7 AREeN) IZZELED, BEETREO b hoTz,

14 ERFRFHE

PLL b oA L RPRIEIC K DIRBERBR A 2 Wk A HIV-1 EYSE B E I ETEH L LT
FTC+TAF & EVG+COBI # it fl#x 5 L7-aklit (N=866) MY 6 » HLL L A /L 252zl &
BRI OMHEZE BRFRD DI WVEFIZBWNT, BELTEHL Fr YA NVAEEDO LV A V%
B0z BR (N=799) TiX, Z0 2 £HOEBFEDOZNZEIL 92%M T 96% T 48 JHIF D
HIV-1 RNA &7} 50 copies/mL AJiii T > 72,
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12 ik B B 18 il CIRER 35 kg LA R OTRREHRRER DY 72 /NI HIV-1 JEEYE RS 23 fi1lZ FTC+TAF
& EVG+COBI Z0f# 5 L= BRClE, 24 BEE DO DA VA ZHRLENE (HIV-1 RNA &
50 copies/mL AJiii) 7% 91% Tod > 7z,

JVTF=r I VT T AHEEMA 30 mL/min &8 % %A% 70 mL/min A5 ORKA HIV-1 JEGE
B 248 Bl ki G & LT3BRClX, 165 72 < FTC+TAF & EVG+COBI O L% Bbh
L7-#kBrE (N=6) MUMLOL VA TUA N AFEIZay hr—/LENTEY, FTC+TAF &
EVG+COBI O IEIEIZE 0 B 2 - 4E (N=242) A bE7-HEHD 95% (235/248 f5l) T
24 JH I 5D HIV-1 RNA #2% 50 copies/mL i Tdb - 7=,

16 R EE BTiE R UNERY KN
DESCOVY 200/25 mg $&I3HFADOES D7 4 v bha—TF 4 78T, FEiC IGSI) , fhmic
[225] BAFISH TV, 1R 30 5EA D T (NDC 61958-2002-1) , U I 7 /LVailgfl, R =
AT IEBBNBASTEY, BIZITF v A NVRLUARZ U by vy T E2BEHAL TS,
30°C (86°F) AN TIRFTHZ &,

s RBOFEEZ LoD TR Z &,

« WP ITLORIBTRNTHZ &,

17 BEHAD L) VJICET S1ER

FDA /KGR A A UM S0 (BE TR 29tk ) BEICHRETs 2L,

HEET v F—v A
FECH 2 BT o~ F— 2 K ONENIT 2 1 © EE ORTEK2Y DESCOVY DFELLFE DA H]
THEIN TS, BENIET ¥ R— 2 A UIBE R HEEZ RE T S ERER 2 2 L2
A1, DESCOVY Dbz d 2 K oMET D [BEREN Lo EE 5.1) M .

B AR S BE I C BT D G- ik o B R O 8 O Sk R
HBV & HIV-1 O EHEYLEE Tk, FTC KO/ X% TDF #5H 7 2 WA O 51 L% I EE
D B BT R ORMEIGEN WG SN TE Y, [FERIZ DESCOVY OFE-HIERZIZ [R50 8L
ToOBENND D, [BEHEROEH EOFEE (5.2) 2], HA4EMICHERC DESCOVY %
IR LRk S BHICHETS 2 &,

(AR D534t
PLL h U A NV ARREE ST T2 B CIIRIEN O F A ATEREMNE Z 5 /ReERH 0,
29 LB OFRRSCEMORBERA~OFEBIARHATH D Z 2 BEITHAT L [EAL
O LoVEE (5.3) S/

o PR SL RN SUSE I RE
—EROMEAT L7z HIV EYYE (AIDS) BE TIE, PL HIV 169 % BlAARE #1218 5 O JEYYE % JF A
ETDRIEDIRECIERNBLIND Z ENH D7D, (15 DOEGYEDIERIZR DWW T2 ETS,
EOICHYEMICHRE T 2 L0 BECET D& [BEROMEN FoitE (5.4) H]

P R R 2 O TSR A b

25
Reference ID: 3911541



BRI AT D HEAN A o0 BB TG F TR LTV AIZIE, DESCOVY R L
BRWEOBETLHZ L, T/AREADT e Ry ZOMMAICE#E LT, SHEBFREOMRERZ &
DREERERENRE SN TWD [BEERME LOMER (5.5) ZH] .,

BT
DESCOVY OEFICHE S BEERTABIES N TWD Z L2 BFICHNAT L2 &, HETo
PR Z AT 2845, b L <ITHHREXIIFEEOBAIZE L T OGRK 724 2 8812
DESCOVY ## 53 2B%, BHE (BMD) OiHiliZBE T & Thd [BHELMEN Lo
EE (5.6) 2T o

BB EN
D EMEFRBL A TR H D720, BFEOFEIIHNDLT, D bNTHKE A
TV a— It TIRAIL, BAENRWE T ENEETHL Z L2 BHITHIAT S
& HERNEE 22) ZH] .

TEHRE 51 85
DESCOVY (ZHRE S VI iEim DR RERIR A BLE3 T 572018, Hib b v U A )L ZERGEYRAE B 6k Gk
wITO ZE B BEITINAT D 2 & [FFIIRERI~DORS 8.1) /T
HIV-1 R ZN U CTHARICERT 28200835 572, HIV-1 TG LT D &kl L
BRWEOIRBET DL [FFIREM~DRES 8.2) ZH]

DESCOVY (% Gilead Sciences, Inc. X (%% DB #E SO B ERPAE T, ALEPF TELINTND

ZOMF R TOBREMEEL, KFAEEOFTAW T,

© 2016 Gilead Sciences, Inc. All rights reserved.
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BE R

DESCOVY® (des-KOH-vee) (A RU I ZEY
EOT )ARELTIF77=2F3IR) 8

HE : DESCOVY & —FBIZIRA L TIIWIT 72 W ERIZ DWW CH Y ERT ST ZRAFIETN /R LT 72
EV, EBHIZFELWHRICOWTIX, [DESCOVY #ARAT A RNCHYERICEZ TR &
ZEIERATEN?] OEAEZZBRITETE N,

DESCOVY Z kM LA DRI OMLTT 252 1T 7 TNS, ZOBEmITIHERZ BHA< 12 S0,
HLWEBRPDBINENTWD ZER3H Y £, ZOEMIL, HARlOEERRIRELIBRICZO
WTHHSERINICAR T2 Z LI b O TIEH Y FH A,

DESCOVY (ZOWTHI > TR REELEERFRIZLATIN?

DESCOVY %, AP XD EELRRWEAZEZTZ3H 9 :

1. MEFOHIEBEOER (BT v F—R) , DESCOVY M (BEEEUR) iR 5
L AN ESTIIHEET Y R— ANRB 5223 H0 4, AT Y F—Y RTEERE
FHBAERETHY, WEICELZ L 1,

FLBRT ¥ F— A0, AIEPERDSBIOMRERETE OIERICE TS558 H 57, Db izl

W2 ERHVET, UTOL I BRIERDHDHEIE, HEHBICHYEMICETFEL T EIW,

HEET v F—V ADIKMETH D FREENRH D 7 ¢

O EVBESOE N o i (Rl & D
« DEW (EER) B ¢ DFENRELOE
o PR IREE o RV LR

o ELROIEMA S B

[ 5]

. BEEOFREE, DESCOVY ZIRA+ 5L, EEOHFEENE 521350 £, BEICEK
ST, ZOXIBIBEEDEDIHTTAZ b0 F9, FEN KX o720 (FFiE
K) FFHBICHERINEE 7= (IBMIT) L £,

LUTFD LS RFEEDIERDEH DHEIX, LEHICHYEMICEF LTSN :
o BRRPHBOEMSNEGEL D GH) o EL

o B TR ORR . BESOAM O A, 93 & ISR
o EWEOYHE (KfH)
. BERIR

o, EEINZVEFEZRAN (BF) , b L IZIDESCOVY XIIBHEERL S OIELIES
EHFBRA L TWAEHIX, BT ¥ F—VARLEEDOHEENE LS REESEL 2D 7,

3. BRFREYHEDE(L, DESCOVY X, B BRFFR VA /LR (HBV) BRIYEDTHRET
XHVEEA, BEFFRT ALV A (HBV) (&% L DESCOVY ZRA L TWAHEAIL,
DESCOVY DR % H 9% & HBV B3EAL (BHEEE) T2 L8H0 3, S
B 213, HBV RIYEMNLAETL Y b BAL LB CHRABEHRTHZ L T,

« BTFHO DESCOVY ZHWEIS Z L DK oIz LT &V, BFFH O DESCOVY %
BN D ENC, AHFLTH B I Y ERMICHKE L TSI,

o FHXY R |2 MW C DESCOVY DR Z 1k L CTidn T £ A,

« DESCOVY ORHZH I 23561, Y EMIHEBEICH R O@BREL AL, v A
M E MR MR A 21T > T HBV &R ORBA MR T 2 LE N H Y £3, DESCOVY DfikH
RIS, AN 7= R BRI IR DWW A, S EMICA ST EE W,
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BITERICEET 2 E BDIZEELVMERIZOWTIX, [DESCOVY Tik, DL 5 RBHWEAMNK Z

DHREMENHV £ T2 OWEEITZRLI LI,

DESCOVY & i T4 2

DESCOVY L, b MMuERET A /LA 18 (HIV-1) 1BEHAONTE VEIEL T, RAKLD12

LA E /N O HIV-1 ORI, obiy ha oA L 23 —fEIZHWET,

HIV-11%, AIDS (#& KM RNEEmRE) ORKE /25T A VA TT,

DESCOVY (%, MA9EEftiz X5 HIV-1 &G ) 27 NEWRAIZBWT, FOU A7 # KT &Y

A0 TIIH Y EHA,

DESCOVY %, MLFHAEHKLTHAZA NI VA EY (A RIAY KT 2 HREL T T

7:!1_)‘i F‘;&/E\ﬁ]\/‘(b\i‘a—o

12 AT O/ NLBFE SUIRE 77 R N (35kg) ARl O/NREEIZE T 5 DESCOVY D224tk

K OB D> TOEHR A,

DESCOVY %, HIV-1 OIBEIZMD HIV-1 BRYSEBEEK L — B AWDZ ETUTD X Y 7

PMEBRELNET,

o HRT-OMEF O HIV-1 OF (Zhve: TUA VAR LWVWnET) 2 TFTEET,

o MOIEEBETABXOL S, HAT-OMmiE o CD4 BEME T VU o SERD A BN X+
F9,

TANAEZWD ST THRT-DOIMEF O CDABGET U o REROBAEEMSE 5 Z Lix, &

PR DB E ZBNT D[RR H 0 F97, FEERRERNTH - T D & XA T LEYYE (B0

YY) OFIEDOY 27 T EHE T,

DESCOVY (% HIV-1 JRYERR AIDS DIRIEETIIH D T8 A, HIV-1 RYEZIH L, HIVES

HYR B A S TSI, HIV-1 IR ZBG LT 727 U3 Ze 0 8 A,

D NIZHIV-1 3D DD 2D, UTFOLIRZI I LBRNTLIEEN,

B P OERBEAMONE ALY, EEHALZY LTIV EE A,

s T T URMNBTEN Y, MR BTN T WD ATREMEN S D B DO DEY O, i
DONEFEHL TUHIWT EE A,
PO OMTEHEOE Y I ALY, HEBEOFRE L LTI To TIWITEH A, BIK, BEoW
Y, MiE~OMERHEM OS2 O T2, 97 v 7 ABORY v L o Boa Ly R—A
ZEHTHL 2L TLIEZEN,

o> NIZ HIV-1 239 25 D %[ S HIEZOWTHEMA S 55618, HYEMIBEEES

AN

DESCOVY ZRA L TIZWF 220V ED L 5> R ATT N ?

DESCOVY Z R4 2 HiIICHYEMEBI TR REZ LIFRATTN?

« BRUAFR 7 A NV ARG/ L, AFBOREENH 5354

BRI PR E N D DA

BICEEND DG

Z DD EZHIDIREN D D 5E

BEMIRE L TV DA, 2 bIERET 52 FEDH 5%4A . DESCOVY MIRIRIZEZ KT

THREMEN 8 B 00 E 9 T h o TWEH A, DESCOVY AR AR U 7= 355-A 124824 E R

IB 2 TLIZ &,

IR E IR ISl A VA ERAT 2 k2R & LIERBERH Y 9, 20

BERHIE D HEOE, H7el=OREFRIRRE L H72 7= DR E 2 A DREFRIREEIZ DOW TR A INE T
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LT, ZOBEHIEICSINT S HIEICOWTIE, HEMEEMICHRL T EE,

s BUERAL L TV DA, 20 bRATH TEO S 586, DESCOVY RAHIIEI L7
WTL7ZE0Y,

o HIV-1 [T L CWAGE, AT 5 &R A HIV-1 DNEGET D fERIER H 5720, 7
I RETEHY THA,
« DESCOVY DD 5 B s 1 DIIRFLFICBIT T 2 RN H 0 £, £ OMDRY
IE, BRAFICBATT 208 9 oo TVERA,

BEORILITIECOWT, HMEMMICHEK L T E &0,

FESLHIRER, E X I VA, N—TH T U A Nl EED, BERAL TS TRTO

FKIZOWTHYEEMIIBELLZIN,

DESCOVY |IfhD EH L L AERHEZEZ T2 nHV EF, RAHLTWHEDOY 2 M %

ED, HILWEZEZ S5 5 & S THYEMOIEFMICEDOY A FE2HLETIIEINY,

« DESCOVY L HAMEMAT 23D Y 2 M, HYEMCIEAR NG5 5 2N TEET,

o HYERMZHEETICH LWEORA DRV TL &V, DESCOVY &3 A —FEiC
MRA L C2end ), HSERMICBFRIZEN,

DESCOVY i3 ED X S ITRAT & TT D2

o HYERIOEREE Y IZ DESCOVY ZRHA L TL 72 &V, DESCOVY (Ffhod> HIV-1 JEHE
TG L —FEIZIRF 92 HIV-1 JEYIE DRI,

« DESCOVY [ ZBFOHMEI b 5T, HH 1ERHALET,

o HMEMICAHRETIZ, DESCOVY DOIRHEEZZEE LY, RAZHFIELZY LTIEWTE
/s, DESCOVY IZHYEAIOEFE F CIRAL T Z&0,

« DESCOVY # ARV T 7EE 0,

* DESCOVY # %< B LT ECLE-7HEIE, L BICHYERICETST 50, KAV O
JRBEDRERMBIIT > T IEE W,

« DESCOVY 23% 0 D 7p < Ip o TE 26, HYEAISUIEEF S DESCOVY # AFL T2
VW, ZHUTETHEET, 22D LOHMTH THIRAZFET5 &, mikFo A1
ABEPEINT HAREMERH Y £9, £H7ed L, UA /LA DESCOVY (ZxF L Ttz 72
D, JBIELIZKLS o TLEIZEEHY £,

DESCOVY TiZ%, LD &5 REWERAMBEZ 2FIeEMRH Y T2 ?
DESCOVY TiE, UTD X5 Z2BERERBWEANSEZ 27BNV £3

« [DESCOVY 22\ THI> THEL NEHHEBERFRITRATTN? ] OHEABHAL TS
VY,

o HIV-1 JEYYEIRREE A IR L T2 NITEIEMIOZ bR Z 2 2 b £3, DX 57
ZbE LT, WHOEDIFHIXREORBEAT-0 (IR Tra—nr7) ), WEHH
RoHLE (Re) OF Y ORI 2720 L9, £/, M, B, EOBMNES Z &
HYET, ZOXIRREDIT-> TV LIEJRRRMEICR T 2 MR WL, b
Mo TWER A,

o IEROE (G FREERIESNEGERE) 2% HIV-1 EGETRHRIEO IRFABRMERHIR Z % 2
ERBY FET, BT OREERBIEL leo T, EHIBERNIZIEA TWIZEYYE BV RO 5
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ZENRHY ET, HIV-1 BYETRFE 2 BRI 72 B R S Bna D 7o 5613, 3 <Ici
VEANZE HHE T E a0,

s T BREE I OBl (FAR2%2ET) . DESCOVY DA % BAa3 % il & ik
1%, BIRORREEHEGRT D72, HYEMITMERE & RREZITh2RTiEe v 84,
BB T e EAE U560, BiFEENEl L-54, DESCOVY ORH%EH 1325
£9, HYEMNOBENTHZ ENH £,

« ‘HDFEE DESCOVY ORAFIZAELDZ ERHY £, BORENSEZ D &, B2EA
20, ELZD, oy LET (Zo-0EHLET) o HYEMT, FoRES
ERT DD OMREZITORTIX RO WGEAERH Y £,

DESCOVY Ti b L < A 52 EWERITELTT,

BITER TR - TWA AR, BIERAN 2 2 WEEaE, HYEMIC EE < 7280,
ZAU5 7 DESCOVY Tl Z 2 AIREMED H HRHWEHOT X TTIEH Y ¥ A, S HIZFELWER
[ZOWTIE, Y ESOIEAARNC BT 72 S0,

BIVERICBE T 2 2B S DS B 7R G A TS RIS ERE L C < 72 &0, BITEAIZ DUV T FDA
(1-800-FDA-1088) ZH#&E L TV 272 W THMNENERA,

DESCOVY X ED LS ITRETHLENRH Y T2

« DESCOVY % 30°C (86°F) LA FTRE LT 7Z&EW,

« DESCOVY [ZtORDEERE LTI LI,

s RERDHEZ LMY LD TN T &0,

DESCOVY & T _RTHOEEY, BFESEDFORMPRNVE ZAEELTLEEN,
DESCOVY O&&M KR USRI EREICET 2 2BA1ER

HIZRE M T HEROMHICHRHE SN TOWDUNDOB T SN Z ERH Y £97,
DESCOVY %, WG &N/ BEEIXR R DIERDOTZ DI H L 72T 2 &0, o N2l
T2 ZZDNDIERN S/ ERILTH 72 & LTH DESCOVY & HIF 7T 72 &0, fHTF
DEZIRDBENNH Y £,

S OIZFELWERZ D 7mWIEA T, Y ERICHR L T EE, EFEEMFRITICIERS
A7 DESCOVY O %A, HYEM X IXEARNFEHA CAFTHZ ENTEET,

XIS OEREFLT D5A1E, (1-800-445-3235) [ZBERE 72K 2y,
www.DESCOVY.com %z 2 < 72 &0y,

DESCOVY DfE531X72 A TT D ?

BYRD : TA NIV EEVROT VRV T T 72 IR

W . 7oA Aia—AF N OA ATT VU~ XU AR E—R, K
BZx, £ IAINITAI=TAL—F, RIzF Lo 7 Va—nL, RYE=LA7/La—
v, BNVITROCBICT X o a2 BT 5a—T 4 THITT 4 v bha—T 73 T0E
7T

B1EAR 7T © Gilead Sciences, Inc. Foster City, CA 94404

DESCOVY % Gilead Sciences, Inc X (3% OBHESEOBREPGIETT, ALEFTELINLTH
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AREMEDN B D,
Q) DHHEER BFRICBEETSZ L)
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R O R, RAUTE, |EIBIE, #RED R
E= RARIHEE VAR 4—, KE
W, EalATa—
JVILEE, &g, (iKY
VERIAE, K7V 7 A
IAE
FFRRE R E RERGRT, RF2%, RrHkse
FA
B R S OV e, BRI, B
AR E WERYE, MIMEEE, f5

TR, HA(LAE, A
INF—

W as,  Hiss &

KEXR, Wk, W

S.

OVt Re ke IR, MHEEZE
R A Y 7 35— 8N |ALP N, w7 R | U o—88ghn, e
(7.5%) , CK (CPK) |##EHhn, JRAE ULy, iy
B (7.1%) , I - R, R
Uz Utk Y REHD b, EAR, b7
(4.3%) , AST (GOT) 7 F =M, y-GTP
B (2.8%) , &FHER HEN
Howib (2.8%) , ALT
(GPT) #8m (2.0%) ,
mhR (2.0%)
Z DA, F L ERSE, S Ik
&, Y, BER, A
7V o PIEERE, R
TR, ZIR, 7LV
X — i
H3) AN UHEUREINITT R ELRIK OBERE, THIREGORER OE R

WSS TG SN RTER 2R LT,

E4)

Th MY HECRFIE T R EAVRAIOJRIC KD B TRBE LIS

L— K3 k04 (NIAID 73%H) ORMAEMB T 2R L1z,
EEE ~DE 5
ARHNOBIE BT 5 EYEREI TR STV, REIOEGITEE LT
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TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE
1.7 [RFE[FZ) L — 3

(1)

2)

I, BEON, BEROLEROIKT, A0HE, IFHEEZ2+05ET 52
k.

i, ER, RAWE~OHSE

T SUTHTHR LW 2 ATREME D & 2 i NI, 1R oA ekt %
WD EHE SN AL RICOREETH L, IHRTORGICET 2%
EMEIIHENL STV, ]
AARAFIIRALZPLEIESL 2L, [ZLA NI THEKRT /AR EL
Dt M ~OBITHREISNTEY, T/ ARENL VY TaFi LTl
etz W= ER (> 8) T, 7/ SELOHATF~OBITHRHRE
SNTWD, £, HIVIER MRS IL, IO HIV IEGREZRT 5729,
HLIRICHAZE 2 W EREE LV, ]

INRE~DE S

EHAERER, AR, LR, S UM 2%k idmsr LT
7euy (18 A O BE (39~ A HRRER AN 72 0Y)

BEEE

AHK B ERE UERITEE SN TR BT, BERGRHIEA O
JERIIARATH D, wERGRIE, AFORWEH ( TRWEMH ] OEZMH)
WZOWTHSITBEZITY, MBS U R HEREEZITH) 28, =
L RYHEKROT BRGS0 —EBrEang ( [HEY
FHEE ] <AHEAICBIT LRG> O 3. BRLBEE ] OEBK) |
ZOMOER

FIOARENL UV FaxIN T ARBEDO~ T 2RO TR AURMERE (2
) TRV, BRARICBITSE NO2RHIRTEED 16 % CHEICH MY
PRAESEAEEE IS B L2 OWMER D D,

AANZHOWTIE, BUE, ERNMIBWTHRKRBRZERT THD Z L2b,
I G 72 - T, B L TARBICE L TER DA% - ZattEoT —
FaglEENEFTTHLL I Fe toIciiflL, 17 r—LbFarty
FERD & D, EMIICEFT LI L,

TENZIRT 5 KB RERER I DWW, ERNAE ERICRET D L &
HIZ, TR N O R 2 2 H 95 2 &, E 7, WM
PN THIEREE P SULFHE F OEFRBRIZ OV T b, #& THRELHNT R
M OATRER 232 2 2 &,

PHEAEHMAK T2 ETOM, FAIE L TENOERGIEG 25 & L
MR RA Z i L, AR OMAERICET 1R (BEER, AN -2
ettt (AGFHEEO AN - Zetta2ate, ) KOEWHEEMOT — % %)
ZWEL TEHICHET S & &b, HEDORMREHEEHFRFICHES
AR L LTIRET 2 2 L,

SR LTI 3CGE

2016 4F 1 A (56 8 fiR)

{iiked
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TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE
1.7 [RFE[FZ) L — 3

F 3 =7V aLBEE

— A4 PR FI Ty - TN EARRIRE
54 7Y a ARk
244 U — T~V TR
KGR H B 2004 4F 12 A 24 H
FR I X 5 JBIEE, AL R,
b A G = [ZI7V] [7 7371 BVl
NH, [ 7
Jj e
NZT | .
A SR

HNT SN TN * H:S0,
HOCH, .

(6] N

O &
H/<NV\H N

[—

L _12
1$EHICT 2 720 300mg, 7 /30 EVERERHE 702 mg (7 "A L E LT
600 mg) ZEHTHT 43— hE

[ZhRE - Zh 3]

HIV EYLSE

[ZhRE - ZhFICBET 2 H EOFE]

(D) BFNZZITVVRRT AT ELVOBEEHEZEE T HEAHITHD DT,
FITVUIET A ENANOHERE B LB ROBEIZIIEROZ I T
DUBIAKl (2 EVEE) I T AL EARE (A TV =8 WS Z
Lo B, TITVUVBAIROT AN e NVBBIOERICHT- o TE, FnE
NOREIRMN CEEZAGTDHZ L,

1) BHEREREE (7 LT F =02 U T T 20 50 mLIy K A+ 58E (5
T VUOEmWILRIRENRRE T D BENNH D (TERYERE  OHSM) |, ]

) FEERE (2L, BEEOHBEHERST ICIIRGERTHD) [T Y
NOMHPEEN EFTHZLicky, BWERRREAT 280 b 5 (T3
WEhie | OESM) | ]

3) 12 A O /N B

4) 1K 40 kg AT D BE

5Y T ARIENILT I TV DTN L HEWERN DN, AFIO#FE
kLB

Q) AFNTT I TP ROT AA EADEEHNEE2EATHHAF THD DT,
ARENTMZ TSI TV EHRK (e EsE, IV EEARAEE, Y —
AIEESE, BT 4 v 7 RBE) XUIT B ENEHERA (VA7 U8,
hU— X ZELAEERE) EOFAHBG LnT &,

(3) EAEfEME HIV BEYSEIZ B3 2 IREBARIC DWW TIE, CD4 U > RERER UM
$EHR HIVRNA EXEE L STV 5, Ko T, AFIOFERIZHT--> T,
B D CD4 UV REREO O HIV RNA B2 8ERT 5 & &b, o
HA RTA U ERERTHZ &,

4) & MUEARALT AR (HIV) JEREOMN O 2SR AR EZ AT, 3K
KM 2R LT W E NN TWA DT, AFIIMOFT HIV 3K & Of
HA+sz L,

& - &

[k - &)

WH, AT IR EE (T 2 7Y & LT300mg VT 234 BV & LT 600 mg)

Z1H1ERAOEET 5,

[k - AEICEET 26 EoEER]

(1) 7730 BT K 28 BUE O SUTIER &2 36 8L L= 5 610%, RFlZ2 &S5 4k
THZ L,

(2) AHLMhoHt HIV 38 & OOFHBIEICB W T, [REBERPRE SR WEE
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TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE
1.7 [RFE[FZ) L — 3

REWERRRE L, 1BFROMENREECTH 2 LK SNT-EEIT, RAIFE
L <UEPFH L TV 2ot HIV FO— 2 B E U IRE S 50 Tl <,
JRANE UTAFIR O L TWA MO HIV o542+ C—Hf (|4
HT L,

T
of

e 11
o=

(1) WEIE :
D) WS DRERFRER BN T, 730 BB B DR 5% BEUE O % Bl 4 58
OTEY, FNWCEFNERDZ LR EINTND, TAATEIZL DIl
BUEIX, W%, 730 VAN X H75%64G 6 LU (FFRE 11 B) 12
T DN, TO% bk L TBIEZ+0IdTH 2 &,
2) 7N EVIZ K IR BUE TIELL T OER B Zgas K V2 H I RHT B,
. %
. FEE
- BBER (EX, BH, TH, EE%)
- BERK, EER
o FRREMEIR (FRREEE, WEEE, %% %
ZOXIBIERBRBE LIS AE, EbICHEHYEICHRE S, TAATENL
WX A EBUERRON- L ZIIARKOEEGEFEBICFIETHZ L,

3) TABENMI X DBBUENRREE LIGEIE, L TT AW EAEHEEA
(FAHl, ATV BTN — AV BEEE) ZEEELLVWIE, K
BHN OB L0 B LINIC & DICEEZERS BRI L, EE2IMmE
BT ET DR K ORI R D RN H 5,

4) PRREREE Bk, [EXK, WEK) , 4 7NV U FRREER, 55
%, IIBFRAEFNC L 2BER E B2 O NDERB BRI LIZSGAH D 0T
M X B RE (FREREZEL, BRETI2BELHD) O LHN
EHETYH, TN L 2BBIEDCFRELZRE L, BEEISTE T
ERVEEREIAFIOREZEDBIZFIEL, WLTEEE L2V &,

5) BEICRBUEICOWTH TR L, BBUEZER T 50— K& 5§
LDEORT AL, i, WBEUEER BB LIZBEICE, TV ELSRE
A (BAE, ATz VEXE N —A7EASE) 2 ELRALRY
EXo+mnEET L L,

( M2, TEEAQEAKMEE] KO TRER] OESR)

(2) BEUEBMAFRAZ AL TWHEBRETIE, I 7V robgMmikicky, B
BHEFFRNEFRT 2B ENNH DD T, KFOFKG 2 PW+ 288123+
HETDZ &, FRCOEREMEOSS, EELT2BEZNRHLDOTHEET D
Z L,

Pk
el

[Z£2] ROBFIITEE LN L)

(1) ARENIDFESF 5 UImBUEDBEERE D & 5 B [, AR OB5 12 L T,
TARBENEGHEREK (KRE, AT XL RN — X 7S ORE
R A VTHGR L, 7N BNV K DRBUEDBEERN S 55618, LT
AFl G Lienwz &, 1 (MEE5 ) TEEREARNERE] KO TRIER
DIESM)

Q) BEOHEERS [T D ELOMPEEN ER+TDZ 212X Y, BIEMANR

HHTLBEhRSH ( [HEWEhiE OomEBH) |, |

B ForE

1. EEHEE RoOBFIFERICEGTL2L)

(1) BERZRIET HAMREM O H 2 BH (HROBEERED & 2 B, PERZRIE
EED T ENALNTNLIEAIE OUFRRIEEZ T TV D EBE) XL
B3 UIRIET B Al etER B 5 (THEEREARNEE OERK) | ]

Q) MFFEEESE (MPRENS EAITZZicXy, BWERRRET 282N
b5 (IEE2), TEhEE - 2RISR 9 2 H Loz KOSy Eh6e ) oI
) ]

) mEEE ( IEmE~0&S5 ) OEBR)
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LARNIEE /T I7REN TT7 723 R7< /LR
1.7 FfERZD S —EE

(4) R UIER L T D RO B Dig N ( TR, R, RHmSE~o
5. OEZRR)
2. EERERMEER
(1) AHFID HIV-2 EIGIEBFITRT 2600 - ZoEITHER ST,
) KﬂmHwﬁ%ﬁ%%@%%%ﬁﬁézﬁﬁ&ﬁ%ﬁﬁ_&
3) AANOHEHRGEEBETHEIL, ROZEICEETDHZ L,
-7Aﬁ€wﬁ;6ﬁ@ﬁ %@Téﬁki BERECLVIEILVES
REEI’RBOONSG, EERNEETZ2EL LEICELFEERDHD D
T, TRAZENMZE BBUERGEDON-ZBEIZE, RLTHEELZWD
NP

s TRIENVEFRF (KK, ATV XTI N — XA 7EE8) %
Fik L-BEREZBFERS L, 7350 EL LIBEE L OBEENTETE
ROGEITEEREE LRV L,

o BHHPIERNSGRECUEO EAER (K5, RBE, BHIBHERSE) O 150k
7b>§?éfﬁbfu\t%% %, ARAlOFEENERMEEZ ER S &S D

\CDFr, BTG U TABRO L & THREEITH) Z &,

-ﬁﬂﬁ@f%ﬂi@%ﬂ LD LN TV BEICRLTH, HHIZ
ERHER EAE CEX D 2 b AR Lz ECHRGE21TH 2 &,

4) AFNOMERICEEL T, BEXIZENICRDZENLREIC, ROEEIZD
WTELHALRARER/RE, HHTLZ L,

1) AANCEE I DGR RBR F N & &b, Ee bG8 « BettoT — 2 &5l &
HEIEFTHD Z L,

2) ARANT HIV JEYHIE OARTRFRIES Tl e 2 &5, Bl RURYYE 2 & T HIV
JRYSE DHER I PE S FRIE 2 FIE Lt T 2 Al BEME N B 5 O T, AHKI5-Bi4h
BOFERRFDOEITONTIE, TRTHYECHRETSHZ L,

3) T B ENOFEGHBEIEN I L, FIICEERE 25 Z L RHE S
fwé WBEUE 2 5B 5 0 — RICRE# ST B 8 SUTER T 5 5
\\\\\ KB, W, BRI, BHIBER (EK, TR, Tﬁ HESE) &

& SR (RRUR RS, WHEEN, ) SEARBLLSEAT, EbicHEY
EK%%L,Kﬂ@%m%ﬁmﬁméﬁfwhf%xfé L. F7o,
BUEZEET A0 — RIZEIc#ESET52 L,

AT RDENGHERA] (KEF, VA7V UL Y — A 7 ELERE) OF
B 52 K0 HEIE T ESERY 22 B BUE S ERE B AN 3 B4 5 Al REME S &
%oy LTENR-T, KFIOARMZ flr L= % ICHERT A0 ELEFRA (K
ﬁ PA TV VEXIZI ) — A 7EEEE) ZRATIERICIE, SHTHEY

WCHT 2 2 &, HHYEXIIEREZ %2 2D 556 3AAE] O R
&éa%ﬁbw@éz mxb ok,

5) AR H A& e BAE DT HIV JRIED, PERRE SO ig 75 Y 2 I L 7= fth &~
HIV B DGR 2R T S 5008 9 NEFEH ST/,

) AHNLIT I TV R RT AT ENLDEEREEEAT HEEHITHDH D
T, RANIMZATTZ I 7V GREA] (8 EVEE, =2 BEEAELABE,
MU —RX7EAEE, BT 4 v ABE) XIT "B ELEEREF (AT
= UEE, MU —RAZEEEE) Z3IOICEBMUTRALZRWN &,

(5) TITVUMRT ARAENEEGIX 7 LAy N RIERE RS E O Eh
B5 XN oot AFIEICL Y, BEERILBT Y F—V R (25ER,
BEARIR, SURERD, HGkEE, RN, M%) | FEE (E
WHkAEZ X D EEORIEK, BMFZET) 2, KHEICEZ<HESIATY
HDT, LE®%@7/F AR S RN B BERERSCREE
BENRD N HEIE, RElokE 2 —iEh1Ed5 2 L, B, TR
%@F@I%%ﬁ#éﬁﬁ IBWTCIEEET S Z &,

6) 7ZIT7TVUOEAMMMET T T 7 A NEO T ANV AZHRETT A N U H
EUVEHEBLTWADT, RAlE AN X Gl 20 L7
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ITARNIUEEY /ST RN TTT7 2F I KT~ /VERE

1.7 FfERZD S —EE

(7)
®)

€

W2k, F, AN UHEUEGLRHHIV FHEIZB W T Y A L AFH)
RGN T, HIV-1 W TR ER O MISAVI E BB bl
B, THARNYUHEVERFNCEEST DO THREOLETHIFFTE 220,
PLHIV ORI X 0, KB OB AA/EER bbb Z ERH D DT,
FENED SN IEA T R E 21T Z L,

AA| % & et HIV 3O A0 L 21T - 12 HBE T, SR SRR
WEINTWD, F5BMA%, RIEERENEIE L, JEMMED 72 &9 E
BEHERFREY (vA a2y TV AT Aa Ly 7 A, A R A
HBETANVA, —a—FLVATFRAEZLDLD) FITxT D RIESG DT
RT3 5, £72, REEEDORIEICHEVE CREEA (FIR IR
HETUHENE, ZsMEfs, X£T 0 « N —JEERE, 7 R RBRs) NRET
LHEDRENHDHOT, TNOOREREFANL, SERHCITEY) R IREE
EETH L,

AFNDOEGAIZ LD ENITHERRN S N D 0N b5, BRERET D
BEOHZBE BEROBEROHDBE, BMREBESRIZLEBHL
NTWAEH L OPFRBEEZZITTWHEAE) T, AFlo#EH*E 2%
WAL, MR RoRD SN DIRFEEN WA OR SRR
LTITH Z &, ARAIBEGHICHER Z 5D 2 EEOKR, Bl - EHZEX
FME7 R 7—8, MV —8, rU SV k) FEoEERHSDbNT-
A, ARl EEZBEDICHIEL, BgRESE L2882 +0175 2
L,

fHEAEM

PEHER (PFRICEETSIZ L)

KAL%E HEARAER - B Ik - e

AT 7 A REY | T I TV D AUC P 43%IEM L, 28 | Blgic BT 286087 2
S RURARMIZUTTUAN30Y%, BIZVT TR | TP R ARTY A
7 LEH M 35%I LTz OMERDH D, THAETHEEZLNT

WD,

DI S HRANICBIT 27 I 70 RO LY |97V ofilanick

A e =Y UEBABIERBED L, WHIO |TD Y CEBEABEE I
RDWITH L DOMENRHHDT, |HESNDLIZLENEZLD
SITULEFALLEE L EOMRE LTV D,

HBITRET D Z EMEE LV,

TH ) —)v TARBELORBHI= X ) — LD | Ta—LTFe Rart

WEEZTD, TATEND AUC B | —BORGEHEREE & LT
N%EMUTZD, =& ) —LORBIIF | 6T 2B TWD,
WA Z ol OWMENL D, T
N ENDREMEOBEIE, FEER
WCEERMAFEH L EIEZ SN TV
U,

AP R AP RD7 VT T A 2% L | $45RHA

T2 enb, fRHTIEICIEAY K
DOWEERLBELROIGERD D &5 %
LD, 2B, 7L Lo TEEE
IR EZED B D BB EZ T2

577 (Crnax 23 35%I8 U, e 23 1 FERE]
SER L7=2%, AUCIIZEL LR oT2)

BIl1ER

<ENIZI T B ETRE >

i AR A I BT, RRIER] 624 6117 202 1] (32.3%) (G AR MR AL fif S 5
P EeRIER B HRE SN, TOERLDIEI NI 7V Y REF - aL &
T a—)L FREORREHIN 101 51 (16.2%) , AFHESRER A E 25 68 1 (10.9%)
395 22 B (3.5%) , MHJREE 5 16 ] (2.56%) Toh -7z (FHHRAK T
WS BIT D IR >
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TARNYTEEL ST IEREN TTT7 2 R VERE

1.7 FfERZD S —EE

2)

HIV [ BYEZ®IG & Lz, 737V 8A 300mg/H) KROT 3% ELHl
#l (600mg/H) 1 B 1 BIGFHBE G- 21T - 7o B 2 B/E 24— H B MR
ABRIZIBWT, 384 il 283 B (73.7%) (ZEIMER RS Hiv, T7REIEH
IO EWT3H (19.0%) , RERE 62 4 (16.1%) , IR 5461 (14.1%) ,
g5 53 31 (13.8%) Toh iz, HIVIEYYEZ XIS L Lz, AFI1 B 1A
H. 24T o 2N BT D HEEA 4 — 7 G BR I BT, 93 il 45 3]
(48.4%) \ZRWER RO B, ERRIERITIES 1141 (11.8%) , T#10
% (10.8%) TH-7=,

() BERLREUWEAR

D BBUE (FHEEARH)
T B B OE G X0 BRI IS B rE D ZlEes K 04 B ik O BUE 23
oL ENDDHDT, BEE STV, LLTIRT X9 2 E X
WER D S b =5aclE, EhickG a2k L, MURAE LTS =
& ( TEEREANEE] OESR) |
BIE . B (G, BOIREBYER S UIZEmE) , ST
HAbaR  EK:, WEBHx, TR, REEr, DEERE
PR AR - RROR RIS, i+, WHIRE, SMERRR(ROEMERE, MERAS
BaiRRr : IR, BREAEYE
MK : U o 73BRE
FFIE : FFEsREmE AT (AST (GOT) , ALT (GPT) &0 L&) , if
N
ER R, DM (BUTRE, WS , BfiR, CK (CPK)
+5
WRes : 7 VT F=v LR, BRE
iR - AR
ZOM : B, WBIR*, B, WHR, FE, VONEER, ME
BT, MEEE, 7740 7%2—
* 7N BT X A BBUERBLEEZ D 9B 10%LL FITH SRR
DRDE I IIERNR S LoD ENHLOT, EMIIHREZIT) 72 EH
BET0IATV, BENRO NS, #EEPILT S5 Sy
MEZITH 2 &,
OEELRMEEE : RFNRS, MKW, i, BB, FHER
A, /MR
QR
@HEET v F—V AR UL E I L 2EEDOFEKR (IEHIFF)
OBERH R ARIE
OEHMPRR : —a—u Y —, EEH, B
®LF e
DR EFERIRSEEEE (Stevens-Johnson SEMERE) , THEMRKEFXMAE
(Toxic Epidermal Necrolysis : TEN)
Z D OEIER
PLFD X5 ZREIER N & 6o 5a1cid, ERICE Uit 7o g 217
5z &,

1%~17%K7E 1%A BERHAY
k3 U VREE, SERITR
MEREFE (MCV)
m, V8BRS
HILER A5 TR, BESE, Wes:, | R, BEEE, M
HR, BT (ERE, SR
EHER EERE, FEN, TR, | IRFAERE S, &M,
EIERF OFSATRE | IREBD, Y7, &
(WS, @ | 955
HERAHEIN, ARRYEE,
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ITARNIUEEY /ST RN TTT7 2F I KT~ /VERE

1.7 FfERZD S —EE

BE ORI, B
AH, MIEAEE N,
IBESE ), BT E

FrFlig

FFHEREMR A s
(AST (GOT) , ALT
(GPT) %D 5

1L

iz v7F=rFL

FhEE

5=
115 PR e

PAfE, AR,
e

KRR R

O FE, HEAREEE,
PRSY

AR, RLR,
RIH LR, FEIR,
FERLGE

B - W3R

i R AR _E 5

ik GiE) , LR
WilgE, 7I7—F

Bl zx5no
—)L &

BEfE =5

5
R DMAE
eIk 25 N, IR R Wfide, WHEENE, SE
XA, BR, FlEpE
%, HER, MRRRE
£ RIER
BBCE 7 LIV —
i W% (RFER, B, | FBFE WiE, i, HE -
Fib wgrie) EEK
Z Dt rUZU&Y KE  |CK (CPK) k&, Ifl|ExEEE ES, &k

1735 1390 S | R A (2K
T, #wEALR, #

HAKT, M i

1) BEBRE TN DL TRO LTV DRIWERICOWTITSHERH L LT,

5.

(1)

2)

EERE~D&E

TIT VU ROT NS EAOEERE IR HEYERRIIRT STV
WV, ElE IR LAKIZ &G T 55 A1IE, BEOF, &, KOWHEED
KT, &0HE, FHESEZ BB LEEICRETHZ &,

g, PER, BAWE~OHRE

AT SUTATHR LTV 2 AIREE O & 5 i NI, 1R EOFRMEN G %
ERID EHBSNDGRICORESTHZ L, [IERPORGIZET L
BYEIIHENL L TR, £70, BEBRICBWT I I TV U R A Y
I LTRD Z EnFEINTWD,

FITVYTITVUEE MeEEERT S, HAEROMER T I T
IREEE, MERFORER O MIE S K O R RE LR U TH D Z &
EINTW5b, ek, B3ER (v¥X) CTlIEHE (RHORETHD
) nmEsnTns,

T AT E IS IBNT, T oNH BT E OB @R T d
DILENREINTWDS, F2, @ (T bOH) IZBWT, 73D ENL
® 500 mg/kg/ H X IXE N Lot h & (v hegigifEeE (AUC) @ 32~35
%) C, WUV b8 (R OEE, BREOEE, WL,
REWD, FEEOHN) PROoNTZEDOHRENRDH S,

FITVUT B ENMGE XU LAY RRMIRGEEFELER (NRTI) %
FENBREE ST EPEIR R SN AR L ORIBICB AN T, R b Y
TREICLD EEZ DR T\ IMmELERE D ER/-B3HE X
W5, Fz, EFWICENITHEERIE, TADAERME, thoriREE L ®
HEEINTVWD, LR, ZALHERE NRTI O1-ENERGE, J& PEHgR
& & OREMEIIHENL L TR0, ]

BRI PO NIIARE G RIIRAL 2R S5 28, [T 790 %
NfhG a7 7o e ML RICERttEn s Z e @GS Tnd
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ITARNIUEEY /ST RN TTT7 2F I KT~ /VERE

1.7 FfERZD S —EE

1

2

€)

(4)

)

(AL HPIREE - <0.5-82pgmL) , £/, 7I7 P ORMRMAEPRE & 3L
HPBREDOERIL0.6~33 THDH I ENWEINTWD, HLROMEF D
T I T VPRI 18~28ng/mL ThH o2 L OMENRH D,

TN EIV TN BV ORHMAMAE PR L L FIREOEIT 09 TH D
ZENHEINTNWD, Fm, —IZ, HIVOILE~OBITZERET 5729,
H 5L TIZB T HIV I L7 B3+ & Thevy, ]
INRE~DEE

AFNLIT I TV ROT A EALDREERELEHTHAREHITHLD
T, FITVUET AT ENLNORHEREIDSLETH D 12 A O/ E
FIE, RO T I 7 VUK (e EVEE) T T N BV (A
T8 EHWDI L,

BERE
e - JEIR - T I TV, TN eV AR BB 5T X D R O,
JERITR O T,

ALiE B GRCIE, BEE OB L, LERRHERIELEmT D Z
Lo BRI T — 2R ENTWRWR, FI TV INIBITRETHDH Z
D, BEIG CMEET21T) 2L 2BETHZ L, B, 7MY
VN EREENTCMIREITIC L D BREIN D E D NI LT,
ZOMOER
KBENDFIESTD—DTH DT I TN H>0TIE, BEEERRIZ BV
THWRAKREFZRIEHEZRLIZEORENRNH D, £, BEHONAR
MHRBRICB W TRRAMEEZRBO o7t OWMERH S, [ FARMHMY
2 RER B O T Yt IR B RRBR TTIE 300 pg/mL DL B, ~ 1w R U oS fEAE
% FN T2 G- 225828 BLakBR CId 2000 pg/mL LU ETHMEEZ R Lz, <7 &
KT v bERAWEEHONAFESERBR T, BRAZEICBSIT e b ey
BRFEE (AUC) D 10f% (T R) KRS8 fE (T ) FTOREEIZE
WTC, BNRAMITRO bZehoT, ]

AHKNDERIEES D—2>TIH DT NI EMIONTIE, MEE AR BT
WIERFEZRO N o720, B U 3Bk E W in vitro et /R 2 53R
R, <7 AV 7 —<ilR & invivo /PEREBRTIIGME 2RO 72, 2
5 OFERIL, invivo XN invitro \ZBWT, AENOEEEZ AW -5EE125
WA R R FRIER 26T 52 L 2R LT D,

KHNDERES D—2>THDH T NI EMTHONTIE, T AKRT v T
B2 EHNAFERBRICEB T, SRR, R, B BEE, U
B, KPS I CEMEERE N AN EORENH D (B N IRERE
(AUC) D 24~32f%, 7272 LER (B MCBW TS T 28 EIXFEL
RN DIEEIZOWTIE 6%, ) DT, b MIT DIEBERERME & 1Rk
FOFERMEE IR 2 &,

ABNDOEREESY D—>TIH DT /NI EINZONTIE, T30 L% 2 7]
BELEZUARKROT v MZBWT, BELMIEENRED N (8 b2
HFig#EE (AUC) O T~24fE0HE) |

WA CHE SN 70 A7 T 0 7B (n=1956) ([ZBWT, T3HBEL
OPEEBIAERTC HLA-B*5701 DAV ) —= T 5L LI WEEE, 227 U —
=7 % ENi U HLA-B*5701 A Z BRI LIRS I 1T D ERIARIE R 2 & &
DOIDIBHBUEDOBMEEDN, ThEh 7.8% (66/847) , 3.4% (27/803) , K
JEXy FT A MCE D RS NIZBBUE DO FRBBEER, TNTN 2.7%
(23/842) , 0.0% (0/802) T& Y, HLA-B*570]1 DAV ) —="1 7 DO EHElZ
&V IBBOEOFBUEE S HE R FRNCA BT T 5 (p<0.0001) Z &A%
N7, FTo, AREGE R TIX HLA-B*570] 2 A7 ) —=2 7 LR WEEZE
W TSR 2> S IR BUE 2N ST 66 il 30 4], K&/ Sy FF 2 KT
MRS S AU T-IBBUEIER 23 B 26128 HLA-B*5701 %4 LT\ 7z,

HARNIZI T 5 I8UE & HLA-B*5701 /A OREHEMEIZ OV T ARATH D,
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1.7 [RFE[FZ) L — 3

HLA-B*5701 DRAHFITANTIL 5~8%, AARATILO0.1%EDRENH D,
6) B HIV 3EDOSHIPEFINEE S F T\ B I A PRI D 2E 0 S B %
WA L7270 AN T TREEERIRICBNT, TN EAOM B
25 6 n HUNODBE TLHEIED Y 27 3 EINT 5 & OREDNH D0,
B RRRBR OB A MRNT % FEht U 7oA I, THRRE & il LT 7 /3 B L 3
DMBETRDIHEIED Y A7 1TRBD SR h o Te, T80 EL & DHEED
BEIC OV TIE, BUED & 2 ARRITH TV Y, TR LT, 7
B EA %G T HIV BE % BT 2381018, BRI IR B OBTER U
22 %BE L, BIE, EISOE, BRI, BB OWETHERT R To
U2 TR R MES ST O RE L 5 L,

KRS AN 23 256 X EE 2B BUE I E L, BEUE O IR SOIAER 235 8L L 7=
BAIIIARI OB A Z Pk 250 @E s L 5 X ), ERMICERET D2
k(}

S UT-IRACE (2016 4E 6 A (B 11 iR)

FHHEARE R 2012 3 A

ik
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TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE
1.7 [RFE[FZ) L — 3

F 4 oL EAE

— R4 FR DRIV e TITV

W e 44 o AR A EE

ey 7 — T~V A T RER S

RFAEH B 199946 A 11 H

HLHI X 5y B, AT AR

b5 A A [T Y] [Z7I7P0]

O NH,

Himxm P
O )\ \

HOH:C O N
H HOCH,. ot
i : /1/7\H

N3 H

A - a5

LIV RV 300mg, 73790 150mg 250357 4V ha— hE

IRE - 2R

[#hhg - 23]

HIV EYLSE

[#hHe - ZhFACEE T S EoEE]

(1) AHENIY RT PRI TV OENBELZGHTHRAHITH DD
T, VRITVUNIET I TV OHERBNLE 2RO BEIIFER OV
KTV 8IAFl (L hmr e T EL) T T I 7P A (=2 evEE)
ERWAZ L, 7o, VRTVUVRBIRORT I TV UOBBIOFERIZHT--
TIE, ENENORIRM CEEZRGT D2 L,

1) BREREREE (7 L7 F =07 VT T AN 50 mL/Ay R 2HT58E [V
RTDUVEDRT I TV OEmOIMFRENERT I BENARH D, ]

2) R EE 30 kg A O /N RS

NFEEEDOEERITEEEZFT2EE FRcB T2 707 v U iBlabik
TIZEY, BWILFRENRERTIBZENNH D, ]

Q) AFNIY RT PR ORT I TV 0EENREEATIREHTHDHDT,
AFNIMZCTY RV UVBAI LT 2 7V VB RAER G L2 &,
(3) MESEMEME HIV EYYEIZBE 3 2 1A IC DOV TIE, CD4 U 7 ERE R OV
BEf HIV RNA 08 EE S S Tnd, Lo T, RFIOFERIZH = - T,
B O CD4 UV RERE Mg HIV RNA B2 MR T 5 & & big, IFo

HA RTA LV EMHRTHI L,

(4) B MUEARART A LA (HIV) (JEEVIN O 2SR AREAE L, 3K
FIMEZ BB LT W ERMEN TS OT, AFIIMOHT HIV 3 & Gf
A+sze,

% - &

[k - H&]

WH, A IR (P R7 Y e LT300mg VT 2 7P b LT 150 mg)

Z1H2EREAEET 5,

[k - AEICE#ET 26 EoEE]

(1) AAFG- P (~F 27 1 B AED 9.5 g/dL Adi) XA HFERIED (1000/mm®
Kiii) DRDOLNTHGEE, AFOBLEZFIEL, @EROY K72 5H
(LhrEAD TR UET 7V 8HE (e endE) % MR
AT Z &,

(2) AFIEMOH HIV 3 L DOPFRBIEICB VT, KRR RE SRV EE
IREMERNRBL L, 1R OMGNAREETH D &l SN Ha1iE, ABIE
L <IEPFA LTV A iodt HIV FEO—H A2 & IR T 5 D0 Tidze <,
JFHIE U TAFIR O LT A Hobt HIV o542+ C—HBf k4
HZ L,
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]

i
= =

Ak
]

(1) BAIOHYWYD—>THDHY KTk, FHMEIS b d 0
T, HENCIERFIREEZIT ) 70 L, BEORELZ +DICBIET 52 &,

(2) BAUBMFRZAHL TWAEAETIE, 737V o5 dhikicky, BA
BYETFRPNEFRT 5B TR H DT, KEOKEG L2 P+ 558123+
SERET D Z L, FRCIHERERDOS S, BELT28ENNH LD THEHERE
THZ L,

Pk
el

[Z£2] ROBFIITEE LN L)

(1) ERE 750/mm’ A T~ 7 1 B UAEDS 7.5g /AL ARSI L
(772 LR TH D HIV BYMEICRIA L, AF UM OH HIV #iZ X 5
RN IENL O&FRS)  ( TEEAREARNEER] OESR)  [4hEk
¥, ~E/ e b M BRI TN DD, ]

(2) ARAIOESTI KR UEBE OB O & % B

Q) A7 7 m7zrFEROBE [(HEMAEELZEORERHDS ([
AYER) OEBR) |, ]

] EolE

1. EEHRE RoOBHFIITEEICERGTDHL)

(1) #FFERE 1000/mm® A4 IE~F 7 1 B ED 9.5 g/dL Rl DA [AFID
B D—D>ThHHY RT DAL 0 R, ~F /v fERFEIC
WO+ endb5, ]

(2) EXIVB,RZHEFE [TV BEMNRET I BENRD D, ]

() HERZRIET D AEEMEO S 5 BE (HROBERO® 5 BHE, R ZFRIE
DL ENMONTWVHHEA L OOFREIEEZ T QNS EE)  [(RAIO
BHICL Y, FEREFRIRIET D REMENH D, ]

(4) NTHREEEDOH HHBE [V R 7P omntiEENEGT 28200 H
%o ]

(5) mlmE [ [EmE~0kE ) OmESH]

(6) IEFSUTIEIR L CW D HREM OB Dt N [ [iEhd, P, RIl@SE~o&
5| OESH]

2. EHEREARMER

(1) AFNOFERICEELTIE, BEUIZFNICRDDEZREIC, ROFEIZD
WT AL B LREZS%, HTZ L,

D) AFIO BARNCE T 2 BYBRER OFINE - ZREIERINLTELT,
SEANCBIT DEME LML TN &,

2) ARAFNL HIV EYLE DIRTEEEIK TILR W & s, B RURYYE 2 & T HIV
JRYSIE DHER I LE S IR 2 FE Le T 2 AlRerE N & D D T, AAIF 5-Bi4k
#%OF R DEALIZONTIE, T RCHEYEICHRETDIZ L,

3) AH Z G EeBIEDOPT HIV JRIEDS, PERUEEAR SUTIM R IE Y & L T~
HIV B DFERIE 2R T S/ 25008 9 FFEH S Tun7any,

HNAFNIY RT P REOTI TV OBEEHEZGHTHRAFITHDHD
T, AFNZIZTCY RTUUBE (LhkrerhFEL) ETI 7V
E (g, BT 4 w7 REE, =7 VasfiltlE) 23HIBMmL
THRALARWZ &,

SYARBIDOHy TH DY TV IIHEERARZL Mo TNSE Z L
5, Pt TS N FA UTHIREE IR R O5E1E, T X THYEIC
WETHZE (REER) oEzR) |

Q) AFOHEDES THHY RTVANCE W ERENEIN S bbb DT, #E
B 3 » ARIE D7 < &b 2 HREICMIRFENREEITV, £ 0%
K15 ABOBELZITI Z &,

(3) AHFIXIIMOFL HIV FIZ X HIRERBRNEL, 7o, FIERTH D HIV &
YRIIEIT &2 0 AFFRERER 750/mm’ Rl T~ 7 1 B AN 7.5 gldL A I IR
MU= E W SN D BEICKR L TiE, B EOFWRMENGHRMEE RS &
W SN DGEIZDHR, RKEOEGEZETDH L,

22




TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE

1.7 FfERZD S —EE

4)

)

(6)
(N

®)

KAz GTeX 7 VA Y RRWERE R L ERO HMB G 30X 2 6 o0
BIEICE D, BERIABT Y F—V R (25BRE, BHCRE, A7 KER
b, HIGEEE, FEULREE, MRS, FFEtE (BIIAE I X 2 EE O
HER, REWiFZ&te) 23, LM< HESINTVWDHDOT, Lo
¥ F—V A XEFEER R DN S BRERCREMREE PR b6
WZi1x, ARAOESG A2 —KEPIEd 5 2 &, KRS, HRBOGHRIKN-26T 5
BEICBWTIIEET A L,
TITVVOERMET 0T 7 A NVED T A VAFHRHEIXI= A RY X
EUEHULTWADT, AR AN Z U 2EaieBlF 20 L
WZ &, £, =AM VA EUEGDREHIVIEEICBONTY AL AT
WEDPFFOT, HIV-1 HHRE R ER O MI184AV/I RGO b2y
&, TARNIUEEUEARBICEET 5O THREROUGEITMFFTE 20,
FLHIV EOMBRHIZ L O KB OB OM/EENHLDNDLZERHDHDT,
FHENED SN EAIITEY R E 21T 2 L,

AR % & Teht HIV O ZAIOFIRIE 21T - T2 A T, S8 RS BERED
WEINTWD, &5 R, REKRENEIE L, JEMMED R 63 IiE
BB (A a7 F VAT EY LA Ly 7 X, FA R A
HOETANVA, —a—FLVAFRAEICLDHD) ST 2 RIESUGHFE
HWEL2LNH D, £72, REHEDRIEICHEVE O i (R
RETUEIE, SRMEMR, T2 « NU—JEER, 7 R UBER%) RRBT
HEOMENHDHDOT, THDEREFM L, SERHIILERIEE %
BETH L,

AHNDOBEGIZ I VHERDHHbND ZEND D, BREIET D AREMED
HHBE BROBEFEEODHBE, BMREREITLZEXRMLATY
HEKNEOPRREZZITTVBEEAE) T, AAOHEAEE 2 554
X, MR RORD LD IRFEEN WA O+ ERE L TT
9L, AKREGPICER Z DY 2 BEEOER, B RS X E
TI59—8, MBIV A=, NIV R) REOEERD LTS AIL,
AFNOHEGEEBICHIEL, BEBRZHEIC L5885 +71

P

A s B

9) b MUERET AR (HIV) (2 X DHRREEREREE 25 5 AR O A 2T
TR STV,
3. HMEEHA
() PrRAZE (DFHLZenwZ &)
BT 5 FKA % FRERIEIR - 5B 51 - fLRAE T
B4
CrTVY 47T Tr [VRTUVEHHABLEL [EEEIARTH D,
(7% | 28E, MARBRECE
UNTC Y A [A) 23 HE R T B
ZERBD,
Q) PFHEER OHHICEETDHIZ L)
BEEd % A& BRARIEIR - 5B I - falR il T
A%
CRTVY XU Ivy, BV RTUCoREERR [T ARTH LR, L

UAZI, ANV HBEINDZERHD, | bITEEEUTEREE
Ty A RFY Y — HEET DD EEZ
e RURARTY HILTWD,

LEH, 7 b
v, Hovrnm
EN, fHF—T
—ay, BV
AFv, BT T
AF v, R¥Vv
|

AT AN

CRTVroeg s VT | VKTV a
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TARNULEEY /TR TITT7FI R7~v LEEE

1.7 FfERZD S —EE

Z AR 13 1R L
HIA AT 1.5 fFER L
T2 OH|ENH D DT,
BHEREEE DT D 2
L,

VR A DA IR
EIND, T2, AFO
/A= s IR N
BRI mEl S D
EMEBZLNTND,

T)NaF S —),

RATLVaFf S —

s

DRIV DR E
FEM 84% LH 35 L o
ERnH B,

PRI T NI a
A DB BIIZER
EINLZZEREBEZD
NnTn5,

U e

VTV ohE it
FE 27%> L AUC 723
25%I0 T % & OW|E N
b5,

AN ANL DY/ =
VA NMEE S NS
ZEMEZLNTND,

PRV <V

DANANARE /e
T AR 25 EEEAL,
AUC 239 12 i35 &
DOWEND B,

BRI TH 5,

Tdrx=krA v

M7 == b A S PREEN
Rz T 5 &0
ERxbsb, £, EHT
LELHMEINTVWDD
T, MP7z=hrA
ErEEE<BETDLZ
L

BFIITHTH S,

=T

MENICRBT =17
D= R
L, Y=17 D85
PEFIT D L OWMEND
DT, KLY =1T
vl OO AR
HTENEE L,

AEFIHBHIENIZEBT B
Y=L T DY Uk
bzl 2 2 1335
ZAHNTWVD,

VAN =) V%

invitro \ZRW\WTU e
> EDOPFRIZ L0 AHK D
NEDETT D & oG
BHDHDT, KHlL YN
v v OfEHEEITRET
HTEDEELY,

AAIOMIENIZEB T 5
U RS AR
FEINDIENBERD
TN D,

7 b=z

AFKlD> AUC 7 33% L5
L, 7z u Bk
D fe i ML IR EE DY 19%(K
L, ¥YRZTTr 500
X% 600 mg/H % 3 38 H
BeH L8 ETIE, AH
DI AFREED EFIZ X

v, BIEHORESREN
EHF B ArREME IR &
EZHNDN, T hoa
VR EMCES TS
LA, +oEET
Z&,

KEND T V7 v iR
ENEESIND Z &N
EZzohTn5,

11

N

AT 7 A REY
= R AR
7V AEH

FI7 YD AUC B

3% ML, 257107
FUAMN30%, B IUT
T VA 35%IA LT

N, ANVT 7 A RXHY
— VK ORY A RTY L
OIERYBHREIZA B b
TR O T=E DR

51 NS SIPRAY (31 il 1
BToEELLATY
Do
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1.7 FfERZD S —EE

ENHB, Ik, BEE
DIRVEE TIIARF DO
Hex T 5 0BT
W,

P HE

MpENICBITAT7 I 7Y
VRO ZE L Z
VAR L, A
DEHREPPFTT 5 & O
HRHDHDT, AHLY
B & OB
WFRET D Z ENEEL

AN

AFNOFIENICI T 5
U B DS EEA R
EINDHZENREZD
TV 5D,

4. REIEH
<EHANIZB T % KRR >

TIZ,

THE) o
<M I T D BRI AR >

(1) EXREMER

iEZEATH 2 &,

(0.2%)
3) R (0.4%)

6) DAL (BEEFRHAED)
2) Z=ofoRIER

TP RERR AR A 36 1 (6.5%)

4) B AR (B RERED )
S)REMHMHRTR : —a—ra v — (04%) , S5E GEEERAED) | 5@ (8
BERAEY) | TADARERE (EERFED)

AAK 2z W2 BARNCEB T KRR IIE O T RN, 55 F
HIV BYYEZ RIS L LY R 7V U 8H] (P K7 Y0 & LT 400 mg/
H) ROT I 7V 8K (5I7902 L T300mg/ H) OB S %217 -
7= E NG R RBR OfE R 2 R d, MR SIER] 42 Fid, BIVER 2 Hs
SINT=DIL 306 (71.4%) T, ERBIEMIZRMEEADFEOR M, ZEERE
MmpEE L&, TR, BRAIRThH-o7-,
<EHEWNIZI T D FEHBERE >

AH O F AR A 557 BilH, 279 B (50.1%) 1ZH&
TERDRHRE SN, TOFER2HOITE M 67 B (12.0%) , &5 59 #1 (10.6%) ,
FUZUERY RER - oL AT a—V ERSOfREREM ST 6 (102%) ,
THI32 6 (5.7%) Thol- (FHEAK

R IR S 2 TRl

HIV EYYEZ G e LTV 7 U VBIBIR T 2 7V Ao G %
1T o TosMc BT % 4 O —EH G MRILEGRICKEWT, I 7V 0/Y
K7V OEHBETE R ZE N, 186 B 127 41 (68.3%) , 65 I 40 41 (61.5%) ,
168 f5IFH 105 B (62.5%) , 150 BilrF 64 B (42.7%) (ZEITER 23380 S,
EREWERITES, 8, —a—uy—, BRI - K5 Th o7z,

WD XD RIERD S LD ZENHDHDOT, EHHNTHRELIT) 72 O8
BhEH5I4TV, BENRED ONZHAIE, 52 PI935 72 0w

) BERMKRESE . BAEARMERN GEERAED) , REHRB GEEFRHE
DY, LMEREA (04%) , A (12.0%) , BMLERBELD 32%) , F+
B (0.2%) , M/IMRIEBA (0.4%)

ATV F—T R (02%) KOIEMEIC X 2EEOEKR (IR

LT D X9 2REWERZ & 5O AIIE, IERICIE U CREb) 72 40L& 217

T &,
1%~11%FKF 1%ATE BEEEARBRD
12 TEIR ILBRAFR
(MCV) #hn*2 Y
VSRS ) v
SREETEY
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ITARNIUEEY /ST RN TTT7 2F I KT~ /VERE

1.7 FfERZD S —EE

Hikas

Wask, T, MEE, R
H, RECNE, B,
S U

HIERE, @R, AW

v

ETIRRE, DRI,
TR, WS, M
L, E, SR
D, M

EHRER

PRI - 2, IR
DFAGER (I,
R ORI, K
FEES, B ORI

A, BARJE, s IEE
B, mogEsn)

VIR, SRR, (RERRD,
M) IE

fojm, 289, HEE,
JEEIER, I,

IRFAESEEYD | o
VNI R

FrFlig

JrsRE R A I B
(AST (GOT) , ALT
(GPT) % k&)

T
s
=
E

A/ —, CK
(CPK) EHZMSHH
i, e, B
gﬁ;jﬁg?ib

KRR

WEN

9 O, $REGE, IR,
R, AR,
PR

TR DRAELR, TEH)
KT, FROLUN

&, AN, i,
fiRHe, B, R R,
FREIEBEOE, WS,
FLAERRET, A, A
N UARIE, ZEROIR
PR, MEARREETD
ALY A Y

R A

WP PRI, Jiide, S ih
i, WEEHYE, AT,
IED  IEEERE Y
KBRS, R
S gD
PO REE Y RAGE

J i3
ﬁ%ﬁ‘)

d]

BRFE, BUER, MiE

T, WAL,
T~ B - FFERSIEO
ki, FiF

BECEE

T LIV —

G

BEIR, BERRESE, BAR
4, IR, LR, M
7 LT F = RHED

fEsRas

OFFIE, MAEYLE

B - W3R

MY ZUEY KE
H-mEarxryo—
v B, R b

CK (CPK) E&H, &
FLEAHE I I

ik, mEifkEE? , &
BT,
AT, EARE

LR, REA LS
Y, RS T

Z Dfh

BRI,

=W, 5, EENE, WK

i, EEELE

5.

1) BERE TSN BNWTY RT U UVBHIE Z I 7V /AR E 1T 72
4O " EERHEGBRE TRRO LTV D EERICOWTIIBEERB & L

72

1E2) MM BT D it 4 O “ EE R EGAER COHEE  20%LL B

#3) WM R 5 i 4 FHO ZE BRI ER T O E
A ~ D5

: 20% K 0if

B TR RE U BHEREME T L TN D 2 & VU= 6D 1 U I e s
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1.7 FfERZD S —EE

(1)

2)

€)

DEHET 2BENNHLHDOT, BEORELZBIE L 2N OEEICKET S
z&,

i, Pk, RILEE~OHE

s (RFICIENR 3 % A LIN) SUTIESR L T2 ilREMED & B8 NI, 1R
B EOBF NGNS BRI D S B SN AGRICORBETH T &,
[P RTVv  KEIOFRESD—2ThHHY R7 Vit e L @imd
%, HAEROIMEEFRY F7 O RER, DREREORBlOMETRE SR T
THDHIENREEINTWD, 2, ¥ KT DU NG IR M A mERD DNA
WD AENTZE VI HERDH D, T v N OZIEHER O — R AEFERERER
(50, 150, 450 mg/kg/H, 1 H 2 [Elfh) TiX, HEOEHERICIRII R
oM, ESHERHCBIRESEREORD N A LN, £, YRV
AERC, BRI har R TEE (OHEXNEEHICB TSI har R
U7 AR —) B oniztoRERH B,

FITVL L KBOEIR Do THDHT I TV L M AEET
%, HAEROIMERT I 7V EE, Mo R O fiLiE H K O i,
HOBRELFRLTHLZENRHEIN TS, B, BER (VI X)
TheEEME (RHOMIECE O HAHE S Tnd,
VRITVUTITVUME XU LAY RRWERGEREFE L ESR (NRTID) %
TE N T EPE R S e AR R OHIRICREN T, T ha v Y
THEEICLD EEZ DN DR T @O IMELRIED EF/-BSHE ST
W5, F£72, EFICENITHEBEE, CTANAKERIE, MomMmREEA SR
HEEINTWD, LOLAERL, 2 HHESEE NRTI O -2 NIgER, & EHR
& & OREMEIIHENL L TR0, ]

AF RGNl DV A LEZRICBEMAH 5o 3 H 5, E
IR EZIT ) e ERORELZ 2B L, BREDRBDLNEHEIC
IEE R EZTH 2 &,

I PO MNIIAF G R IR LT D Z &,

[VRTVy  ROBGEENE-Y R7 Y (200 mg, HE#HSE) 1, & bl
HchEt s, METORELFECTHLZERMRESNL TS, £77,
¥ RT Y ORHRMAEFIRE & A FIREDOERIT 04~32 THDHZ &R
WEINTWD, WROMFEROY 7V U REIT 24ngmL Th o7z & D
WRERD D,

FITVV  RAREENTZT I TV e FHIFTRICHREE NS Z &R
WEEIN TS (A TFEE : <0.5-82ug/mL) , £72, 7 I 7V ORHMA
A & fr P E D RIL 0.6~33 THHZENRESNTWD,
FLROMEF DT I 7 VBT 18~28ng/mL Th 7= & DHENRDH 5, ]
INRE~DEE-

AKENIV FT VRO TITVOEEHBE G/ T AR THDHD
T, VRTVUIET I TV O ERE DB MLETH HIKE 30 kg RO/
WEEIZE, ERoY 7 854 (Ve e 7L L7 I7Y
VHEE] (e EAEE) AHWD I L,

BEEE

e, JEIR  AFZBERSE LIEFITZHRE STy, Y R7 YUk
WT I 7V EimE G LTIERIRHRE ST D2, WIinbEiEL,
FEEHNERD LTV, 7B, WER SRR OMEIERITFER D
5TV,

e - AFNORIWER ( TEWEMH ] OB 12O THITBIZE AT,
MBI T, —MRARHEREETT ) 2 &, BRI T — X iRrahTwn
RV, TIT VLB ARETH D Z D, MBS UMLIKENT 217
I L EEZE/T L L, MEGENT K OIEREEN T XY K7 Y OREICIE—
ESUBEE Lawnas, Z vy o VBRI AEodE & TS 5,
BWHEDOEE
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FRKNAATHE © PTP AL OSEKNL PTP > — R DBV H L TR+ 5 X 955
A2 L, (PTP U — hOREAKIZ LY, BEWELAE AR A~HIA L,
FICIXEAE2B 2 L CHERIAR SO BERAHEL 3T 2 LG &
nTnb, )

10. ZOMOEE

() ABNOBFEREDD—D>THDHY RT P ATONWTIE, invitro DFRERIZE U
T, TAEVV V, AV RAZVEOQT VT 0 BREIZ XD SN D
HHNARKFN O TV v G ERELZEORERH 5,

Q) ABNOHEHEDYD—2>THDHY KT V20 TE, BAFEMERER TR
KENCHEEY (T v P RO~ D R) ICEEENEAE L EOWMEND 5,
[~7 2 (20, 30, 40mgkg/H, 1 H 1[EREOEE) ROT v & (80, 220,
300 mgkg/H, 1 B 1 ERO#E) (2B 2 08AFMERER T, BRI EZE
(= 7A@ HERE 560 6, 7 > @ HERE 2/60 61) RO, ]

(3) AHNDOEDLIFD—D>THDHY RTVATHONTIE, =T ACBT 50
MR IZ LD BN AFEMERBR CTROBERD 5,

1) e KMt & (420 mg/kg/ B FEMIAE) 2000 12~18 B (IR ~KH) o8
B ENT-REWD S OHARIZIWNT, WA 1%, I, TR O A5
BOEEIRABORMMARD S,

2) REEIIC e 40 mg/kg ZHEHR 10 B2 Dot 2/ ClfsL £ TR 5 L7z, 5l &
e EEEILBITHHARICFREZ A% 24 » HE TR LIZE 25, HESHIMER
BN IER S LR bz, ZOREIT LR 2) ORNAFMRBR TR
D BT IS DR AR T AR L R TH - 72,

4) FAIDOHEDLSYD—D>TH DY RT VL OERIFIEIZHONT, ROWMEN
»H5,

1) Ames #BR CIXZRFMEITERD N2 o 7oy, ~ U A Y w3l Z
T2 BAA AR EERBRICB W CHWERFM 2R L, invitro DRIIIEE s
BaikBRIC B W T2 R LTz,

2) 7 v b &AW in vivo YR B FRBR ClI YR OBREITED S/ o
723, b NEEER Y L RERE W invitro et R EEEHER, Ty RO Y
R % AT in vivo /IMERBR TR R E B EIERNRO bz, £72, 11
AND AIDS BE ORI Y > ERIZEBNT, ¥ R 7V U ARABEIZIER AR
F L U C R E B N E o Te L OMENR B B,

3) Y RT VUM AIDS BB O FILERD DNA K O 0§ VI &5 1 (A i Bk o
DNA IZEUVIAENT-E DRENRH D

(5) AKBNDOEES D—>THDH T I TV NTHONTIE, EinigEttBRicks
THWRAREFFHERIERAZ R L OWMEND D, 12, BEHONAR
PERBRICB W TRB A ERO o7 L OHRERH D, [ MR Y
RER 2 O T e R B RRBR CIE 300 pg/mL BL B, ~ 7 AU Lo fEAG
% T2 R - 28988 BB T 2000 pg/mL LA ETHEZ R LTz, ~ T A
kT v b ERAWEESONAFMERBR T, BEAEICBIT e My
R (AUC) D105 (U RA) RUS8fE (T v ) £TOREREICE
W, BRAMERRED N7, ]

AR

SZWUT-IRMSCE (2016 4R 8 H (55 17 hR)
P AR 2011 49 A

i #
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ARNYLHEY /T )REN 75723 N7~ Vit
1.8 IRA3CE (R)

1.8 RHAXE ()

MITRER 112, IMIGE (RB) &L,

1.8.1 MEE - MR () RUVEDHREEH
1.8.1.1 »hEE - IR ()

[zheE - 2]
HIV-1 J&YLE

1.8.1.2 e - IR () DFREIRN

TARYUEEY (FTC, F) KT JREN 777213 K (TAF) 7~V LABEs /357
vabfilAsE (FITAF) OZIRE - 2h5R1%, F/TAF &L L iz e 7 7 ZEen (EVG, E) K=y
A% vk (COBI, C) ZllE L7=r7 A AYEGE (GEN, E/C/F/TAF : 150/150/200/10 mg)
D BERFABRAAR T FE D ERRE LTz,

Pt HIV FKIC K D IR 720y HIV-1 BYYERE 238 & L7z GEN OF 11 FHEGAR SR
(GS-US-292-0104 7% & O GS-US-292-0111 &klR) KWL HIV 3IZ X H1RBEREBRNAH Y, AL
AZFHNTHNH] S AL T D HIV-1EYUE B 2565 & L 72 GEN O &5 ARG R U5 (GS-US-292-0109
BRI ONTAAI O T AERRRER (GS-US-292-1089 5Bk) O i ic B8 CTHRhE K OV & 4k
WRENTZZ &9 D, FITAF ORIRE - 2R % HIV-1 JRYWE & L7z,

TEROS, BREMRMLE LT L7z BRRRBR AR 2 LT,

1.8.1.21 HHIV E(IZ &k DABBEBBRAL UV HIV-1 BRLEBEEDNRE L GEN OEERKRRER
1.8.1.2.1.1 ERERER DHIRL

U HIV 3R L 21BN 720y HIV-1 EYUERE 234 & L7 1 MERRRBR & LT,
GS-US-292-0104 7k & U8 GS-US-292-0111 3R A F2hE L, GEN OF5- 96 WRF A E TOH MK
O Z LT,

7pF, WEER L HxEK L LCEVG, COBI, FTC X UYT /HRE/N YT a7~ Vgl
(TDF) #&H 95 A% VU e/l REd&EE (STB, E/C/F/TDF : 150/150/200/300 mg) % i€ L7z, Z
o ORBE AR 1 LUK 2 1R LT,
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# 1 GS-US-292-0104 3RBR DOFE

Hi HIV 3T L AVEHERBRA 2 VA HIV-1 BYYEBRE 254 L LT, &5 48 Hk 5
TEH HIV-1 RNA #7350 copies/mL Ajili TH - =45 HE OFIA 2 HIE1Z, EVG,
COBI, FTC X' TAF = &H 3 HELAHE (GEN, E/C/F/TAF) OF#h4% STB & Lbikkn
RERES

THEHW

FLHIV 312 & DGRBS 72\ il A HIV-1 JEE BB % 5812, GEN OZ 2 O
BT A1 k% STB &b LAHMId 5, 2 11 #H - MEAL - —EEMR - Zhust kA - 3kt
TR

+ GEN & 5.2 :
E/C/F/TAF 150/150/200/10 mg (TAF 7~ /LfigHi L LC 11.2mg) K O'STB 7 7 &R
BEBRIE K OV BREE 0 1 H1ERE%ES
FER & + STB # 5.5 :
STB X O*GEN O 7' TR % 1 H 1HEHKS
BeHR - 144 W (EEA DT 48 FRE )

bR FAS fEtT*I54EH : 867 5] (GEN 5.8 : 435 f, STB #5587 : 432 )

% 2 GS-US-292-0111 RBRDOIFE

PLHIV 3K K D IRIERBRN IV HIV-1 JEYYWERE 255 & LT, &5 48 WS
THAEH HIV-1 RNA #7235 50 copies/mL i Td - 72T DOEIA ZHEEIZ, EVG,
COBI, FTC M.} TAF %2 &H T 5EE&8E (GEN, E/C/F/TAF) DF#MWE% STB & ik
EREE

FEHW

PUHIV 32 X DIRFERER DS 2O R HIV-1 JEYYE BE % 55412, GEN OZet R OH
BT A1 WE%E STB &b LAl 5, 2 11 AH - MEAL - —EEMR - Zhust kA - =23kt
R E R

+ GEN 5.3 -
E/C/F/TAF 150/150/200/10 mg (TAF 7~ /LfigHi L LT 11.2 mg) X O'STB 7 7 &R
BRERHR K OV SR oD Z1H1EREES
JHEH & + STB #&5.4F :
STB XINGEN D7 SR % 1 H 1 E&E%ES
B3R - 144 W (EEA DM 48 BRFR)

BRI EL FAS TR RAEM] : 866 5] (GEN $% 5-8% : 431 f3], STB 5.8 : 435 i)

S OEERERBRIIFE —ORBRT A o Th Y, RERBAGEEF LV 2 R A S LTI
HZ ENEFE SN, 20720, LIBEOBKRERKRAEIC OV TIE, GS-US-292-0104 75k & O
GS-US-292-0111 3Bk % ff& U CTHMT L7/ R AT 5 2 & & LT,

1.8.1.21.2 B : 71 ILRAZHHE

PTHIV FEIZ K DR 72 HIV-1 EYYERE 2 55 & LT ARRBRIZB T 2G9N T
IZ, FDA 233 L7- Snapshot ff#fr 7 /L =V X L% AVWTEME L 7=, EEFGHEA 1L [4%5 48
RO MAEH HIV-1 RNA 578 50 copies/mL Afifi Td o 7IEFIDLLH | L L, HRHDED 95%
{E#HX[H (confidence interval : CI) FREA3-12%% FEI S 220512, GEN $5-8E25 STB & 5-HEIC
LU THAMETH D L ER LT, £, BIRAVFEEIEH & LT, %5 96 HIF A 0 A% 1 HIV-1 RNA
725 50 copies/mL A T & o TIEBI O L2 25l L & A L A FZRR 2 RFT LT,

ARBRIZEB VT, #5548 B A oM fEF HIV-1 RNA 23 50 copies/mL Aiiii T &b - 7IEH D L
X, GEN BEHBET 92.4%, STB BEH-EET 90.4%, HINEOZET 2.0% (95% CI : -0.7%~4.7%)
ThHY, FEVEOIEMELNT- L2 0D, GEN BH5EET STB B G LIELTETH D Z &
DR ENTz, F£72, BIKEFTHEEH Th 5 &5 96 #EF S0 MAEH HIV-1 RNA £ 50 copies/mL



TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE

1.8 IRFI3CE (%)

Kl T o T2JEB DL 1L, GEN & 5-1£ T 86.6%, STB #5-# T 85.2% CTH U , AR DFIE 1.5%
(95% CI : -1.8%~4.8%) T, &5 48 WL L RO RTH T,
HRAEOTEIE B IZET D WA NV AEIERICHOWT, # 3R LT,

= 3

B 48 A R KRN 96 FEE D T A )V R ZEHBH R

(GS-US-292-0104 3RBR & % GS-US-292-0111 3RER)

A48 A RE A 96 3 I 5
\ GEN #% 5.5¢ STB #% - GEN # 5.5¢ STB # 5-B¢
(866 f31) (867 f)) (866 f31) (867 f31)

7 A L AR Th B HIV-1 RNA £:< 50 copies/mL 800 (92.4%) 784 (90.4%) 750 (86.6%) 739 (85.2%)

BGHEMZE (95%(EFIX M) 2.0% (-0.7%~4.7%) 1.5% (-1.8%~4.8%)

7 A I R ER RIS 31 (3.6%) 35 (4.0%) 39 (4.5%) 35 (4.0%)
I8 F HIV-1 RNA £ =50 copies/mL 20 (2.3%) 23 (2.7%) 16 (1.8%) 15 (1.7%)
Moz L Bk 2 (0.2%) 3 (0.3%) 6 (0.7%) 6 (0.7%)
ggﬁ;ﬁ%f_’? J}:HZ\_)I?I?NE/T%EX;?O copies/mL 8 (0'9%) 8 (0'9%) 15 (1'7%) 13 (1.5%)
BiT- 725 HIV Eosahn 1 (0.1%) 1 (0.1%) 2 (0.2%) 1 (0.1%)

A VAT — 2 K 35 (4.0%) 48 (5.5%) 77 (8.9%) 93 (10.7%)
HEHEL I L HH G %1 8 (0.9%) 14 (1.6%) 11 (1.3%) 21 (2.4%)
Liizﬁg; iﬁff&%%% copies/mL 21 (2.4%) 31 (3.6%) 52 (6.0%) 64 (7.4%)
T =2 RBNTEDS, IRBRFELE 513k 6 (0.7%) 3(0.3%) 14 (1.6%) 8 (0.9%)

B (%)

1.8.1.2.1.3 A : REFHHR

PTHIV FEIZ K D IRRRERDN 20 HIV-1 BEYYERE A2 x5 & Lo ARRBRIZ I 1T 2 RIS 22 A0k
& LT, CD4 BBME T U v SEREk O 5-BltART N & OB LB 2 51l L7z, % 5-BRAGR12 D5 48
WHEES D CD4 BEPE T U o SERE D ZE b # X, GEN # 58T 231 cellsymm’, STB % 5HT
210 cells/mm® T&H 0, #5 96 KD CD4 Bt T U o kB EIE, GEN # 58T
280 cells/mm’, STB $5-8£C 266 cells/mm® Th->7-. WO EIZ BN TS, B ERERFIC
REREWITEO GNehoTlz (R 4)

£ 4 BE 48ERE KU 96 BRER OGEFZHIZIR
(GS-US-292-0104 FRER KX ' GS-US-292-0111 3ER)
GEN 58 | STBE5H L

) =S I

(866 i) (867 f51) P fE (95% CI)

CD4FGPET U/ SBRERD | prsy 4g @GS | 231+ 181.2 210+ 171.1 0.014 21 (4, 38)
2k Bi+S.D.

(cells/mm>) B3 96 R AL | 280+ 194.0 266 + 194.6 0.140 15 (-5, 34)

* B/ N TR DFE (95% CLIE)

1.8.1.21.4 T2t BEERRUEIEHE
PLHIV 32 X DIRHERER DN 720y HIV-1 JEYYERFE 255 L L7oARRBR OG- 96 RS2 1)
HHEEEGROEWEHOERN 2R SI1TR LTZ, ARBRICBWT, &bLEHEEICHRE SN AES
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L%, T, EL, ERMEOERGERETHY, ZNHOHELE, STB M NE Do F/TDF 25
DLYAUTROONEFG LR L T\ e, BEFELARLE SNTWBREOES L, &5
BRITIZEAEEDLT, FRERERGPILICE > AFFLOHE K o7,

F 7o, FHEHIN S HERD L, FOWNERIE, GEN & GRET 2 4] (GERMEMzEt, 7va—ith
) , STBH#GHET 3] (IMFELk, WMDY R ONT v a— &k s, arbOoiifEsE) ©h
S, HEILESTAEFELO YD, BWEHEHE SN DIF o7,

GEN 5RO STB G HEOWT IO BRI BATHY, Grade3 UL EOFEHSG, HE/R
HEFES, EERBENROERERGETILCE > AEFLORBRIL, MRGREL bFARE
Tholz, 728, GEN BEFEHCH VT, EMIRMEREORER (77 v a=—ERERZFT) X
(X BESE AN O I RS B 5 2 R BRI AT T WL T S e oo 72,

#z 5 &5 96 BEFRDOAEEFRLORWERADOELR
(GS-US-292-0104 FRBR K O GS-US-292-0111 FRBR)

GENF 5.3 (86661) STB# 5-#F (867f)

HERG 807 (93.2%) 823 (94.9%)

Grade 20 E DO HEHES 507 (58.5%) 478 (55.1%)

Grade 3Ll F D FEHS 106 (12.2%) 101 (11.6%)
BIVEH 367 (42.4%) 398 (45.9%)

Grade 2L EORIVEA 99 (11.4%) 95 (11.0%)

Grade 324 - O EIVER 13 (1.5%) 9 (1.0%)
HERAEEFR 97 (11.2%) 87 (10.0%)
EEZRIEA 5 (0.6%) 2 (0.2%)
TRERIESE 5 ORI IEICE > - FEHSL 10 (1.2%) 20 (2.3%)
BT 2 (0.2%) 3 (0.3%)

Bl (%)

1.8.1.215 T2t BRICEATHAREMEICDONT

HIV-1 BYYEBEIZ TDF 2% 5325 2 LI2 k0, BARBESLBEEOCIRT, —HMoMBHEIZE
T DU IR EFERERR 72 E OB RENRD BN TS, F72, GEN KO STB OFHKT TH
% COBIL X, 7 V7 F=rDRMENLIZEDLE N7 UV AR—Z —ORFICLY MiE7 L7 T
=% FR &Y, Cockroft-Gault S H L7 REKAIBIEE (eGFReg) ZIETEES, b
D EBHLHIV I X DIEHERBR 72\ HIV-1 BYERSE 2505 & LIEARBRCiE, migs v
7 F =, eGFRcg, BMHEROEREFAN (REH, 7 L7 F=t (UPCR) , RHETLT I/
7 VT F=r0 (UACR) , RPILVF /7 —A#EGER (RBP) /7 L7 F=U R OYRY B2 ~
Ar7uru7) s B2MG) /7 L7 F=UH) ICOWTHE L, TORREE, STB H5HE L
i L C GEN & 5-HETIE, Mg L7 F =2 KD eGFReg DAL &/ NE o7z, F7- GEN #5-
BETIX, UPCR, UACR LOYRH B2MG,/ 7 LT F =V R R—A T4 UNHIKTF L, STB &5
HCIXER L (F6) .
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£ 6 HE 96 EKROBRMBEED FERBRRE T A—F
(GS-US-292-0104 RABR & O GS-US-292-0111 3RER)
GEN# 5-H (8661) STB#¢ 5-#f (867f) P i
ik il ik il

Mgz L7 F=> * (mgdL) 771 0.04+0.114 756 0.07+0.127 <0.001
eGFR¢g° (mL/min) 770 2.0(-12.4,9.4) 753 -7.5(-17.4,2.9) <0.001
UPCR © (%) 765 9.1 (-39.6, 36.0) 748 16.2 (-22.5, 81.5) <0.001
UACR ¢ (%) 767 -5.2(-35.7,30.1) 743 4.9 (-32.7, 60.0) <0.001
JRFRRBP,/ 7 LT F =2t ¢ (%) 772 13.8 (-18.8, 66.1) 745 74.2 (10.4,192.2) <0.001
R B2MG/ 7 LT F =2 ¢ (%) 765 -32.1(-61.0,4.2) 738 33.5(-27.8,230.7) <0.001

P NR—= AT A b DL ELS.D.
PN T B DOEEEDTRIE (Q1, Q3)
¢ R=RTA U PEDOEEROPRIE (Q1, Q3)

181216 R&t: BICEAT I 2REMIZONT

HIV-1 EYYELE I TDF 2% 5325 2 £I2 XV, B#E (Bone Mineral Density : BMD) Db
WIRD B, OB RIIMOBEE R GTHANER 2R G LCREL D b REV, 207D
DHHS D/NR « FEBEIT T 5 HIV BYYETRR T A BT A o TlE, FEEBPEDY Tanner 738
D 4 FEIZETDHET, TDF 230DV VA EFHALZVEITHREL TWD, ZoZ bt
HIV 2 X D IGRIEERDN 22BN HIV-1 BEYYE B 2608 & LT ARRER T, KERE AL L O
JEHED BMD HIE 21T 272, € DORR, KERE TN L OBEHEDO W IV T s, BMD O —
AT A DO, STB G- & it L T GEN BGOSR A RIS o7, £7- STB
B HBE& e, GEN B 5FED J773, BMD D_— 2T A )36 DEALRITONT 3%%E B 2 5D
DWFRO HITHERE D72 <, 3% EBZ HIEMDFRD LT E N L0 o7 (R T)

# 7 #5968 2D BMD OELEE (GS-US-292-0104 3R BR & Y GS-US-292-0111 RER)

GEN #:5-8% STB f 5 == VSL'SSI\T/IBOD =
(866 i) (867 #il) P fi (95% CI)
KRBT DXA AT (716 Bil) (711 1)
BMD DZALHE O FLELS.D. (%) -0.672+3.8887 | -3.275+3.9668 | <0.001 2.604 (2.196, 3.012)
BMD £t s 7 =V —BIOEREEIA
BMD @ 3%% H 2 5D (%) 229 56.4 — —
BMD @ 3%% # 2 5 (%) 11.6 5.6
JEHE DXA AT (722 #1) (714 Hi))
BMD OZALER D EHEES.D. (%) -0.960+3.7227 | -2.792+£3.9156 | <0.001 1.832(1.437,2.228)
BMD Z8{bh 7 =) — B O EIE
BMD @ 3%% @8z 2D (%) 26.2 48.0
BMD @ 3%% #8 2 HH (%) 11.2 5.9
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1.8.1.22 HLHIVEIZK DAEBBEBRNALZ UV HIV-1 BREEEZXR E LT DIC/FITAF DEERAER
1.8.1.2.2.1 EREREAER DAL

Gilead f1:1%, DRV, COBI, FTC XU'TAF #& A3 2B G8E (D/C/F/TAF : 800/150/200/10 mg)
DR ZHED TWD, Hl HIV FEIZ L DRBERBR 20 HIV-1 EYEERE Z xR & L,
DRV+COBI+F/TDF % % & & U 72 55 1L AHES R 3R (GS-US-299-0102 #klR) OB ZE A % 8 IZ/R L7z,

% 8 GS-US-299-0102 RBRDOIPE

i HIV 312 L BIEHRER S 70 VO R HIV-1 RYYERE 25t & LT, #&5 24 WS
TIHEH HIV-1 RNA &3 50 copies/mL A T - 7= 5 E OEFIA Z FEEEIZ, DRV,
COBI, FTC KO TAF 2 &4 9 Hfda8E (D/C/F/ITAF) OFZMEA DRV KA, COBI
Higl & O F/TDF OO G & isidtd 5.

FEHW

PLHIV BRI L B IBEERBR M 72O i A HIV-1 BIIE 3 % 514212, D/C/F/TAF D24t
N kA VA K OVERhEZ DRV H#|, COBI Hi#| & N F/TDE O M5 & thigitih+ 5, 4 148 -
MAEA L - “HEMR - Zhasx IR - IR

« %58 1 (D/C/F/TAF) :
D/C/F/TAF 800/150/200/10 mg (TAF 7~ /L fgkE & LC 112 mg) 2 & T HE AL
DRV 800 mg (400 mg &£ X2 #&) , COBI 150 mg . N F/TDF ® 7' 7R % 1 H 1 [
BRBRFE K Ok REFE D Blckn#&s (Gt s sEirRM)
HiEME + # 58 2 (DRV+COBI+F/TDF) :
DRV 800 mg (400 mg #E X2 &) , COBI 150 mg 2 " F/TDF 200/300 mg & D/C/F/TAF
D7 T R%E 1R 1 EIERICEARE G5 EZERAD
B G - 48 WE (EEA R 24 WA

BRI EL FAS bt &2 - 153 6 (BeGHE1 2 103 i, #58E2 : 50 6i)

T HIV FEIZ K DIRERER DN 72\ HIV-1 BRYYE B & x4 & L7z D/C/FITAF O 11 FRERIRUER
2B DEMMEZ DV TIL, FDA 23 EFE L 7= Snapshot fi#4T 7 /L =Y X 2 %A BV CREM L 7=, AR
BRICE T 5 EEFEE H X TG 24 B REA O MAEH HIV-1 RNA &7 50 copies/mL Afifii T - 72
JEF O] &L, AEOED 95% CI FERNB-12%% FE S 72054512, D/IC/FITAF #5150
DRV+COBI+F/TDF #5812 %f L CIELMETH D L EFEK LT,

ARBRIZBWTC, EEFMMEE & L CRE LRSS 24 A S OMmiEH HIV-1 RNA &2
50 copies/mL A T d> > 7o iEBI D EL 1T, FAS ATt REAE T80T, D/C/F/TAF #5-#£T 74.8%,
DRV+COBI+F/TDF ¢ 58T 74.0%, A2 D72E1L3.3% (95% CI : -11.4%~18.1%) ThH v, IS
PO FEHELT T2 LTz,

F7, 5 48 BERER OMAEF HIV-1 RNA #2350 copies/mL i Td - 72 ER DO LLFEIL, FAS
FEHT R GEEMNZFV T, D/C/FITAF #5-8£T 76.7%, DRV+COBI+F/TDF £ 5-#£ T 84.0%, H%h%
DFT-6.2% (95% CI : -19.9%~7.4%) TohH Y, FHMEDOIEEL R - S0 oTc, ZOHEHBE LT
I, 5 48 R RICBIT 2 U A NV A FHNRB LT EBRE O 5 B OB HIZ X 285 1L KO,
Bo& IR HIV-1 RNA £ 50 copies/mL VL k| OBIEIC B GRERTZENRH > 7272 (D/C/F/TAF :
8.7%, DRV+COBIHF/TDF : 4.0%) L&z iz (F9) .

—J5C, PPS ENTXIGEENNC I T 5 &5 48 IS O MAEH HIV-1 RNA 573 50 copies/mL A
T - TIEFIDO L EIE, D/C/F/TAF £ 5.8 C 92.9%, DRV+COBI+F/TDF £ 58T 91.3%, HZh=
DFET 2.4% (95% CI : -8.8%~13.7%) Th v, FHHMEOIKEZLG- LT,
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9 BEABERROUANAZHZR (GS-US-299-0102 3ER)

.| DRV+COBI
b/ F(/IT(QI; ﬁf‘ﬁi F/TDF £ 5%
(50 51
A L AERI R BN - AEH HIV-1 RNA #:<50 copies/mL 79 (76.7%) 42 (84.0%)
B RERZE (95% 5 #E X ) -6.2% (-19.9~7.4%)
7 A IV A SRR 16 (15.5%) 6 (12.0%)
I AEH HIV-1 RNA £ =50 copies/mL 7 (6.8%) 4 (8.0%)
IS [N A e 0 (0.0%) 0 (0.0%)
DRI X 2 85Ik & OV A& i o HIV-1 RNA 2 = 50 copies/mL 9 (8.7%) 2 (4.0%)
Fri- bt HIV EoBn 0 (0.0%) 0 (0.0%)
7 A IV AEERYT — & KR 8 (7.8%) 2 (4.0%)
BEFES I L HFG Pk 1 (1.0%) 1 (2.0%)
tOBREIC X 5 $ 577 1k K& OV afn 5 HIV-1 RNA 2<50 copies/mL 7 (6.8%) 1 (2.0%)

B% (%)

1.8.1.23 F/TDF ZE8L LA VICKHRERERAHY, VML AZHICHH SN TS HIV-1
BLAEEEENRE LT F/TDF H S ARBI~NGY B 2 HEGKRAR
1.8.1.2.3.1 ERREAER DR
F/TDF Z 5o LY A T K DIRIERRDIH D, U A L AFRTINH S 41TV 5 HIV-1 EGYE B
FHewtg & U255 ARG PEBR & L C GS-US-311-1089 #kBa % %M L, AAlZEGielL P A D
5. 48 I i E TOF MR LM 2 Mt Uiz, ARBROME A4+ 10 1R LT,

# 10 GS-US-311-1089 RER DHEE

FLHIV 3 X DIRERBAH Y, A L 2R HE STV D AL HIV-1 EYLE S
FraxgE LT, #5 48 WHFSCEH HIV-1 RNA f£2% 50 copies/mL i Tdb o 7=
FEHK WeBRE OEIG 2 FRREIZ, FTC XN TDF # &4 SElAEE (F/TDF) 725 FTC &Y TAF
BEATHEEEE (F/ITAF) ~UI0 B B0 a%E% F/TDF ke 58 & thidRat
T2,

HLHIV 32 X AIBERERNH Y, A VAR S 0TV A RN HIV-1 ERYSE S
FH%GT, F/TDF 725 F/ITAF ~YI 0 B2 7B F 90, 228K O A% F/TDF
O G- & LG4 5, 55 IAH - {EA{L - —EEKR - 2k ItFE - IR

BT A1

« F/TAF+3™ Agent % 5-%F :
F/TAF 200/25 mg X 1% 200/10 mg % & A4 5488, F/TDF O 7 7 &8 KON 3 Agent
101 ERAORE

 F/TDF+3™ Agent #% 5-%F :
F/TDF 200/300 mg % & A4 AEASE, F/TAF O 7 TR K39 Agent & 1 H 1 Bl
mE 22

FE M - 96 T (EZEAZDIEREAT I 48 B KR

PRI K OISR D
B

FAS AT *I54EH] : 663 5]

HBRAER (F/TAF+3" Agent ¢ 5.8 : 333 i, F/TDF+3™ Agent $¢-5-% : 330 #i))

1.8.1.232 H#MME : DA IILAZHHE

AIWEIZ DWW TIE, FDA 235E# L 72 Snapshot AT 7 /L =Y X L& VTR L 72, AERIZH
D EEFHMEIE B 1T T#5 48 BFF S O IMAEH HIV-1 RNA &3 50 copies/mL Aiiii T > 72 AEH] D
R L L, AROZED 95% CI FIRA-10%% FE SR WEAIZ, FITAF+3Y Agent - 5-#£73
F/TDF+3™ Agent # 5-EIZ6f L THLMETH D LEE LT,



TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

ARBRICBNT, 5 48 B S 0 MR HIV-1 RNA 728 50 copies/mL A T & - 72 IEH] D b
FRIE, FAS fENT B EMICIBV T, FITAF+3™ Agent % 58T 94.3%, F/TDF+3™ Agent % 58T
93.0%, HANHDZEIT 1.3% (95%CI : -2.5%~5.1%) TH Y, FENIHKE LIZIELMED LAE R T-
L7,

BEIMEOFHBE B 2B D VA VAR FICONT, £ 11ITRLTE,

K11 85 BBERERDOTANVAZERNZE (GS-US-311-1089 R5k)
48 JAKE
F/TAF+3™ Agent | F/TDF+3™ Agent
Pt e b
(333 f4il) (330 f4i)

WA b R LRI HIV-1 RNA < 50 copies/mL
PeERZE (95%(EHE X))

314 (94.3%) 307 (93.0%)
1.3% (-2.5%~5.1%)

U A VR ER R 1 (0.3%) 5 (1.5%)
i3 HIV-1 RNA # =50 copies/mL 0 5 (1.5%)
N LD EGH IR 0 0
OBEEIZ X D E G HIER D 1 (03%) o

& ET HIV-1 RNA £ =50 copies/mL
Fri- 2ot HIV 38038 n 0 0

A VAT — 4 K] 18 (5.4%) 18 (5.5%)
HEFHG I L A% 7 (2.1%) 3 (0.9%)
OB L 3Gk KDY ) .
I HIV-1 RNA £ < 50 copies/mL 10 (3.0%) 15 (4.5%)
F =B RKBNTZDS, IR T ke 1 (0.3%) 0

B (%)

1.8.1.2.3.3 AL : REFHDR

PLHIV BIC K DIRERBRNH 0, 7AWV AZRNTHEIH STV 2 HIV-1 JEYYERETE 255 L L
Te ARG BT D BRI A0 & LT, CD4 Bt T U o SERE O 5-BIaART 2~ D D2 & A 3
i L7z, #5BAtART S5 48 WIFA D CD4 Btk T U v SRR OZE L &IT, F/TAF+3™ Agent
P 5HET 20 cells/mm’, F/TDF+3" Agent #¢ 58 T 21 cells/mm’ TH ¥, FERERNITEWVITRD b
inols (F12)

# 12 #5 48 BEFROGEFHZFE (GS-US-311-1089 3EX)

F/TAF+3™ Agent | F/TDF+3™ Agent e BB 7
FG-RE BB P RO
(333 ) (330 i) - (95% CI)
CD4 Btk T U v 7 $ERkE o N
A E+S.D. (cells/mm?) Pr 5. 48 A 20+161.8 21+152.7 0.93 -1(26,24)

* B/ N TR D (95% CLIE)

1.8.1.2.34 T2l AEEFREVEIEA

AR T OG- 48 TR RIZB T 52 EEFGE LK OEWER OB A2 R 13125 L, &5 48
AETORIEMREHMEE T, F/TAF+3" Agent $# 58 T1% 9.3% (31/333 ) , F/TDF+3™ Agent #%
HHETIE 121% (40/330 B) Th o7z, BEERRMEMIL F/TAF+3" Agent B 5.8 TR0 LT,
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TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

F/TDF+3" Agent % 58T 1 ] (BfSAIE) Thotz, T, HEHS, EELAEES, 155R
RGO ILIZE > e GFHEFRRORBRIW B GHE CRBRE Ch o7, £, FETHNIAHFIE
HREET LB (U o8 B by, REBERIIGE SNz, 723, F/TAF+3™ Agent #5812
BT, IENRAMEREEOEG (77 v a=—EEREZ S T) TR DI RN B E
AT ERRIR AT RIS Shie o Tz,

# 13 #5 BERSOFEFEREVBEIEADOELX (GS-US-311-1089 ER)

F/TAF+3™ Agent F/TDF+3™ Agent
BHEE (33341) FeHEE (3304)
HEFRS 281 (84.4%) 262 (79.4%)
Grade 2Ll OB EHL 130 (39.0%) 120 (36.4%)
Grade 301 OB EHFL 17 (5.1%) 12 (3.6%)
EIVEH 31 (9.3%) 40 (12.1%)
Grade 224 FOFEIVE 5 (1.5%) 7 (2.1%)
Grade 3LL - OFIEH 2 (0.6%) 1 (0.3%)
EERAERSE 18 (5.4%) 14 (4.2%)
HELRIEN 0 1 (0.3%)
RO G P IEICE > A EER 7 (2.1%) 3 (0.9%)
BT 1 (0.3%) 0

Btk (%)

1.8.1.235 Z£t: BRICEATLIREMEICDONT

ARBRICBWTY, M2 L7 F =2, eGFRcg, UPCR, UACR, JKH RBP/ 7 L' 7F =1Lt
FORF B-2MG,/ 7 LT F =IOV TR L7z, ZOfER, F/TAF+3™ Agent #% 5B T,
F/TDF+3" Agent #¢ G BEL G LT, G2 LT F=L DIRFR O LT F =22 V75 ZAD L
AMWKE o7, £7-, F/TAF+3" Agent # 58 Ti%, UPCR, UACR, JRH RBP,/ 27 L7 F=2
R ORS B2MG,/ 7 LT F = RN —2 T A Vi BAE T L, F/TDF+3™ Agent $ 58 Tid L5
L7z (& 14) .

£ 14 B85 48 BRI A OB ED EBEREERRE/NT A —F (GS-US-311-1089 #Ek)

F/TAF+3™ Agentf% 5.1 F/TDF+3™ Agent$5-#f
(33341)) (33031) P
%k {2 IE:s {2
M%7 L7 F=2* (mg/dL) 317 -0.08+0.238 311 -0.04+0.126 0.005
VT F =27 V75 A (mL/min) | 317 84 (0.2,15.6) | 310 2.8 (-5.1,10.9) |<0.001
UPCR® (%) 312 | -14.6 (-39.1,17.3) | 312 7.7 (-21.6,43.4) |<0.001
UACR® (%) 320 | -7.7 (-40.2,37.3) | 318 | 12.3 (-22.3,53.8) |<0.001
JREFRBP, 7 LT F = b (%) 313 | -16.3 (-48.7,17.9) | 311 | 182 (-19.0,87.5) |<0.001
JRHB-2MG, 7 L7 F = b (%) 311 | -39.6 (-70.7, 9.2) | 306 | 22.0 (-24.9,135.8) | <0.001

B R—=Z T A D DEEEALES.D.
P R—=AT A DL DOELEDO Y (Q1, Q3)
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ARNYLHEY /T )REN 75723 N7~ Vit
1.8 IRA3CE (R)

1.8.1.2.3.6 T2t : BICETI2RLMICONT

ARHBRICBNT S, KREEE AL K% OMEHED BMD JBIE 21T -7, Z OfE%, F/TDF+3™ Agent
Pr5RE L ol LT F/ITAF+3™ Agent #5-8F Tl&, KRERE UTALEE &% OMEHE & 412 BMD OS5 E
STz, E7-, F/TDF+3" Agent #5-8F & tS, F/TAF+3" Agent % 58D 573, BMD D_—2 5
A B DELZRIZONT 3%LL LD DFE O ST HERE 0372 <, 3%LL EOHIMATES &
NI EBRE NS ot (R 15)

7= 15 #B5 48 F@E D BMD O35 (GS-US-311-1089 3ER)

rd
F/TAF+31 F/TDF-+3% F g’;;iﬁiem .
Agent B 5-HE | Agent 5 = LSM i?;;
(333 1) (330 #) P 1 (95% CI)
KEEE ITAL S DXA T (300 1) (303 #4)
1.287
A= PR AR () 7R 0, _
B8 L DAL DO SEXEAS.D. (%) | 1.13542.7526 0.15242.5317 | <0.001 (0.864. 1.710)
BREL T ) —BOWEREEE
BEEE D 3%LL LD (%) 47 13.2
B ED 3%, LB (%) 16.7 8.6
JEME DXA f#AT (300 1) (306 1)
1.735
AE»**"E /73‘ A A _
B E OB LR OFELS.D. (%) | 1.527+3.1816 0.206+3.2233 <0.001 (1223, 2.246)
BB T =) —BIOWBREES
BEIED 3%LL O (%) 5.7 16.7
BEIED 3%LL OB (%) 30.3 13.7

1.8.1.24 L HIV EICKDAERBRAHY, VAMIILAEMICHHE SN TS HIV-1 BREEEEE
*& & LT GEN DEGEREAER
1.8.1.2.4.1 BEREREER DEIRE
PLHIV FEIZ L DR DV, 7 AV AFHRNTHH S 40T D HIV-1 BYYEEE 2 x5 L L
71% I ARESIREAER & LT GS-US-292-0109 7Bk 4 Fh L, GEN O#5- 96 W5 E TOHINER
LR RG LTz, ARBOMEZE 16 12R LT,
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TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

# 16 GS-US-292-0109 FABRDOHEE

PLHIV ZZ X DEERBERH Y, v A NV AEHITIH STV 2 R HIV-1 BYE
Faigl LT, ¥5 48 BN CM4EH HIV-1 RNA &2% 50 copies/mL Kiili T - 7=

ERAM B E OBIA AR, TAF % G435 L 3 A o~ 8] 0 5 2 42 050 4 B D, TDF
EEHTH LI A L OGO Tk T 5 IELIEEREET 5,

FLHIV 3EIC L DTN H 0, w7 A L Z PRI S ATV D RN HIV-1 EYLE B

BRI FaERBI, TIDF #&H/+ 5L A5 EVG, COBI, FIC K INTAF 2 &6 5

A%E (GEN, E/C/F/TAF) (ZH) 02 I2BROFINE, Lotk OEREZ NI 5, 56
I FH - AEAAL - FEE R - ZhEaR LR - FEHBREER

« GEN #&5.8% :
E/C/F/TAF 150/150/200/10 mg (TAF 7<=/ et e LT 112mg) % 1 H | [E&%KS
BRI K OSB3R |« F/TDF+3™ Agent #%¢ 55
FER & HiVAEEE (STB, =7 7 'L Y/F/TDF, Y hFELTT —A N LETZFFENL
(ATV/r) Q' F/TDF, COBI T7—XZ k L7z ATV(ATV/co)} O F/TDF) % ki f% 5-
B5WIH 96 M (HZERNIETAMIE 48 TR )

FAS fi#AT * 54EH] : 1436 fi

BBREL (GEN # 5.8 : 959 5], F/TDF+3™ Agent % 5.%f : 477 f4)

1.8.1.24.2 HHMME : D414 IILAZHHE

PUHIV 3EIZ X DIREREBRN H 0, U A VA FRPTIH 4T 5 HIV-1 YR RS 255 L L
T ARRBRIT I 1T D AZMEIZ DUV TIX, FDA 23 EF% L 72 Snapshot fifEdT 7 /L = U X % TR L
Too ARBRIZIIT 2 FHFME B IE TH5 48 A O MAEH HIV-1 RNA 723 50 copies/mL A
THOTEBIOWLHE] L L, AREOED 95% CI FIRA-12%% FHl 52V HAI1C, GEN 51
73 F/TDF+3™ Agent ¥ 5#EICKI L CHELMETH D L EFR LT-, £/, BIRAGHEER & LT, &
5. 96 I 5 oo 1L ffE R HIV-1 RNA %73 50 copies/mL i Tdb - 7= SEFI D LR 2 G4l L w7 A /L 2%
BN R % st LTz,

AFRBRICHBNT, &5 48 BEEF SO IMEF HIV-1 RNA &% 50 copies/mL A:ili T& - 7 JEH| D Lb
1T, GEN #5HET 97.2%, F/TDF+3" Agent H5#ET 93.1%, AZHRDET 4.1% (95% CI :
1.6%~6.7%) TV, FEHMEDIEREA - L7~ 2 LD, GEN 58 T F/TDF+3™ Agent ¢ 55
IR LIS TH D Z MR ENT-, S HIZ, GEN HEHED F/TDF+3" Agent % 5% %48
B R S 7 (p<0.001) o E£72, RIRAFEIEH T 2 #5- 96 B RO A HIV-1 RNA &
73 50 copies/mL A T & o 7= 5EHI D L3R (1%, GEN 55 T 92.8%, F/TDF+3" Agent % 5.5 T 89.1%
THY, AHEOEIL3T% (95% CI: 0.4%~7.0%) & 720 EEMEN RIS (p=0.017) , #5548
T L AR OB RTH - 72,

HRMEOFAME B ICBIT D T A VA FRHRIZONT, £ 1TITRLTZ,
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ARNYLHEY /T )REN 75723 N7~ Vit
1.8 IRA3CE (R)

£ 17 HE58HEREAKRD96ERFRDO T A NVAZHFIR (GS-US-292-0109 35R)

48 A 5 96 3 AT
rd rd
GEN & 5. 1it F/TDF+3 ‘Agent GEN # 5. 3i¢ F/TDF+3 \Agent
Be b5 Fe B¢
(959 ) (477 1) (959 41 (477 1)
U A VAR LN - HIV-1 RNA £:< 50 copies/mL 932 (97.2%) 444 (93.1%) 890 (92.8%) 425 (89.1%)
PR (95%(FHEXR) 4.1% (1.6%~6.7%) 3.7% (0.4%~7.0%)
T A IV A R 10 (1.0%) 6 (1.3%) 23 (2.4%) 8 (1.7%)
M4 HIV-1 RNA =50 copies/mL 6 (0.6%) 4 (0.8%) 14 (1.5%) 6 (1.3%)
i L H ek 1(0.1%) 0 2(0.2%) 0
OB L D35k KDY 0 0
A& M A% HIV-1 RNA £:= 50 copies/mL 1(0.1%) 0 5 (0.5%) 0
iz 7Bt HIV Foosa)n 2 (0.2%) 2 (0.4%) 2 (0.2%) 2 (0.4%)
A IV AT — 2 K 17 (1.8%) 27 (5.7%) 46 (4.8%) 44 (9.2%)
BEFEL LTI L 85 Pk 10 (1.0%) 6 (1.3%) 13 (1.4%) 12 (2.5%)
fDFHRIZ X 25k RO . . o .
S AL HIV-1 RNA B< 50 copies/mL 7(0.7%) 20 (4.2%) 26 (2.7%) 31 (6.5%)
T =2 RPN, IRBRIES 513k 0 1(0.2%) 7(0.7%) 1 (0.2%)
Btk (%)

1.8.1.24.3 A : REFZHHNR

PLHIV FIZ X DR DV, 7 A VA FERNTHIH STV D HIV-1 BEYYERE 2R L L
TeARBRIZ I T DRI 72 B ZME L LT, CD4 B T U o REREL O 5-BARET & D2 i & 7F
fli L7z, #5-BMRTOHE 48 HEE O CD4 Btk T U BB OZ b &lEX, GEN #5#T
35 cells/mm’, F/TDF+3™ Agent #% 5.5 T 24 cells/mm’® TH 0, #1596 MIFA D CD4 BBIET U 23
BRI OE/EIE, GEN # 58 T 60 cells/mm’, F/TDF+3" Agent % 5-5f T 42 cells/mm’ T - 7=,
WTHORHIRERIZIBNT S, FEREFICREREWVITRO broTo (R 18)

# 18 &5 48 AR R K96 BEF R OGEZHR (GS-US-292-0109 FRBR)

rd 1y
GEN 2 5.8 F/TDF+3 \Agent j%%i—iuﬁifa'ﬂi’é
(959 {3y i P fi ANHRO 7
(477 Bi) (95% CI)
CDAGMET U v SERED | yy . 48 JaRs s 35£164.6 24+156.1 0.26 11 (-8, 29)
2L Fe+S.D.
(cells/mn?’) e 596 RS | 60+181.6 42 +158.0 0.074 18 (-2, 38)

BN D (95% CIE)

181244 T2t  BEBRRVEIER

PUHIV 3EIZ X DIREREBRN H 0, U A LA FHPTIH 40T 5 HIV-1 YR RS 255 L L

T AR O 96 K RIZH 1T 2 A EEL K ORIEHOERZR 191257 Lz, ARBRIZENT
IZ, GEN5HEDTAS, FITDF+3" Agent # 5 HEL 0 &, RBIEF OB E -7 (GEN #5-
B 1 22.7%, F/TDF+3" Agent % 58f 1 19.1%) . ZH S ORIEROEMEEIE, 13& A L2 Grade 1
Thole, ok, KRBROBWEHIHERIL, WEEHEL bITMORER & TR -T2, FT2,
GEN #HHEC DI, FEEHIN 4 FlFED Hivie (BUiEYES = » 7, Wlilgs, 229838, LK)
WLIZEST=FH OS> 6, BWEA L HESNIZ b Do Tz, 728, GEN #5REHIBWT, iT
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TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE

1.8 IRFI3CE (%)

RLRMEBEE DIER] (7 7 v 2 =—JEREE 2 & Te) SUFBEREMRIE O VTR ANE P 23 B R R

AT RITHE S o T,

# 19 #5 96 HRER DB EBREVBIERADER (GS-US-292-0109 FR5R)

GEN# 5.3 F/TDF+3™ Agent#% 57
(959451 (47741

HEFRS 859 (89.6%) 420 (88.1%)

Grade 2Ll O ERE S 529 (55.2%) 259 (54.3%)

Grade 3LL L EHESL 101 (10.5%) 58 (12.2%)
EIVEH 218 (22.7%) 91 (19.1%)

Grade 22 _EORIVEFA 68 (7.1%) 40 (8.4%)

Grade 321 EORITEFA 6 (0.6%) 9 (1.9%)
HERAEES 79 (8.2%) 39 (8.2%)
EEZRIEA 1(0.1%) 2 (0.4%)
TRERIER 5 O B IEICE > - FEFER 9 (0.9%) 12 (2.5%)
T 4 (0.4%) 0

Bt (%)

1.8.1.245 =2ttt BRICETI2REMEICONT

ARBRICBWT Y, M2 L7 F =2, eGFR¢s, UPCR, UACR, R+ RBP/ 7 L' 7 F =Lt
KORF B2MG,/ 7 LT F = HIZOW T L7z, g2 L7 F = KT eGFReg DFHMIIZ
WTCIE, COBI D228 % PEBRT 2 72 D RITAE D efavirenz/FTC/TDF T & - 7= #BR#E 2 Br\ T riik L
7= & 2%, F/ITDF+3" Agent # 58 Tl3iE 7 L7 F =2 KN eGFReg & HITIZ & A BB L L2 M
ST=DIZH L, GEN #G/HETIHMmE s L7 F=02METF L, eGFRe 1T EH- L7z, £7- GEN &5
Bt (£1K) <TIE, UPCR, UACR, JR%¥ RBP/ 7 L7 F =R OURT B-2MG,/ 7 LT F =t
INR—ZF A U )BAEF L, F/TDF+3" Agent #% 58 (4&K) TIZEH L (3 20) .

# 20 #5596 HRFROBBEEDEERBHRRE T A —F (GS-US-292-0109 RER)

GEN# 5.1 F/TDF+3" Agent#% 57
(959%1) (47741) P&
B il #ild5 il

Mm%z L7 F=> *° (mg/dL) 667 -0.04+0.132 321 0.00+£0.121 <0.001
gz v7F=> *° (mgdL) 233 0.07+0.128 109 -0.03+0.098 <0.001
eGFR¢g ™ ¢ (mL/min) 667 4.2(-3.6,13.6) 321 -0.2(-7.8,6.7) <0.001
eGFR¢ ¢ (mL/min) 233 -52(-15.4,3.5) 109 3.8(-5.9,13.7) <0.001
UPCR ® (%) 891 -25.5(-50.5,9.8) | 431 9.0 (-19.5, 53.7) <0.001
UACR ¢ (%) 872 | -13.7(-45.6,25.0) | 426 11.1 (-24.1, 65.6) <0.001
JRFRBP,/ 7 LT F=2 e o (%) 935 | -33.4(-63.9,0.1) | 449 18.1 (-20.2, 80.3) <0.001
R B2MG/ 7 LT F=2 o (%) 919 | -52.3(-81.5,-9.5) | 443 18.7 (-31.8,97.7) <0.001

8RR T A D DRI E£S.D.

b §iVEHE DS efavirenz/FTC/TDF#2 5-451 % [ <

¢ FijiAE A efavirenz/FTC/TDF 4% 5-45i)

C R=2F 4 o bDEBEOFIME (Q1, Q3)
¢ R—=2F A D DOELEOFRAE (Q1, Q3)
PP 48 JHE A
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ARNYLHEY /T )REN 75723 N7~ Vit
1.8 IRA3CE (R)

181246 REt: BICHAT I 2REMIZONT

ARBRZBNT S, KERE A& OWERED BMD JIE 41T > 72, OfE%E, F/TDF+3™ Agent
B G & e U C GEN 58T, KBRE T & ONEHE & 12 BMD OWENSEO bz, £
7= F/TDF+3™ Agent ¥ 5.8 & Fb~, GEN # 5D 75, BMD D_X—2 T A LB DZEALRIZOU
T 3%Z A2 DWW TR B IVIERE 3072 <, 3% a2 DIMPRBD LT HERE DL »

7z (%21 .

#= 21 5 968K SO BMD OEIEE (GS-US-292-0109 3XER)

. F/TDF+3™ Agent GEN vs
GEN$¢ 5.3 P 5 s F/TDF+3™ Agent
(902f31) (452451) P LSM®D 7 (95% CI)
KRB AL DX AfEHT (80941 (39651)
BMDDZEAL R D S fELS.D.(%) 2.44143.6347 -0.456+3.4172 <0.001 | 2.894 (2.466,3.322)
BMDZ A7 2V —RIO#HREEIE
BMD®D3%% 8 2 % /b 2.5% 14.6% — —
BMD®D3%% it 2. 5 H4N 35.2% 9.3%
NEHEDX AfiFAT (82141) (401451)
BMD D Z AR D ) fES.D.(%) 2.117+3.7684 -0.087+3.5114 <0.001 | 2.204 (1.763, 2.644)
BMDZ AL A7 2V —RBIOWEHREEIE
BMD®3%% 8 x % /b 6.3% 17.2% — —
BMD®3%% 8 2 5 ¥4I 36.7% 17.7%

1.8.1.3 ZheE - RICEET HSHEALDIEE ()
AANC X DRI DT - THE, B ORI R O TRE RS S I RAIM R A (B s+ AU AT

H D\ VITERBRENT) #BBICTH L,

1.8.1.4 #hek - MRICEHAET HSHEALDIE () OFHTEIRMN
AFN O K EIRA SCE:, WONTAF LY GEN O I FHHEGKZAR (GS-US-292-0104 A5,
GS-US-292-0111 3Bk, GS-US-311-1089 7k & I8 GS-US-292-0109 #BER) IR W TG I -3

WERAEEELT, HHEOEEEZRE L,
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TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

182 A& - AE (V) RUEDHREEH
1.821 R&% - AE (8¥)

(A - AE]

W, A ON 12 L o R HE 35 kg DL EO/NRICIE, LM - AR TROEET S,

BHICEELCX, L PMosiHIV HE T 2 &,

1. UM FeEAIae v ey MEAT25A1E, TV a A8 LT (=AM v a2 ey
ELT20mg KT /AREN T77=2FIRELTIOmg #54) 2 1 H 1A 1 SERAOH
542,

2. UbhFenrXigaevryy FEFFHLRWESIE, T2 A HT (A M) v & E
YELT200mg KOT /AHREN T77x2FI RELT25mg2EA) %18 1A 1 50
B59 %,

1.8.22 Rt - AE () OFRTERNL

TAF %, HIV-1 OWRE#EZLET X7 VAT NEEUIKRTH DT /A EeL (TEV) OF 2
HROBEO 7T K7 v 7 Th s, MIEH T TAF IXRETH Y, 2hRMICY > RERGEDO B N R
HIZHAE  (peripheral blood mononuclear cell : PBMC) (17, PBMC NOA T 7 ALY
TEV i@t &n s, 2oz &nb, BEFEDO TFV 7u K7 v 7T 5 TDF Q&5 & R Eo
LU ANV ARG A R T T2 DI B TAF O 5 8IX TDF L0 $407: <72V, & 5|2 TAF (i
PTIILETHDH Z L&D TRV OMBEFRE SRR 2 Z LA ARE L 72 o 72, TAF O &I
SWTIE, FRROBKERBROMGENS, U FFEL (RTV) Xix COBI Z0FHHT 2541 10 mg
(TAF 7~ Vgl b LT 11.2mg) , LA DOEEIEL25mg (TAF 7~ Vgl b LT 28mg) &
BRE LTz, —J, AENE, YANKEAEE (F/TDF : 2001300 mg) (Z&A STV 5 TDF % TAF
T VRIS E S R T REARETH D, D LD FTC OHEIZOWTE, YA KR
GEEOEKRHEE AW T200mg & L7,

AAHNDOFEIZOWTIE, 12 UL E >R E 35kg LLEO/NBEEORELE D, TreoERR
BROBAENS, TYabRAELT XIIFYa A HT 2 1 B 1B 1 ERn&kGds2 L L
L7,

18221 TYOAERERELTICEESIN S FTC RU TAF D5 E(CDULT

RTV 3% COBI & T 2 85A OAKID FTC O TAF O 5-E52REHT 5728, (A
B xS b U2 B iR SR BR (GS-US-311-1472 #RBR) % %hE L7=, ARBRTIE, GEN
Pr 5.1 & EVG, COBI } OVF/TAF 200/10 mg #% 5-£ 0 FTC } ONTAF O A= 241 [ S5 4 541 L 7=,
ABROME LR 22 1R LT,
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TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

# 22 GS-US-311-1472 ZBR O E

AR ABEBRE 2%t L, FTC " TAF 2 &89 HE A6 (F/TAF) % EVG HH| KW
COBI B L iR G- L34, XiX EVG, COBI, FTC K\ TAF 2 &84 HB5 8
(GEN, E/C/FITAF) %5 L7=HE8I1CBIT5 FIC KU TAF O AME) RS % 314l
35,

THEHW

A HE Rk AW 2 512212, FTC KUY TAF DAY FRIESEIZ ST, F/ITAF % EVG
BT A1 HAHI K Y COBI B4 & A% 5 L7-354, XiX GEN 2% 5 L1258 128 W CGHET 5,
B - MAEAAL - IEEM - Al - 2way « 7 B A4 — N—FBR

o BHBEA
R KRR F/TAF 200/10 mg % &A% Dl &8t % EVG 150 mg }2 (f COBI 150 mg & &% M5
e « BHEEB:
RBAE E/C/F/TAF 150/150/200/10 mg % &1 3 Bl &8 2 R%E O &5
P B - RS
DU ZARVERRATR G5 - 100 B (B G-8E A 2 99 65, $ 58 B : 100 fi)

EVG 150 mg, COBI 150 mg & O F/TAF 200/10 mg £ 5-Ff D TAF @ AUClq, AUCint O Cppay P
Ml fe/ N T IO L IX, E/C/F/TAF 150/150/200/10 mg #5725 L C, £ 4 97.96% (90%
CI:94.69%~101.34%) , 98.34% (90% CI: 94.81%~101.99%) } O} 96.86% (90% CI: 89.36%~104.99%)
LD, 2B D 90% CLIZRSEMEDFENE (80%~125%) Ziil L7z, [RERIC FTC O/ —
FPEEEDIZ DN T B RIFEME D MR- Lz (& 23) o

UL EOFERNSG, RTV X COBI EFHT 25607 v a G HEIZIH T D FTC OG-l
200 mg, TAF O#58EIT 10 mg N#EUITHD EEZ L,

F& 23 TAF ROFTC OEYEHRE /T A —F (GS-US-311-1472 #RER)

F/TAF, EVG KO} IR el fe/ N 3 S D L (%)
COBI ff % 5- - (90% CI)
o | F/TAF200/10 mg | ,» E/C/F/TAF -
TAFPK A7 A=2 10C  pvGrcosr | P2 | 1501150120010 me
AUCp (ngeh/mL) 97 336.6 (33.9) 99 3402 (33.8) 97.96 (94.69, 101.34)
AUCjy; (ngehr/mL) 97 351.8 (31.0) 99 354.1 (32.9) 98.34 (94.81, 101.99)
Cpax (ng/mL) 97 301.6 (48.8) 99 310.3 (48.7) 96.86 (89.36, 104.99)
o | F/TAF 20010 mg | .y E/C/F/TAF B
FICPK <7 A—=2 \ B)  pyGrcont | P20 | 150115020010 me
AUCpy (ngeht/mL) 97 101592 (17.2) 99 10086.8 (15.9) 99.84 (9841, 101.29)
AUCjy; (ngehr/mL) 97 10535.1 (27.0) 99 10294.4 (15.8) 100.67 (98.24, 103.16)
C e (ng/mL) 97 1660.8 (20.6) 99 1662.6 (19.1) 99.57 (96.78, 102.44)

(&) KT A—=2OFHE (EBRE%) 2RI,

18222 TYOAEBEEHTICEEESINS FTC RUTAF DEEE(ICDNT

RTV 3i% COBI & GFF L2 WA OAAID FTC KON TAF OG5 BE2 BT 5720, HHERA
PeBRE 2 xt g & Lo AW a0 R 2B (GS-US-311-1473 5BR) % 926 L 7=, AR TIX, GEN
5. & F/TAF 200/25 mg #% 5-H5C, FTC M ) TAF OEW AR Z0: 4 570 L 72, AsRBR O
B 24 TR LT,

18



TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

# 24 GS-US-311-1473 RBr D=

TEEERR AR E 1235t L, FTC RO TAF 2583 HhL646E (F/TAF) =5 L7I-5G4A,
FEHM XX EVG, COBI, FTC KO TAF # & H 3 A A8 (GEN, E/C/F/TAF) %#5 L7z
WAIZIT D FTC KX TAF DM R St 2 313 5,

TR AR E 265212, FTC M OX TAF O m R %125 TC, F/ITAF 285 L
AT VA 7-34, XX E/C/F/ITAF 25 L BEIcB W CEMET 5, & 14 - E{E5{k - 35
R - B[A] - 2 way -+ 7 1 A —/N—FER

o BHEEA

et b F/TAF 20025 mg = &8 Sl G2 REGEROK S
Gl B SH o A S
BB OSHIIED |

G E/C/F/TAF 150/150/200/10 mg % & 3 H AL &8 & R 0 &5
B 51 - BERS
HERE K ZRVERRATRI G - 116 Bl (B GHE A - 116 i, $GHEB @ 116 §)

F/TAF 200/25 mg £ 5-H® TAF @ AUCyy, AUCi O Coay DA/ N "B ORI,
E/C/F/TAF 150/150/200/10 mg # 5-FFlZ%F LT, £H£41 100.32% (90% CI : 96.48%~104.31%) ,
98.54% (90% CI : 94.61%~102.62%) & T} 103.63% (90% CI : 95.46%~112.49%) &L720, Zi 5D
90% CIIZ[FRIEMEDIEREZ 72 Uiz, FEEIC FTC O/ s — 3 B D HIC >V T b RS0
FUERTGT- LIz (F 25) .

UL EOFERN G, RTV XX COBI & LaWGE DT v 2 B EGHEIZISIT D FTC OG-l
200 mg, TAF O#H 8T 25mg NETHH LEZ BN,

£ 25 TAF EO'FTC OEMENRE/XT A —& (GS-US-311-1473 3ER)

1] %) s 1l 3% %{ﬂ%d\:%qzig1ﬁ@tt(%)
F/TAF H4Fl| Eat il (90% CI)
o= N E/C/F/TAF B
TAF PK /3T A — X % | F/TAF 20025 mg | i3k 150/150/200/10 mg
AUC (ngehr/mL) 116 374.0 (43.4) 116 369.3 (40.6) 100.32 (96.48, 104.31)
AUC;¢ (ngehr/mL) 95 396.4 (42.6) 97 389.5 (39.3) 98.54 (94.61, 102.62)
Coax (ng/mL) 116 280.5 (62.9) 116 267.8 (59.8) 103.63 (95.46, 112.49)
o= N E/C/F/TAF B
FTCPK /8T A —X i | F/TAF20025mg | $il%c | o, /150/200/10 mg
AUC ¢ (ngehr/mL) 116 94239 (19.3) 116 10475.3 (19.7) 90.01 (88.88, 91.16)
AUC;,¢ (ngehr/mL) 116 9654.6 (19.3) 116 10706.6 (19.6) 90.20 (89.06, 91.35)
Cpnax (ng/mL) 116 1577.4 (26.8) 116 1601.7 (19.6) 97.26 (94.57, 100.03)

(E) 3T A =2 OV (K8RE%) 2R LT,

18223 7OT7—tEHEERVA 0TV 5—EHBEHAROEYHREICOINT

RTV T7—R b SNz 7 2 FF ekt (ATVA) , RTV T7—2 FShi# ) en =
& ) —nAHF) (DRVE) , BV b ZEEEE (LPVAE) XX Rv7 27 7 e (DTG) & F/TAF #1f
i 5- LT2BRD TAF O TEV O M ENE 2 Bt 2 B AR SEERUR  (GS-US-120-0118 3R) %%
i L7-. AREROMBE A 26 IR LT,
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TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

# 26 GS-US-120-0118 AERDOEE

o BEEERR AR E R, RTV T — R &7 asr 7 —¥YHEK, Xl T

E A 77 —EILEIN TAF ORI KIETEEERNNT 5,
o [EFERR NRERE A XI51Z, FTC KO TAF & RS- L7 ATV, DRV, LPV X
X DTG DO 3EWBREZ MFTT 5,
TR AWEBRE & 5 RI12, RTV T/ —A F &7 a7 7 —BlER, A 77
T VA Z —PIHEHK L GEH L7200 TAF KON TFV OSENHE L et 23 W45, &5 14 -
Blak— b - FEHR - EEGRR
[ahm— b 1]

* Dayl : F/TAF200/10mg % 1 A 1 [E#& 05
* Day2-14 : ATV/r300/100 mg % 1 H 1 [Bf& 0 # 5
* Dayl5 : F/TAF 200/10 mg & TF ATV/r300/100 mg % 1 H 1 FEIfE O£ 5
[=A4— k2]
* Dayl : F/TAF 200/10 mg % 1 A 1 [E#fRO#5
* Day2-14 : DRV/r800/100 mg % 1 B 1 [EIf& A5

s « Dayl5 : F/TAF 200/10 mg % X DRV/r 800/100 mg % 1 A 1 [k 0% 5
w&ﬁigéfiw 2 3]

* Dayl : F/TAF 200/10 mg % 1 A 1 [afO#5

« Day2-14 : LPV/r 200/50 mg x4 §&% 1 H 1 [EFR O#%5
* Dayl5 : F/TAF 200/10 mg % OY LPV/r 200/50 mg X 4 §£% 1 H 1 [fk Q5
[aFR— 1 4]
* Dayl : F/TAF200/10 mg % 1 A 1 [F#& 05
» Day2-14 : DTG50 mg % 1 H 1 [Blf& 0 #&5
+ Dayl5 : F/TAF 200/10 mg X (" DTG 50 mg % 1 H 1 [Flf& &5
5 ;15 A
BBRE E LERVERNT R B« 40 B (2R — b 10 i)

ATV/r XE LPV/r & FITAF OFFHIZ LY, TAF OBgEfEE (AUCL,) I F/TAF O & G0 L
LT, 202K 91% KT 47%8M L7z, —75, DRV/r XiZ DTG & F/ITAF OOFHKFICIT,
TAF OBEFEEICELITRED Lo 72, ATVA X LPV/ & F/TAF OO HEREIZER & 1172 TAF
DOERFEEHINT, RTV O P-gp FAEEHICL D bDOEEZBND, —J, DRV & F/TAF OffH
RFIZ1E, DRV @ P-gp FHE/EH KON RTV O P-gp BLEEMEANHE S -7, TAF OBRFEEIZE
LSRR B2 ol LB 2 b, LA EDORE R &K 27127 L7z, 7235, F/TAF & ATV/r, DRV,
LPV/r X% DTG OHFHBFIZBWT, ZTNZi ATV, DRV, LPV XL DTG O 5
FTC X3 TAF OB TR0 b igino Tz,
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TAMNIVUAEEY /T IHREN TTT72F I N7 )LVERE

1.8 IRFI3CE (%)

# 27 TAF ORPERE T 2 —# (GS-US-120-0118 3ER)

S fn i/ R S /) TSI D (%)
N e ]| P SE A (90% CI)
L F/TAF 200/10 mg+ATV/r F/TAF 200/10 mg B
TAFPK /37 2—% (10 f31) (10 fl)
AUC,; (ngeht/mL) 162.62 86.08 188.92 (155.37, 229.71)
AUC,,, (ngehr/mL) 160.28 83.89 191.06 (155.08, 235.40)
oy (ng/mL) 130.85 74.04 176.72 (128.19, 243.63)
o F/TAF 200/10 mg+DRV/r F/TAF 200/10 mg ~
TAFPK /37 2—% (10 ) (10 4
AUC,; (ngehr/mL) 76.73 73.54 104.34 (84.14, 129.39)
AUC,,, (ngehr/mL) 74.76 70.35 106.27 (83.59, 135.10)
Conax (ng/mL) 91.16 64.29 141.80 (96.11, 209.22)
o F/TAF 200/10 mg+LPV/r F/TAF 200/10 mg -
TAFPK /X7 A =% (10 ) (10 4
AUC,; (ngehr/mL) 113.27 7825 14475 (114.15, 183.55)
AUC,, (ngehr/mL) 111.07 75.70 146.73 (116.60, 184.65)
Conax (ng/mL) 145.42 66.41 218.97 (171.88, 278.97)
o F/TAF 200/10 mg+DTG F/TAF 200/10 mg B
TAFPK /X7 A =% © 1) (10 1)
AUCy (ngeht/mL) 106.61 9142 116.62 (93.49, 145 48)
AUC},, (ngehr/mL) 105.29 88.47 119.02 (95.83, 147.82)
Corax (ng/mL) 81.74 66.11 123.64 (87.79, 174.13)

51T, FLHIV IRIC L DB H 0, 7 A LA ZHNTINH ST D HIV-1 JEYERE %

®G:Z, F/ITDF 75 F/TAF ~U1 0B 2 7BR OB K OVLE 22 REd 258 1 FHERR

AR

(GS-US-311-1089 #ER) 1235\ T, PBMC H D7 / 7 /L U i (tenofovir diphosphate : TFV-DP)

REZRNELL,

AABRIL, F/ITDF 2 50 LY A N K HIRBRBRDH Y, 7 A LA FRNCHH ST 5 HIV-1
BYYEBE A XS E LT, 7—AX =L AT 25617 v a tBl a8 LT, 7—A X — L0 L
RV EIET v a U EAEE HT 2T 2 KRR Th 5,

FEROKEYET 2 EEOT > 2 ERLAEE AV T 2B PBMC H1 TFV-DP ##(%, F/TDF
BN AT 42 5@ -7 (3 28) , £7-, BEHEG- &7 3 Agent Z & 12, PBMC o>
TFV-DP J#J¥ % F/TAF $ 5 & F/TDF #5-RECHofig L7245, Z OO 1.7~9.5 %L 72>

7= (& 29) .

% 28 F/TAF 5B L F/TDF #5-H:D PBMC F TFV-DP DOJEEL. (GS-US-311-1089 3K5R)

PBMC 1 TFV-DP ¥ (pg/10° cells)

F/TAF (304 5]

F/TDF (265 %))

BATFEIIME (95% CI)

114.001 (100.899, 128.804)

27.781 (24.799, 31.122)

e/ SR

113.541

27.287

TAF/TDF ${offe/N — 3 I (90% CI)

416.100% (362.390%, 477.771%)
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TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

% 29 3" Agent Z & @ F/TAF # 58 L F/TDF # 58D PBMC H TFV-DP OIEE

(GS-US-311-1089 = B)

PBMC 1 TFV-DP ¥ (pg/10° cells) TAF/TDE
F/TAF GRERBLA) F/TDF (bt fiA) Sl frT L T — 26 7
o — Kefi B/ N P b
g | TR gy | BRI (90% CI) (%)
(95% CI) (95% CI)
106.571 32.724 325.664
DTG 24 1 50145 161.013) | 10 (20.960, 51.091) (198.902, 533.213)
oy . 5424 . 32.002 169.441
(20.281, 144.976) (13.222, 77.459) (64.761, 443.327)
‘ e 1 363,000 : 38276 947810
7o a UE AR (NA) (11.792, 67.799) (233.900, 3840.727)
HT ffH 137.937 31.464 438.402
NVP 65 | (102738, 185.196) | °° (25.240, 39.223) (323.162, 594.737)
167.293 39.920 550.127
RAL 3 | (122471,228519) | O/ (22.720, 39.403) (396.255, 788.945)
. ; 161.478 . 36.695 420057
(1.146, 22750.113) (14.161, 95.089) (42.736, 4531.321)
126292 23.208 544.164
ATVIE |30 1 96 649, 165.007) | 4 (17.062, 31.569) (389.197, 760.833)
7o a3 Ul A 78.879 33317 338294
LT i DRV/r | 82 (64.028,97.115) 69 (18.927, 28.725) (264.774, 432.228)
96.052 31.070 309.144
LPVIE 1601 g6 009 130.725) | 14 (13.040, 74.029) (146.581, 651.992)

EFV: T77ELYY, MVC:~7tRr7, NVP: XEJ Y, RAL: V77 H Y 7 A, RPV: UL
vy R
# 30 IR L7=45-1E DDI ABRIC 1T D TAF OB, W ONT TAF @ POC #BR, GEN O II
FAEG AR RBR & OV T ARG IRFRBR, % OV D/C/F/TAF O 11 MG AR CUNE S L7z TAF oI
R B A PR B L7 TAF Sl B 2 3% 311K LTz, 72, 215 OEKRBR 25, TAF 25 mg
it 10 mg HEEHHCEB T S, RER AN RSN TEY, 3 Agent Z0FH L72FD TAF
D IMAEFIRTE B OB SHELT 5 &, RTV XILCOBI L T 254137 > a BB ASELT %,
RTV JUECOBI & L2WGAIET Va BRLESEHT Z 0D Z L IFZ Y Th D L EX BT,
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ARNYLHEY /T )REN 75723 N7~ Vit
1.8 IRA3CE (R)

# 30 3" Agent fFHR GO TAF EMAEOEHICAW - ERRABR &

FRBRIE H YR HUF REBRNE W | Bk
GS-US- ATV/r, DRV/r, LPV/r X% DTG & @ .
120-0118 TAF 10 mg DDI 3t LA | 40
SRR A 7 [ GS-US- B ‘
1(;8:%55;1 TAF 25 mg RPV & @ DDI #5r A | 34
HIV-1 &Y BE I TAF 8 HIV-1
N bR S 28 _US. mg . , o
jb(gf; %ﬁfgg x| Booros TAF25mg | POC B : TAF Hilfes: BYIE | 25
| e TAF 40 mg B
PK/PD Bk
25 I AHER PR RAER  HRE R LT 24| HIV-1
232:580_2 150/%%%%?1% mg | HRIKXO 48 BROHIER VRS | BIIE | 113
P % S Al B
T BRI | 05 US LA | 5 UL RIS  BGERBR L LT | OHIV-1 | 438
B3 2 BB 5505 | 150/150/200/10 mg | 48 BHEON 96 BMHOFMIER O | B
%‘ﬁ 202-0111 é/l\i %ngﬁﬁ ‘%"\% 435
9 AR ER - R LC24 | HIV-1
GS-US- D/C/F/TAF . L " . e
BRI RO 48 SEOFMER N4 | RYYE 103
299-0102 | 800/150/200/10 IR~
T8 b A B
# 31 3" Agent fHABGRFOHELE F/TAF &5 &
i by AL REE F/TAF OHESE & (mg) TAF %4l & (mg)
ATV+COBI —b
ATV+RTV 19
DRV-+COBI 200/10 11
DRV+RTV 11
LPV/r 15
EFV 12°
RPV 24
c d
Ej\f 200/25 17 l 3eo
MVC —
NVP —

TAF ST A 1% 3 Agent HFFIFEO TAF @ AUC 0 3™ Agent FEOF R4 5 e BRI

LRFICRES VIR Y, A% A EE

: DDI #RBR D FHE72 L, #HELE F/ITAF %583 FEREIR T & OV TAF & ATV/r & @ DDI R % B &

D ERERFIC R T ARG E A E

: DTG IR FOEBEICEDL L TREG SN D A[EENH 5720, ZEJER K VR % & G5-REO i 540 2 18 7E
: DDI RO 72 L, #EL5E F/TAF #5821 TAF R OV Lt# HIV IGESE D IERGIR T B A Z &

o a o o

18224 BEDOFEICEHT H1&E

AHN a5 LTZBRD TAF N FTC OIEMBIREIC KT 2 B FEOFEL M 5720, mAin U —
/BRI BRI I FITAF 200/25 mg % #5795 55 T HHERR SR (GS-US-311-1386 #lR) % i
L7z, ARBroEz2R 32 18 LTz,
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ARNYLHEY /T )REN 75723 N7~ Vit
1.8 IRA3CE (R)

# 32 GS-US-311-1386 RER DO E

fERER AR 255 & L C, FTC KONTAF #5687 D A8 (F/TAF) 285 L7
B>, TAF } ONFTC OIEMENREIZK T 5 BFOREL MG 5,

fRFERAWERE & 6212, FITAF 285 L7-FE0D, TAF K ONFTC O IHEMENEEIC KT 5
T VA BREORBEEZMT S, H1MH - BIEAL - EEHR - HERS -2 B58 - -7

FEHW

A T — X — Rk
B R O IRSE D | » BE58F A ¢ F/TAF 20025 mg & & A 7 2 B A5t & 22l 12 B e O # 5
FHE & o ¥H#EB : F/TAF 20025 mg # A 3 ARG 2 BZICHER AR S
BERE S LEREVERENT RIS - 40 B (B 58F A - 40 B, BE5HEB @ 38 f31))

F/TAF 200/25 mg Z ZEfg@HRE S dm i v U — /@ lENT B IR I & G- L 72BRD TAF ) ONFTC D#E
WENRE T A — X xR 33 1TR LT,

BHFERULIZ F/ITAF 200/25 mg % 5 L7285, TAF O AUC L O Cogy 1, ZERERERE 5- & LR
LT, TIEH 5% MM N 15%0800 U7, toay W EZEERE TG 0.5 B CTH - 7= DICK L T,
BHEERG TS 1.0 FEE# LD, AFICLI2ERARO LN, —F, FTIC ® AUCj KO}
Conax 1 &, ZEMEIFEE G- & R LT, 2 HL 9% O 27%I800 UT2, iy (XZEMERECTHES- 1.0 I
% THST=DIZK LT, BFEEIE CTREG 20 RM%EERD, BFICIDIENNED LN,

BHEIZ LY TAF O MUEIR@EEIIIM L= b DD, 21V E T FEM S AU2e Ve K O 20 )5 e
RSN IC 1T IR EOFHNTH Y, BRKRICERDO B HETlXeroTz, Lk
DFERNOAANL, BFOEBIUERR TG AIRETH D Ll LT,

# 33 TAF RO'FTC OIEYENEE/ T A — Lt (GS-US-311-1386 7RER)

il fe /N R fE AT 5/ N TEIIED L (%)
REEL e IR G- (90% CI)
=, F/TAF 200/25 mg F/TAF 200/25 mg B
TAFPK /37 2—% (38 fl) (40 f31)
AUC;,¢ (ngehr/mL) 234.86° 133.91 175.38 (163.93, 187.63)
AUC,, (ngehr/mL) 234.02 132.53 176.57 (166.19, 187.60)
Cpnax (ng/mL) 180.00 212.94 84.53 (74.92, 95.37)
o= 4 F/TAF 200/25 mg F/TAF 200/25 mg B
FICPK /37 A =% (38 1) (40 151
AUC;,¢ (ngehr/mL) 9114.01 10002.77 91.11 (88.84, 93.44)
AUC (ngehr/mL) 8901.52 9758.42 91.22 (88.90, 93.60)
Cpnax (ng/mL) 1513.12 2058.61 73.50 (69.26, 78.00)

LS K DOEREIC BT AUC, A EH TS

18225 NREBFEODAERTEIZDOWNT

ANRHIV-1EYE BE O R i B4 R 2728, 128 E 18 s AR TR 35 kg LA _E D HIV-1
JRYYE B 2 x5 & L7z GEN O I FHERARRER (GS-US-292-0106 #klR) % 3k L7, AFER
DO A 34 1R LT,
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TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

# 34 GS-US-292-0106 RBRDOEE

B HIV K2 X D IEBERERN 22 NE HIV-1 BYYERE 2 %4 L LT, EVG, COBI,
FHEAM FTC KON TAF #5463 2l 688 (GEN, E/C/F/TAF) O¥WEhRE, Zatt, ARMEM
UL A VARG 2T 5,

Pt HIV FEIZ X D IEHRRRER 2 70\ VN HIV-1 RYSE RS (12 5Ll b 18 s> 35 ke
RERT A PLE) X812, GEN 25 LI-BRoOEyEE, Z4att, AEMELOHY A VA ENE
T 5, F WL - FFEEM - ZhaRIEN - 2 8 - BHERGEER

S - E/C/F/TAF 150/150/200/10 mg (TAF 7~ Vgt & LC 11.2mg) 2 &H T HRlAbEs
Ol 5 FHRIE D s p
BB R UK 1 H1E, Faificagis

LR Ko 500« 48 N (3 IEAE 24 S5

R EL FAS fftr kst G4 : 48 {5

GEN % # 5. L7=BE0 TAF X O FTC OIEMERE/ ST X — X281 2 /N BE O Rl AR 1t
THHAEE 35 TR Liz, 2B, RAHEBREIC OV TIE, GEN @ GS-US-292-0102 #Hk K& Y
GS-US-292-0103 BRDEAE A« W 2, T OfER, /INEBEIZ GEN 245 L712ED, FTC ©
MR BT AR & RS Ch o7, TAF OIBRFERIL, MRAPRE & ik L TRIETh o723,
B AR C i L 7= Mth> GEN OERARER (GS-US-292-0104 #5R) 128\ T, TDF 300 mg £ 5
i & RIS DPL T A L AIEMEDEER® H 7z TAF OBRFER O & [FIFRE Th - 72,

YL EOFERN SARBN, NEEE IS L CHEBEFRESNAZE TS D LW LT,

% 35 TAF K ONFTC OEYERE T A —Z k. (GS-US-292-0106 FA5R)

AUCtau* Cmax Ctmugh
TAF PK /X7 A —4
INREBE vs. RAEERE 70.72 (56.12, 89.11) 77.71 (59.88, 100.85) —
FTCPK /8T A —#
NREBE vs. BRABERE 117.08 (106.68, 128.49) | 113.44(103.49, 124.35) 97.49(83.42, 113.94)

(JE) 48 5, KT A—H O/ _FTMEO (%) KTN90% Cl Z75 LTz, *: TAF 1 AUCL. &7~ L7,

1.8.22.6 7 riRA VE & HEDIRIIEAER

AHITIX, GEN ORREERERZ W THME R L2 DE L 21T 572, GEN OffEERERE LT
X, HU HIV 3IC X 2R REBR S 72\ HIV-1 JEYEBE 2 xf R & L8 I F KRR
(GS-US-292-0104 7k & T8 GS-US-292-0111 &klk) K OWL HIV #IZ X H1RFERERNSH Y, AL
ZFHPTIH STV D HIV-1 RYWE B 2 505 & L 7255 TR ERIREAR (GS-US-292-0109 75%)
NE SN, ZNnHORBEEIC W TIE, [1.8.1 #hiE - bR () ROZFoREHE | 125
WL,

AIWEIZOWTIE, EEFIEE & LT FDA 23 EF L7z Snapshot f#fir 7 /v =) X A% v, #
5. 48 I S oI fE R HIV-1 RNA 873 50 copies/mL il Tdb - 7 EFI DR A FHM L, *fHRRE L
DIHPECHOWTHRGE LT, ZOfEH, GEN #5813 STB #5-1E J () F/TDF+3" Agent ¥ 5-FE(C
X LTIHLHETH D Z LR Shi,

LAPEIZ OV TIE, GEN #5-1EL STB # 55 K% O F/TDF+3™ Agent ¢ 51 & O TR X 2080
372, WIThOBRGEETH BAFRERMELZ R LT,
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ITARNIUEEY /ST RN TTT7 2F I KT~ /VERE
1.8 IfI3CE ()

1.8.23 AL - AEICHAEY A FERALOEE ()

1. AFNZ L DWRFIE, HTHIV BREIC SRR e FFoEMO b & CRRBT 52 &,

2. AANI= AR S HZEURONT JREN TT772F 3 N7~V D 2 iy 2 &4 LIZED
HBHETHDL, INOLORSEELRAEH LN &, £, T /HREL VY Tady
VT = VR 2 G e BRI OWT L, SRR LRV &,

3. BRI, 7L T F =07 VT AN 30mL/min LA ETHE Z L EERT LI L, F
7o, BAFEGR, 7L TF=0 7 VT T2 AN 30 mL/min AGICIE T L2 8BE1E, #&50%h
IEZZET DT L,

1.8.24 Fi&E - AECHEETHIHEALOEE () ORTERL

HIV JEYIE DIREBIIRIZ & 72 o CIE, WY 722 1R B AR K OV B 70 SEAI DR A A o & TR E
THOMENRD L, TOBIIT v a i AsE LT KOFREASE HT OEW3TIZoNT, fho izl
BIATG S3D Z EMRIRN D, HTHIV IRIEIC H e B A R RO b & TRt 2 & & L
77

FTC X O'TAF IZ2OWTIE, AANCZN O EZEA L TRY, MERG L5720, KH EOF
H3+2Z &R L7, £72, TDF 22\ TiE, TAF EFRERIC TFV O7' 8 R v 7R TH D 2
EDn, ARAIEOFAT 22 & &2HIR LT,

WHBRMGEE D 7 LT F =07 U T T2 AEIZOUVTIE, Cockeroft-Gault FFHEL ) B 5 H % 4 EK
KA EHEEE (eGFReg) 7% 30 mL/min DA b 70 mL/min A > HIV-1 BYYERE 65 L Lz
GEN D% 11 tHERARFER (GS-US-292-0112 #lR) DRl HRE Lz, ARBROMELZ R 36 12
~ LTS,

# 36 GS-US-292-0112 RERDOEE

BRJE D> O AR E O BSRERE E N & 5 HIV-1 JBYYERE 25 L LT, &5 24 BEFEIC
FHEHD 1} % EVG, COBI, FTC XU TAF & H 7 HHG6E (GEN, E/C/F/TAF) OERE S
T A— R IRT DB R MY 5,

BELE D b T OB RREREE 23 & © HIV-1 JYYEBH 2 H %I, GEN 85 L7zfRo
BT YA Lt AR OREEZ TS, 9 U - FEER - ShisxdkF - @=r— b
ARBR

» E/C/F/TAF 150/150/200/10 mg (TAF 7~/ lgth s LC 112mg) 2 &A T HEAHEE

ol I SHE R TNk R S
ff%ﬁ;)‘;ﬁ%}gﬁﬂ%“%w 1 B 1[ER%ES
B HAM - 96 B E (I EEEAm I 24 A
bR FAS fENTXTGER @ 248 5] (ART IRIFAREREE : 242 ], ART {REAREREE - 6 i)

W TP ORRERERE E A LBV, 1oPt HIV 3K K DI H V7 A L 22
Il ST D HIV-1 BYYERE O 9 5, eGFReg 2% 50 mL/min LAk /i TR L7 fE 5%
# 37ITR LTz, ZORER, eGFRcg 28 50 mL/min LA /A T, GEN O 54 0 eGFRqg HERIZ
EWTRBO Lo lo, EGERNLEMET 1 7 7 A4 IO T, BFERENIER O HIV-1
JRYYEBE & B 5 JITER D b h o7z,
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ITARNIUEEY /ST RN TTT7 2F I KT~ /VERE
1.8 IfI3CE ()

INHEDOZ END, KANZHOWTE, ZLTF =27 U T T AN 30 mL/min UL EOEE TIT,
FHEFSIIRETH D Ll L, BERBED 7 L7 F=o 27 V7 5 20 NS 30 mL/min LA
EEFRE LT,

2 37 R—=2FA 5D eGFRec ELE (GS-US-292-0112 RER)

N—RF A DGR NR—RF A HEDeGFReGA w420
50 mL/minKli (80%1) 50 mL/minb) b (16244) o
B il B il
5 4 B 79 0(-2.5,3.2) 161 -1.2(-5.3,3.8) -0.7 (-4.2,3.6)
P 5 8 B AL 80 0(-2.4,3.4) 159 -1.7(-5.3,4.0) -0.9 (-4.2,3.6)
e 512 SRR 76 0.7 (-3.6,2.6) 161 -1.2(-5.9,2.7) -1.0(-5.2,2.7)
B 524 HRER 76 1.2(-3.9,5.6) 157 -0.9 (-4.9,3.6) 0.4 (-4.8,4.5)
e 5. 48 JHIRE 72 0.6 (-3.4,6.9) 153 -1.4(-6.3,4.0) -0.6 (-5.4,5.4)
5 96 M S 70 2.1(-1.7,7.8) 147 -0.2 (-5.4,6.5) 0.6 (-4.6,7.2)

() R=AF7A oD LEOPIME (Q1, Q3)
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TARNYTEEL ST IEREN TTT7 2 R VERE
1.8 I 3CE (%)

183 HALDIE () RUZTOHREEH
1.8.3.1 EEW
18311 EEF ()

[&%5]

B REBMFRZ A0 L CWDRBE T, AHOHEGHILICEY, BEEHRFRIFRT 2%
NHRdHOT, ARORGZTWT 2583 H0EET 52 L, MIOEEEOL S, BHE
KT 2BENRHLOTHEETD I L,

1.8.3.1.2 & () OXREEA

AENIOERRS T 5 FTC KO TAF I3Vt B RIFR T A /LA (HBV) IZX LITLY A LA
ERZA L TW5, i Tld, HIV-I/HBV EEEEEFIZB W YR 25 AT 2 /WA 0HRE
R IC B BUBMERF RS EAL LIERI N HRE ST\ 5, 72, 1T LIFRESUIEE 2 H
THHEETIE, BEBEOIFAEEIITRERRICED Z L Rnb 5120, FETILIIME R B2
HE&, HEIThRTIUER DR, LR - T, AANTHLHBV 1EHZH 95 FTC KX TFV ©
BO7a N7 v 7K THD TAF 285415 2 L0 h, FRCIEREMEITR B A2 A4 5 BE THREK
TRIIHRNEIEL T 2B8ZN 0N 5720, BEL LT,

1.8.3.2 ZZH

1.8.3.21 EE (¥)

(#5 ROBEICITRELRNZ L) ]

(1) ARHIORSZ 5 UIBBUE OB D & 5 B

Q) 777 VveNERGROEE ( THEER) OEBMH)

18322 ER (¥) DXEEHA

(1) ARFN OB 15t LI BUE OB D & 2 BE AR &2 155 Lo 6, ImBUE 4 2 3 he
HERENT ENBERE L L,

QAHEIT Ty AENEEREET DT 7 7L EAEDH L2854, PBMC H0 TFV
JEREEAME TR L, 1590 OWTTOMHE 7 A L A D BN B D AIREMER 6 5 = L hH 2k
=& LT,
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ITARNIUEEY /ST RN TTT7 2F I KT~ /VERE
1.8 IfI3CE ()

1.8.3.3 FEALOIEM
1.8.3.3.1 EEHRE () RUEDHREEH

HERE (£) HEHH
HEOBKEREDHLBE (A NI XErOmPiREN ERI 5 (T3 | GEN o #F 4 i K 3R 5
WERE ] OEBH) ] (GS-US-292-0112 #BR) D#s

BROERNOZ L RU D
TENLVOHRMNLEESZIC
BRE LT,

1.8.3.3.2 FEELEARMIE () RUZDHREEH

HELEANER (B)

A E B

(1) AFIOFERICE L TIE, BEXEENICRb 22 TR OFEIZON
TELHHALRABEB/%, ERTDZ L,

1) AANT HIV BYYEORIGHEEK TR & s, BRI RRYYE % &1
HIV EYIE OHERIZLE D B 2 IE LT D HEMEDS B 5 0T, AHKIRE-
BtATE OB IR OB DN T TR CTHEYEICHET S = &,

2) AR DOEMBEEIZ L DEBIIOWTITHRED L ZARHTH DL Z &,

3) AAHNC X BiRERAS, MEAYER ST MiRIEYeEEC X D g~ HIV &0
fERMEZ KT SE 20 E I IFiEH STV RN &,

4) HUMEOHERR LICHEEZZEF LZY, RAEZFIELZY Lianz &,
5) AFNIOFARA L HMEEREZRZTZenH 5720, RAFOT X TORE
FazHYEIcRmET228 ( HEAEER) OESR) . £/, KHICHEK
FUZHT O IEAIE R 286, FRNCHEEICHET 2 &,

BEfEDOH HIV 3RIC b ol S
NTND—RRFELE L
THRE LT,

(2) =LA MUV EXILT /R BN %G ToREEE R R G B R L S oD BB
XX o ofFREEIC XY, BEERALEY ¥ F— ZA R OREMILE I
LD EEONIER MRV 23, ZHicZ<#EEINTWH0T, BT
¥ F—V A IR EE S RN S BRER UIREERE (TI/ b
FURAT 2 F—EB0R%RERE) BEDLIEHEICE, AR0KREE
—RPIET 52 &, RICHFEEDBRE 26T 2BFICBWTUIEET
5L,

EPNDO GEN O SCER W
ARENOKERN L EEZSE

> 2Lt

TR E LT,

PLHIV O ZHIGEAMIEEZ 1T - 1B T, SEERERERVERRED
wENRTWD, BERMGE, EBEENEIE L, EEED RSP EER
HEHFMRRE (v ansF VAT LAYy Ly IR, A A
BUANVR, 2a—FYRFREICLD D) FicxT I RERGHFEE
THIERHD, T, WEEEORIEICHVA CEER (FRIRHEGE
TUHERE, ZRMEMR, ¥T 2 - NU—EER, 7 N UREES) BSERTD
EOBERHDOT, TNHOMEREFMM L, HERHNIIEDRIERES
BT3ZL,

3)

AfREYE 269 5 HIV
EYSEBF BT, HLHIV
P 512 S0 0% A S
HERBBTHLEOMRERD
v, EEMETLMNERD D
EHIwT L, BEfF BT HIV 3E &
FIERICRRE LT,

@) AABERNZZ VT F =07 VT T A, REER OIRE A OB 2 i
5T &, Elo, AFEERLEMRLRAESICE Y BEOREBLZEERS
BEL, BHERED Y 27 2/ 5BFHITITMIE D > ORE b ERT 5
ol BEMEEAATIEAL OFHITEET S Z ENEE LW,

ENO GEN O SeiE i Or
AHFNOKEIRM SCEEZSE
ICREE LTz,

(5) FEREARAER K OBRRRBRIZB W T, BEEOKT & BRMOAL (LY~ —7
—OLEAPRD LN, BRPEOTTENTE I N, F/z, SLHIVEICED

AHI B Y GEN DS AR
B (GS-US-292-0104 X5,
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ANV BEEL /T IREN TT72F 3 R~V
1.8 IRA3CE (R)

HEREANER (R

BE L

TRIEREBR DN 22\ HIV-1 EYMEBE IS L, 7/ HRENL 7772 F I R7~
NBE % G T AN EE SN HEERBICBN T, BEEMIT LE
JiE 1] 23T b%htor%ﬂﬁ®%ﬁ@%5$%Xi%®M@E@ﬂﬁ$%
BT HRETIE, FORBEZITY, BRENBOLNEZEAICE, HE5%
ik 5%, @ERNLERITH Z &

GS-US-292-0111 # B & O
GS-US-311-1089 7RBk) Dk 5R
K OARH O K E IR SCE %
BEIHRE LI,

(6) =4 hU X ey LHEPOEAE, TANVARRRHEEAELTND T R
TV EEDRAILHEA LN b, £, TITVVROT S RENL Y
V7 a R T VIR A A TP HIV RIEIZRB W T Y A VAR R 5
5T, HIV-1 WHERERESR RGO MIS4V/I ERENRD bNT-HE, 73
TIOUKRORT JAREN DY T axI T BE R RANCERE T L L
DI THREOGEIIHIFFTE 20,

END GEN DU CER O
ARENOKERMN L EESE
ICRRE LT,

7 TOTRAEIIBITAT AN UF EORYERET IR ST
RO, DEB OEEER A K OB ABUEMITFR DT T RAFEIZIB T, Crax
OEFERBETDEBENELNTNDHOT, HBV RYYEAIEBREEZE D,
BERORBICEE TS Z L,

EWN?D GEN DORfITEES
EIZRE LT,

@H*mvﬁ®ﬁ%’ib W%%@ﬁﬁﬁ/ﬁﬁﬁﬁhé:kﬁ%é@f

HERRD SN HEITTE T 22018 21T 5 Z

BEfF O HIV I TIRIEN O
Bt/ ERHOMENH D
72, EWN®O GEN D¥sft3C
H R O O K EH A S
EEEIIHRELE, BB,
GEN #5488 152V Ry
A ka7 —ORBMEE
0.3% (7/2396 i) THYH, W
THb Gradel TH o7z,

9) =AU ERAD
EIXIHFOAFETEHEWI &)
Thb,

DIEFRRBRICB W CRBEGNBEI L, T ORBUHE
URIZEENTWD, TORKIIBED &= AR

EWND GEN DORfITEES
EITRE LT,

1.8.3.3.3 HEEAR () RUZDERFEEH

FEAER (5

ARE

T IHRENRRT A RY UF Y RERIKASIE & REEI 22 R
Pt E s,
FIREN TF72FIF: BF 7L A, CYP3A KT P-gp DIETh 5,
1) BRRZER BFRLRVZ L)

< FKFCHME >
) PFHEE FRcEETR L)

< FRFCHERE >

MBS L0 B

EN D GEN DOFRAFSCE LW
ARENOKERN L EESE
WZRRE L,
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ARNYLHEY /T )REN 75723 N7~ Vit
1.8 IRA3CE (R)

1.8.3.34 EIEA (X)) RUZDHXRTEER

AIER (%)

BE B

AANEERE : JLHIV IC L BIRFRBRH D, A LV AZRICMmE ST 5
HIV-1 BYERE E 3t & Lo AR oW R (%514 48 #HEF) 1B
T, 3334517 31 41 (9.3%) IZRIE RN FRD BTz, BAeBIWERIL, B 4461 (1.2%),
THI 4B (1.2%) FEThotz, (KRR

FURA YELAFER R - T HIV 3RIC L A1RFRER 2 e\ HIV-1 RYYE B
ERGL LI-ARIBDR S 2 a7 v A YA (AT 75 ELE LT
150mg, =T AX vy ML T150mg, =AY ZELELT200mg KO
FIRENL TIT7x2FIFELTI0mg 2EAT 2P0 HIV 3K) OygshiG# R
B (5% 96 W) 123N T, 866 il 367 fl (42.4%) IZRIERZES b
Too ERRIERAE, Bl 90 651 (10.4%) , T 63 4 (7.3%) , 58%% 53 5 (6.1%)
HETholo, £z, FLHIV EIZ L DRERBRDBH Y, UA LV ZAFITHIH S
TW5 HIV-1 JBYSERE 268 & L7 VR A YRR SE DORAMg R R (%5
% 96 W) 1ZINT, 959 fFilH 218 f5il (22.7%) ICEWEADGRO Hivz, 72
BIWEIE, THRI2561 (2.6%) , 226 23%) %CThot-, (KFEM)

AHIF N GEN OHgs AR
B (GS-US-292-0104 #X B,
GS-US-292-0111 3% B
GS-US-311-1089 & B K& O
GS-US-292-0109 7RBR) Dk R
EIRICRE LT,

() ERZRIER

1) BREXIIEEOBHEREET (1%AKm)
BHERE, BFRe, ABREe, INBRMSEERSE, 77roa=
—IEER, SHEERMEER, BHERRAEXIIBREOEE OBEHKER
ENBNDZ ENRHDHOT, EHMOITHREZIT %, BEEL+HS5ITTV,
BRBEEICREE N abbmtff%‘*u;t BEEPET 2%, BHER0
BE1TH 2 &, FRICBHREREOIENH 2 BESBRMED & 2 FHIN
BHEINTWLHRET :mzféﬁ“é Zk,

2) LT v F—Y 2 (BHERH)
HIRT v R—v ARBND Z & 75%;60)(“,
PRI 5%, BEIZAEEITY

DX O RGEITE, B’E

END GEN DU LEL K
AENOKERMN L EFEESE
IZF%E L7z, 723 GEN # 5
BB BT v R—
A O % B E X, 0.04%
(12396 fil) ThH o7z,

(2) EDORIER
TROBWEANEND Z L NHEDT, BELZ 5T, BRENBDL
NG AT HE B AT 2 L
<K KON RTINS >

AFKI KN GEN Difpsh iR
B (GS-US-292-0104 #XER,
GS-US-292-0111 & B ,
GS-US-311-1089 &k Br Jx OY
GS-US-292-0109 7&5R) Dk H
FIVCRRE Lz, FRALDFH
B %1%, MedDRA/] V18.1
EHEH L,

1.8.3.3.5 EIE~NDEE (F) RUZORTEER

s ~O&G (R)

ARE B

AHNOEIE BT A IEYEREITRFT STy, KAl EIZEE L T
BEONF, BEOLEEORT, A0HE, FHIESEZ+S5ICBETH I &,

AEIOBEEICES T D+
RBREIE RIS TR W
W, RENOKETISCEE S
BIZRE LT,
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ITARNIUEEY /ST RN TTT7 2F I KT~ /VERE
1.8 IfI3CE ()

1.8.3.3.6 1w Ew RIBFADOES () RUZDHTEER

BT SN TV, R (1) BN TT / AREALDRRIEA~
OBATRHREIN TN D, ]

) AFIRAFIEFRALEFIESESZ L, [T/ AEALKR LN U HE Y
DOt MIF~OBITHRHREIN TS, B, T /KN 777x2FIF
Ot MLH~OBITIIARATH D, Fio, o HIV EYWEERE X, A
D HIV e a T 2720, LRI EZEZ W EREE LY, ]

W, PEMG, RILEFE~OHL (R) A H
(1) TR SUTIEIR LTV D ATREMED & 2 VRIS, IR LGSR AL | i, R, RIFIIHT5
EES LHEENDHEIIORKRET L, UHRTORSICET 5% | MARBRIIER L TR,

LAV STV,
TFV } O FTC It hHLiH~
DOBITHHRESNTND Z
0D, AHIOKERRMN SCE
EHEICRE LT,

1.8.3.3.7 MEE~ADKRE (F) RUEDHREEH

INBEA~DEE () REEL
RHEARER, FrAaNR, 2LV, $hIR, 12 R IR E 35 kg Rimo/NEIZxt | GEN @ ¥ F& B K R B

T BEEMIEMENL L TR,

(GS-US-292-0106 #Bxr) D
BR OO0 72 /NNEE~D
BHOFEMREE L THRE
L7z,

1.8.3.3.8 BERES () RUEZDHREEH

HERE ()

A H

AFIOWER G5BT 27 — X IR 5TV D, @RS G RICHA OBIEE
WREARATH 2, WERERFICIE, ARORIER ( TRWER) O0EZM) o
WCHITBEEITY, BB C—RORHERIEZITH) 2 &, =AM &
Z U ROT /R EVIRIIRENTIC LD —HRE SN,

END GEN DOFRfT K
AHFNOKERMCEEZSE
ICRRE LT,

32




20xx £ xx AYERL (5B x hR)

goooobboggoooo

AHEM1

BAZEAR S ERES
4 IV R LR 87625
—_— \\® [_\
)§|J> 3 ~
M§§E§§Sum) T / t ﬁa = ﬁ LT
-_— \\®
TYOEEEEE HT
Descovy® Combination Tablets LT and HT
(ZLMYSREV/F/HREIL 5T FIFK LT HT
T IVEIER &) pp——
FEBED | X000000KKKKKKKX | XOXXXXXXXXXNKK
FE®  ERFZAHLE-IERE, =ERE EMAREL | 20xx E xx A | 20xx & xx A
R Eﬁﬁf‘?;ﬂ;;f”_cﬁﬁgé :ﬁtﬁﬁﬂlﬁiﬁﬂﬁ 5 AR5ERAsE | 20xx £E xx A | 20xx £ xx A
12 SRIIZRTFTD nZ -
1) EE-EMEOLASCEYERTHC L EfREIE | 2016548 | 2016%4A

(&5

BRUEMIFRZEH L TLHEETIE FHDRSHIEIZRY,
BRUEMIFRNBRT 2E TN H DD T, AFIDIXE % it
TRSEICETPEESTHI L, BITHERERDES, FE
LT BEETNAHHIDTEET H &,

(R (ROBEICERELENL) ]
(1) FEDOEA =3 LABECBREEDHLHEE
(2) T37LELEREHROEE ( THEERI OESR)

[#ARR - 1K1

TUAERARELT

soms | TLMUYSEY 200mg RUT/KEN 75T 17,
(fﬁ;§ S RUTLEE 11.2mg (F/REL 75372+
’ & LT 10mg)

JARANLAA—R Na, E)LA—R, RFF7YE
R Mg, RYUEZ)L7ILa—)L (EB5TAEY) . Btk
<yBad—), BEFERY, 210

MK - FF | REOT 4 LLa—TFT 1 VTR
Z Z 29 ~

(o}
o U

S 7 N ), L ), S
LE TE BIE

1. YRFELRIFIELRSy FEBATBHEEIL TVOE
BEEELT(TLM)SAESELT200mg RUT/ REIL
F5I7xFIRELTIOMg #E8H) #1810 14&&0
#5795,

2. YFFELRIFOESRAy FEFALBEWNGEIE T2
EBAHE HT (TLARYYAREYELT 200mg RUTF/ 7R
EIL 7571 F73IF&ELT25mg%2EH) #1B1E 14
BOK/S5T 5,

<Ak - AEICEETSERLOEE>

1. RFNIZ &K BAREIE 1 HV BRI+ ERBREFOEN
D ETHIRT S L,

2. AFNFTL MY R EVRUT/REL P52 FSF
IRILBED 2 ZDEEB LEEARETHD. ChOHDR
NEEOCEFEFRLENWI &, T, T/HREL PV
TaX VL ITLBEEFSCHEEICOVTEFALLENS
Eo

3. B5RMBEIC, JLTFZ2H Y TS URA 30 mLUmin
UETHBEEHRTEHE, 1=, RFIB5HE, 2L
FFZUHO YT S UAN30 mLUminkFHIIET LE=BEI1E,
BEDHILEEET S L,

H4 X REZ #9127 mm, EE $6.5mm, EE #360mg

#Ao—F | GSI-210

TYAEREHEHT

soms | TLMUYSEY200mg RUT/KEN 75T1F
(fﬁ$ S ROTLEE 28 Mg (T/REIL P37+ K&
’ LT 25mg)

JARANLAA—R Na, E)LA—R, RF7YE
e Mg, RUEZILTILa—)L (ERITALY , T8 2
B, wyo0d—\L, BEFEY, 2L

K- FIf | FROTALLA—T VT

L@ TE fRim

H4 X REZ #5127 mm, EE $65mm, EE #360mg

#Ao—F | GSI-225

[%hEE - $h4R]
HIV-1 B

<%hek - HHRICEET SERLDOEE>

AENZ K ZBBHE=>TIE, BEDEREERUVUARRLEA
ISIEEHHERE BETFEEFTH I VIERBLER &3
EIZTHI L,

[R% - RE]
BE, BARV 12 RUENDKRE 35 kg LLED/PMRICE, LT
DR - AETROKREY 5. REICKEL TR, HFHOHR HV
REGAT S &S

[ERLDZEE]
1 EERE (ROBECIIEEICERETSHCL)
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BERABREIZ, TIETYSELISOMgRUIESR
Ay k150mg EHIZTFVOERSE LT 2HEREFOKRSL
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6. /NR HIV-1 BEEBH

12 Ll E 18 MKRimTHARE 35 kg A LD/

LS

HIV-1 BB

BENRE LIS VRS VYEEROFERARICENT, &
HEERS OENBEERT Lz, & VRS VERARESH
ONRBEIZBHAILN)VEEY, F/KREL 7571
+3 FRUT/ RELOENERE/ S A—2 2R 3ITFT Y,

£ 3 FUM4 VEREAEREEOBEROILNIVEEY, T
JHREN TS5 3 FRUT/RELOEDBE/NRS

ILRYVEEY

F/HREL T5ITFIF

tmax (hr)

2.0 (1.0-5.0)

1.5 (0.5-4.0)

Chnax (ug/mL)

1.7#0.3

0.30£0.15

tyz (hr)

18.148.5

0.41+0.16

AUCi (Mg hr/mL)

10.5+2.8

0.35£0.11

FfERERZE, 976 (F/HREIL 73T7xF 3 FO tip R AUC, D 80 i)

toax - PRIE (B/ME—RKME)

BERABBREIC, TYIERAEHT 2EREOKRELE
D, TLAN)JVAECRUT/HREIL P37 KD
EEBEE/INS A—F ER 2ITRT 0,

£2 TUAERSRHTEERORSHROILNISFEVR

VT/HREN 757133 FOENEE/NS A—42

A—&
ILRYVEEY F/HREL F5ITFIR F/REL
tmax (F) 2.0 (0.5-5.0) 15(0.35.0) 30(0350)
Conax (MG/ML) 2.3:0.5 0.17+0.11 0.02+0.00
tuz (hr) 5.4£0.9 06£03 72.2¢117.5
AUCu (Hg-hr/mL) 14.4#35 0.20:0.10 0.29:0.05

ILRYTEEY

FT/HRENL 7SI FIFR

tmax (N1)

2.0 (1.0-5.0)

1.5 (0.5-4.0)

Crnax (Hg/mL)

1.6:0.4

0.28+0.18

tuz (hr)

22.3t11.6

0.47+0.13

AUCi (g hr/mL)

9.7+1.9

0.40£0.17

FHEHRERE, 1166 (F/HKEL 7573 FD ty, R AUCH DFH 95 )

toax : PRIE (B/ME—RKAE)
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BEYD Crax R AUC T, TNEN 27 RV 9%IET L,
15%ETFTRU 75% LR L=,
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e
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F/IREIL 7SI R BOKER KEDEZKR
VIO 7—SOHTF TV UARUVIFHBOAILRFIIL
IXRFI—HE1I2&YF/RELIZRBISN, Z0%, T/
RELZY UBICRBIE N 299, CYP D FRERBERESR
ZAVEBEIZENT, T/KREIL 7571F 3 RILCYP3A
ThIMIRHE ESh, TOREEEEL 1.9 pmol/min/pmol CYP
<H-ot=

Bt

ILRN)VAEY  BEHBEICTLRN) SR EY 200 mg
EREHRSHE “C-IL M) VAEUEBEREL-EC S,
BEED 86%IERHIZ, 14%FEPIZEUR ST D, BY
PSS URNEEYI LT F=Uo0 )75 0RELERA-1=2 &
Mo, RERAS1BERAE~DRESEZEOEAC KL SHEMA
REENEY,

T/HREI PS5ST71F3 R BEHEBREICYC-T/REL 7
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47.2%MWEFIZ, 36.2%AKFICHM SNz, TOERDIE
F/HRELTHY, EhD 99%, RED 86%%E L=, &
=, BEED 1.4%NT/KREIL 757+ 2 FELTRE

FHETERE, Lo PRIE (B/ME—BAD)

2445 (F/HREN 75723 K, T/ HRELD ty, RU AUCw, 1F 23 i)

7. BRREEEEZHAT S HV-1 BEFESRE
TLMYSREY:OLT7F=2HP )T 52 AA 30 mUmin
REDEEDBEHREEEEZHE T IHWEREICHITS, TLLY
LA ET200 Mg BERSEOIL NI AEDD Con BU
AUC (X, Y LF7F=29 )T 35 2RH 80 mLmin BDHER
FHIZx L, FRAENH 30%E U 2000 LF L=,
FIHREN PST7FIR:HLT7FZUHYTSUAN
15 mL/min A L 30 mUmin RiFDEEDBEHEEEEEET S
WERE CGEBENER) I2B1+5, T/KREL 757z F=
K25 mg BEEIEESEDT/REIL FS5STF I KO Cha R
VAUCIE, VLT7F=29 Y752 RH 90 mL/min DK
BEICHL, ThETh 79%RY 2% EFEL, T/HRKELD
Coax R AUC £, ZREN 179%R U 474% L5 LT 2,

8. FFEEEE %87 5 HIV-1 BREGEBE
ILMYSAEY FHREEEZ2ET H2HBEICHITIEY
BIREITRRET L TULVELY,
F/HREN 757 xF 3 F:BEOF#EEES (Child-Pugh
PEUVSRA AN EETIHEREICEITS, T/HREL TS
JxF 3K 25mg BEIEBEROT/REIL P57+ K
D Coax R AUC [, FFHEEEEEWERE T L, TNEN 11%
RUBWETL, T/HREILD Coux XU AUC (X, T ThH

3N KRV 11%E T L 1=,

ERE

TEEORFKERS

(Child-Pugh #8495 X B) 28T 2HBREIZEIT5, T/
REIL 757123 F25mgEEBRSHDOT/HREIL T3
TIFIFD Cou B AUC (&, BFHBEEEMWEREIHL,
FREN 19%KR VU 13%EFR L, T/ RELD Cou XU AUC
1Z, ZhEN 126K U 3%ET L1= 2,
WFNOEPICENTE, EEOF#EEESE (Child-Pugh
DY SAC) ZHETHEHBREICES ITHEMEREIIRETL T

(AYYAN

9. RYMEER

(1) FEERERIZE 1T 5 M EERFR

TLRYIAREY OATIDEBTH S 2,

F/HREIL FSI72F3 K P-gp., BCRP, OATP1B1
BV OATPIB3 DEBTHS P, £f-, T/ HREILE,
OAT1, OAT3RU MRP4A MEEBTHY, OATLIZXNT B
FUOAEERA (ICsfE : 29.3 M) ERLE= 2%,

(2) BRERIZH T2 EYBEEARR
BERAIZR L, AFIRIEAFIOEMNESEEET HEE]
EHRELEBRE LE-EO, AFIOAEYES ISHAEDSE
MBE~ADEEER 4~6 ITFT,

£ 4 GRAEREROT/REIL 757 ) S FOENEMRE/ S

A—5tt
# EOES 7/ REIL Hh GRS JEB RO T/ REL 757
] BREORE | 75227 | B |73 FORMBESS A5 L O0RERER)
x *3 e s FORE Coen Com
h
i
N\
4 300 mg 25mg 26 0.43 NC
E“ 1H2M@E A (0.36,0.51) | (0.40, 0.51)
>
26)




7 3) AFIE ALY B

HER

E4) FURAVEALRE AV EYBEHR

K5 GHHEBREROILL)LSELOEPBBNS A2

# o T/ REL thFIBRES IEBEAR DT/ REL 75T
] BREORE | 75523 | B |3 FORRBEAS A5 QOWERER
EY “ I FORAE Cex AUC Coin
7
f;t’ 300 mg
N 10 mg 1.77 1.91
A h?; ;f@loo mg ) 10| (1.8, 2.44) | (155, 2.35) NC
v
27)
a
=
>
2 150 mg 8mg 12 2.83 2.65 NC
?; 1A1@ 181@ (2.20,3.65) | (2.29,3.07)
S
28)
800 mg
5 +OEYRE Y b 25 mg 11 0.93 0.98 NC
L 150 mg 1B 1@ (0.72,1.21) | (0.80, 1.19)
+ 181ME
E
v
27) 800 mg
N 10 mg 1.42 1.06
2 | +U FFEN 100mg HE 10| (0.96,2.09) | (0.84,1.35) NC
1A1@
S
)
4
g 50 mg 10 mg 10 1.24 1.19 NC
Z 181@E H[E (0.88,1.74) | (0.96, 1.48)
N
27
I
7
7
£ 600 mg 40 mg n 0.78 0.86 NC
v 1810 181@ (0.58,1.05) | (0.72,1.02)
-~
v
28)
II{ =}
£ 800 mg
%5 | sy r £ 200m 10 mg 2.19 1.47
REA g 10 NC
)E )E s HE (1.72,2.79) | (1.17,1.85)
P
Y
)
=
B 25mg 25 mg 2 1.01 1.01 NC
] 1810E 181E (0.84,1.22) | (0.94,1.10)
>
29)
+
v
Iy 50 mg 10 mg 19 1.00 0.96 NG
b B[ 18 1@*Y (0.86,1.16) (0.89,1.03)
>
30)
Vi
&
85
ne
M 400/100 mg 10 mg 24 0.80 0.87 NC
5‘%/< 1A1@E 18 1@E*Y (0.68,0.94) | (0.81,0.94)
T3
N
17
S
NC : REH

# e . AR FEHRB DI L Y S8 EV DR
B f#.ﬁl&ismj??f It%\p'})l)ﬁﬁ /; Q WMBRE/NS A =2t (90%IEFER)
x k - Conax AUC Cain
;{ 800 mg
¥ +AEYRAY b 200 mg n 113 1.24 131
}li 150 mg 18 1E*Y (1.02,1.24) | (1.17,1.31) | (1.24,1.38)
o 181M@
I
P
7
£ 600 mg 200 mg n 0.90 0.92 0.92
% 181M@ 181@E (0.81,0.99) | (0.87,0.96) | (0.86,0.98)
~
v
28)
t
v
Iy 50 mg 200 mg 19 0.90 0.84 0.94
0 BE 181@%Y (0.82,0.98) | (0.81,0.88) | (0.90, 0.99)
>
30)
Vi
*
85
NE
B 400/100 mg 200 mg 24 1.02 1.01 1.02
3‘%2 181 18 1@*? (0.97,1.06) | (0.98,1.04) | (0.97,1.07)
o
3B
P
S

X 5) AFIE AV EMBERER

X 6) 7R YEERERV-EMBERR

. = N HhFIGF R FEGERBDI LN Y SR EV DR
4 HREORE | ZAP S B 0B A5k (0EREM)
x i - Conax AUC Cain
e
7
'3 0.05 mg/kg 200 mg 2 0.89 0.95 1.03
i 182@ 181@%" (0.83,0.95) | (0.91,0.99) | (0.96,1.10)
R
32)
2
7
4
7z 500 mg 200 mg 0.90 0.93
2 HE HE 12| (0.60,1.01) | (0.87,0.99) NC
=
)
33)

NC : REH
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£6 T/HREI PSI7xF 3 RITIIBENHE, H¥oRkav
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< 300 mg 25 mg 26 0.70 0.77 NC
E, 1820[E B[ (0.65,0.74) | (0.74,0.81)
>
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7
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27)
a
=
>
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800 mg
+aEVREY b 25 mg 14 1.02 0.99 0.97
M 150 mg 18 1E*? (0.96,1.09) | (0.92,1.07) | (0.82,1.15)
ER 181ME
=
I
27) 800 mg
" 10 mg 0.99 1.01 113
) |+ bFEL100mg HE 10| (0.91,1.08) | (0.96,1.06) | (0.95,1.34)
181M@E
F
L
-
Vi 50 mg 10 mg 10 0.87 0.98 0.95
Z 181E A (0.79,0.96) | (0.93,1.03) | (0.88, 1.03)
U
27)
|'{ =]
£ 800 mg
¥+ Y 10 mg 1.00 1.00 0.98
g |tV hFEL200mg HE 10 | (095 1.06) | (0.92 1.09) | (0.85,1.12)
L 181@
27,/
= 2.5mg 25mg 18 1.02 1.12 NC
S HEEEO 181M@ (0.92,1.13) | (1.03,1.22)
J
>
I 1mg 25mg 0.99 1.08
) HEIRA 1818 | ¥ | (089 111) | (1.04, 1.14) NC
]
X
'é 25 mg 25mg 2 0.93 1.01 1.13
7 1816 181@ (0.87,0.99) | (0.96,1.06) | (1.04,1.23)
29)
t
¥
= 50 mg 10 mg 1.14 1.09
7 #E 1a1E2° | 20 | (0.94,1.38) | (0.90,1.32) NC
>
30)
&
m§
] 100 mg 1.30 1.50 1.60
% g 181M@ (1.17,1.45) | (1.35,1.66) | (1.44,1.78)
® 2
31)
D]
'\ 10 mg
% 1a1EEY | % 1.23 137 e
¢ (1.07,1.42) | (1.24,1.52)
I
31) 400 mg
E) 181M@E
-0
2 1.29 1.48 1.58
# T (1.25,1.33) | (1.43,1.53) | (1.52,1.65)
mE
3L
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1. B HIV EICEDABRRBEMREV HIV-1 BYEEREERHRE
Liz4 o RS YEE RO KRR

292-0104 SER K 1 292-0111 REE*: R 4 1) EJL FER A& (T

JLEFFFELELTISO MG, AESRE Y k& LT 150 mg,

ILRYYREVELT 200mg RUT/HREL v TnO
FUIILTRIEEE L LT300mg 2E5AT HHHVE) &3t
BELEEFAL-EFREITHRAB 2HRBOBRERT
IZRY (5% 48 BEERU 96 BE) , 48, BRIZEL
T 292-0104 RERICHA AN SN -#EEE 10§l (& 2RA
VESERSH 46, RZVEILFESHEIRSE 6 ) I
B+ 3% 51% 48 BEED HIV-1 RNA £4% 50 copies/mL ki
DHWBRBEDEGE, ¥oRA VYEAFREHRURZYEL
RESHEZREREHIZ100%TH 1=,

£ 7 292-0104 REAR U 292-0111 RERDEER (B 5% 48 BEs

£9 311-1089 RERADHER (5% 48 &)

KHEBLLOA VD
#5558 (33341)

ILRYYREV/TFIREL U
VI7RFVLITLBEESTLY
AU OREHSE (330 41

DA WRPHIEHR
HIV-1 RNA 2 50 copies/mL i

314 (94.3%)

307 (93.0%)

BRZE (95%ISHEXFH)

1.3% (-2.5%, 5.1%)

YA L RBE KB

1 (0.3%)

5 (1.5%)

B (%)

¥ 12) #5% 48 BEFOMIE P HIV-1 RNA 4% 50 copies/mL KL L DEFI, ARHBORINKR VBT

4.

S YBRMITHIE LIER, AFEFR RL, ARHRORMRILHB LS OBl THIE LIES
D55, PIEEEOMEES HIV-1 RNA 4% 50 copies/mL LA T & > f=EHl

B OHIV E(C K BEBRERNHY, VMILXERICHFHESH
T3 HIV-1 BREBEEHRE LIS VRS YEEERD
EREREABR

292-0109 5B *® : TARYSREL/F/HREL Sy TnO
FUINITRIVBIEZEO L DA U BT VR4 YERAREICT

¥ 10) 5% 48 X 96 BEF D M3Ech HIV-1 RNA £4% 50 copies/mL LA EDERFI, AEHED RN

R U 96 BB YBZTIED, 7oA VYREROBNERUVLREE 15
202-0104 $8k 202-0111 B8k T5EOICEEL, TLARNISAEYF/HREL SVT
Yufqr | RBUELE | Fukqk | REUELE OX VLTI BIEEET L DA VBGIREEBE L&
Pty " Pty " e i
meEESN | mEEESE | EmERESH | EaRusH HEALFERETLBRRBOBRER 10 ISRT (¥5H% 48
48 88 ERFR U 96 EEF)
e w05 w1 206 a5 & 10 292-0109 ABRDFER (B 5 48 BRR U 96 HEF)
L RIAR (93.1%) (92.8%) (91.9%) (88.7%) - ILNISEEL T/ REL SUT
50 copies/ml i ;{ng'f{;‘g;?{ OFULIILBEEETLIA LD
bl 0.5% (-3.0%, 4.0%) 3.1% (-0.9%, 7.1%) - RIS (77 5D
(95.0029{E#R ) 2 S A SRR 48 88
e 10 13 11 18 23 =
ANREHREH (3.0%) (2.5%) (4.2%) (5.3%) z&fgﬁgﬁ%mpieym - 932 (97.2%) ‘ 444 (93.1%)
96 Bt BREZE (95%NIEEREME) 4.1% (1.6%, 6.7%)
ﬁ&iﬁf?* 388 381 362 358 DA L REHIRBIIE 10 10w | 6 (1.3%)
50 contesimL. i (89.2%) (88.29%) (84.0%) (82.3%) G EE
AL REHHE
izﬁz/féﬁﬁ[zrﬁ) 1.3% (-2.9%, 5.5%) 1.7% (-3.3%, 6.8%) HIV-1 RNA £ 50 copies/imL 53 890 (92.8%) 425 (89.1%)
BREZE (95%NIEEREME) 3.7% (0.4%, 7.0%)
e 210 16 11 23 24 )
A NAERIB) (3.7%) (2.5%) (5.3%) (5.5%) A JL R RSB 23 (2.4%) | 8 (1.7%)
Bl (%) BB (%)

¥ 13) 5% 48 BXIF 96 BEF DM EEH HIV-1 RNA &4 50 copies/mL LA EDIER], SARHEORM

BRUBSHICEYRBIChIE LR, FEER RC, ARNRORMIILBEFBHUSN OEH TH
L LERID 55, HubB0miEs HIV-1 RNA 84 50 copies/mL LLE T & f=Ef

2. BHV RICEDARBBRAT HIV-1 BREEBHEERNRE

LEZLFEL/TESREY N/ TLN)YREV /T
JiREN PS5S7xF3 FORIIBERER (FILFELE
LT800mg, aEYR4w bELT150mg, TLMYY
AEYELT200mg RUT/HREINL 757z FIREL
T 10mg Z2HT 5 HIV E) OEKHER

299-0102 889 4L+ EJL 800 mg, AEL R4 v k150 mg
RUILNYIVREV/F/REIL SVTOFIIILTTILE
BEBE L-EEAL_EERUTHERBROERER 8
IZRY (5 48588 .

8 299-0102 RERDIER (B5 48 88F)

FILFENL/AEVRE Y b/ | FIFEL, AEVRE Y+

ILRYDAREY/T/HREL | RUVILMN)SEEY T/
T757xFIRITABE | REL PYTRFILITIL
BEAGIRSE (103 4)) EIEIREE (50 f))

AL REHHE

HIV-1 RNA & 50 copies/mL i

79 (76.7%)

42 (84.0%)

= (95NIEHEXM)

-6.2% (-19.9%, 7.4%)

4 L RRRIRRIE

16 (15.5%)

6 (12.0%)

B (%)

SE11) 5% 48 BRFDMIEH HIV-1 RNA 4% 50 copies/mL LLEDER], SAFHRORMKR VR I<

&Y RMICHIELIES], AEFR T, ARHRORNRIEHIEUS OEE THLL LI=5EH
D5, fLEOMmEH HIV-1 RNA 84850 copies/mL LLE T & - -5EH]

3. Hi HIV ZEICKHARBRENRSHY, I1LREMICIFESHh

TW3 HIV-1 BEFREENFE LI-ERRAR

311-1089 FER ¥ : TLRYSAE Y /F/HREL v 7O
FUIITIIBEZED LA UL ERFIZETL DA VI
PUBZED, AEOENERVERLEERTT 5012
EELf, TLAMJIAEV/TF/REL Sy TOxoo
TIVBEEET L DA UGIREEBE LI-BEAILIES
RITHEGBROERER 9ITTT (R5% 48:88F)

1

2.

RURSBISE Y RMISHIE LR, AEFR, T, ARMRORMIILHAB LS OEHTH
W UERDS S, PIEFEEOMmEED HIV-1 RNA 4% 50 copies/mL LAt T & > f=fEfl

(€ 3E-2:5))
EFRRF
TLRYOBREY : TALARYVAEVIE, PFOUDERR
JLA L FFEEARTHY, MIBERBERICEY ) VEMEShT
LRrYUREVE-ZY UEERD P, TLNYVREY B
=Y UBEIHVAREEREORETHITAF O OFOY
5-Z UBRLHBET A ERUFHET A LA DNA IZERY A
FNT-ZIC DNA HBRFFILESED I LITKY, HIV-1#
EEBROEUHEEET S, TLM)VEEY 5-Z 1 U
D HIV-1 #EEEERICKT HEEEH (Ki @) & 0.17 uM
THADIZHL, EFDDNAKRY AS—Fa, B, e BRI
a2 K7 DNAKRY AS—Fylzxtd 3 KiflElk, #h¥
n6.0uM, 17.0 uM, 150 yM R 6.0puM &% Y, Sh s
WHEBILRYSAEYB-= ) VEOBZERIZHEL O,
F/HREN PSI72FSIR:F/HREL P57 F3 FIE,
T/ RELDKRRAKRUT I FBEIO RS 9T (2-FAXL7
T/ 0— ) VERFER) THB, T/HREIL TIIF
2 RIE, mMEPORERIEL, HlENBEEEEL, K
MEZHEVI Q7 7—SHhDOAT TV UAIZE Y INKS
BEZITTHRAIZT/ RELEEET S, 0%, MR
BERICEYY UBIEEZH, T/RELZY DEBELS Y,
T/ RELZY VB, HIV-1 BEEEBEORETHITH
FOTF/OUS-ZY UBERAETHIERUDNAIZERY
RAENT-RIC DNA HBRZEFELESEEH I LITEY, HIV-L
HEEEEROEEEZMAET S5, 7/ RELZY VO HIV-1
HEERERICZNT S KifElX 0.21 pM THHDIZHL, E R
DDNARY AS—F o, BRUI a2 K7 DNAKRY A
S—EyIcxd S KifElX, TNEh 5.2puM, 8L7 pM R
505uM &R Y, Chslcxd T/ RELZY) VEEORE
YEFIZEELY D949,

o4 ILRHERA (in vitro)
ILMYIREVRUT/REIL 75723 FEMAE
BERTIME L2 ARNGRYMILAFELIEO SN,
ILFYSREY: B T o/ SEBREEMBE, MAGI-CCR5
Bk R U R M B kA RIS EMEA A AT, HIV-1 DX



EREM R UERD BERICHT AL N SR EV DI
AEMETM LIz, TLARY A E LD ECy fEIX, 0.0013
~0.64 UM DEETH 1= 4,

F/HREIL PSS FSF: b T U/RFEREMBE,
Bk /o007 7—CRUKRMEMY /B ESHEER
WT, HIV-1 OEBRERR VBRI BRICHT 5T/ REIL
TS57xF 2 ROMIANRERETELIz. T/ REL 7
57143 FOECyIEL, 0.1~15.7 nMOEE TH > 1=,

3. EHImE

(1) in vitro HE&
IALM)VAEY : TAM)VAEVICHT DREZMIE
'Fli,As)HIV-l WEEEEERD M184V/I TR LBEENEDH S
nt=*,
F/HREN P57 FIF:F/KREL P5T7F=
RIS 9 2 BEZHAET L= HIV-1 588 TIE, K65R %
BMNKELTHY, KIOEZRL—BHICRH SN,

(2) EREREER
B HIV FICK BAEBREBENBE D HIV-1 BREERE : v
A VERESHRDEGKRAER (292-0104 HEEU 292-0111
HER) TBWVT, ML REMEREHTE SN HEBEED
55, 5% 96 BRXIERBHICHBRPLELE G >BAD
Mm% HIV-1 RNA £/% 400 copies/mL {8 % = #HERE M
S8 LT= HIV-1 24T L, 194 (2.2%, 19/866 ) M
BEFERURBEBITERNE LN EEFRMBTE
B, TLM) DR EVRIET/ REILDEEMMEREE
ZEMN 1 DULERHLNI=DIE, 10 ] (1.2%, 10/866
Bl) THo=z, BHONF-ZERIX, FETEZREED
M184V/l (9 5) , K65R/N (24l) BU K70R (141) ,
A T S—EEEO Te6ANNV 2 51) , E92Q (4 4l) |
Q148R (1 f5I) RV N155H/S (2 f5l) THho1=. F1=,
RRBBFAHEREIDS, TLR)DFEVITHT HREZMHEN
FARKIIX LT 285A 5 117 {&HBIET L 1= HIV-1 o Bk
HY 8 5l (0.9%, 8/866 ) 2, T/ HKREINIZHT BREFZ
HEDEFERRICKT LT 3 FET LIz HIV-1 2BERRAY 1 I
(0.1%, 1/866 f5l) IZEB&H BT=,
FIFEL/AEVREY R/ TLN) VB EY /TR
EIL 7572 FI RO LBERSEDOEKIR
(299-0102 HER) I1ZHLVT, VA IILRFHRKEHESH
=HBEDS B, B5% 48R ILREHIZHBR P L
=B mMmiEdh HIV-1 RNA £4° 400 copies/mL ##8 X 1=
BEREMN D DBEL 7= HIV-1 ¥ Z 47 L, 6 651 (5.8%, 6/103
) OERGEFERVRBERBIIERIF ONT, BEFE
BITEREND, TLA M) VA EVURIET / RELDEERM
HREEEEMN 1 DUEROSN-DIE, 1] (1.0%, 1/103
) THo 1= BHON-FEL, BT EEREE D K65K/R
RU MLI8AM/N TH o1z, £z, RERBIHEEMS, T
LRYIBEVRUT/REICHT DBEZHICKELE
IFHL, TL M) DR EVIZHT 2RZEDETIXERE
BHIZH L 25, T/ RENLNICHT HZEZHEOETIXEE
¥IZHL 0.731&THo 1=,
B OHIV BICKZAREBRNHY, VM ILIZHICHHS
NTWS HIV-1 BRFERE : R4 VEEAROBEKS
ER (292-0109 ER) I2HULT, #B5% 96 BB TEEGF

BRUOKRBUBITORAREGST-RERED 55, 3/41(0.3%,

3/959 1) ICTLRY LA EURIFTILETS S EILOT
HEENRO SN BEFEBNERECROONEE
I, HETERMEE D M184V/I (3l) RUA VTHS5—
THEED E92Q/G (26l) THot=. £f-, RELMBITHE
Bhn, TLR)DAEVICHT BREZHEMNEFERRICHL
T3.8fEM D 117 fEHBIET L 1= HIV-1 2 B4k HY 3451 (0.3%,
3/959 f5l) I, TILETIFENICxT DRZHENEFFEH
2%t LT 10 f&ET L= HIV-1 5 B4 AS 1 451 (0.1%, 1/959
F) 12RO DNt BE, T/ RELIZHT 2RZHEDE
TIEEBHNEM DT,
4. ZEmYE
ILMYSAEY BBRIGEERFESTEOM TREMME
NROLNE=, TLARYSAEVTHED M184VI ZEEH
TAHV-1HIE ST VI L TREMEEZRLE. £
=, ZINAENL, P87 O0RUT/RELDFEEIZEY in
vivo CHIE L1z KSR EREH TS HIV-1#TlE, TL Y
DAEVITHT HRSUDETAREE SN D0,
F/HREI 7571+ 3 F:K65R R K70E EE %D

HIV-1 %%, Z/NAEL, $8/Y Y, SETYY, TAb
JOBREVRUVUT/RENIZHT Z2BEZHDETZETRTH,
CRICUIHT H2RBRZHUEMHIET D, T69S —ERALE
XIZK65R #&5L QISIMEALTEEHL, REBRFEEE
HEERIZEHMHEERT HIV-1 &, T/ REILIZHT B
ZHDETZERLE D25,

(BRSBTS ELFHAR]
—fi&% : TLKYTREY Emtricitabine
{£=24 : 4-Amino-5-fluoro-1-[(2R,5S)-2-(hydroxymethyl)-
1,3-oxathiolan-5-yl]pyrimidin-2(1H)-one
SF3 : CgHioFN3O3S
DFE : 247.25
eEEEX -
NH;

N* F

|
O')\P:I
HO—. O
H"gj‘u
K AB~HFEABOMERTHY, K, A2/ —LIZET
PFL, FERZMYIIIZEITFIZLL, B4 v 70O
ELIZEBHTETFIZ LY,
B & 9 155°C
HEERE : -043 (AU 52/ —IL K)

—f&% . T/REIL T3+ FIOTILERE
Tenofovir Alafenamide Fumarate

1E%#4 : 1-Methylethyl N-[(S)-{[(1R)-2-(6-amino-9H-purin-9-yl)-
1-methylethoxy]methyl}phenoxyphosphinoyl]-L-
alaninate hemifumarate

SFH (C21H29N6O5P)2-C4H404

F=E : 1069.00

LFHEER
NH,
4 O CH
ol 2T .
L\N N 0o &F *|+ Hoo TR

< @ 3
CH3

% R AB~KAEXIIABE~KTALEEFRBOMKTHY,
AR/ —=)LIZEITHRT L, T2/ =)L (99.5) [TH0E
[F49 <, KRIE2-T O/ —JLIZHOPEBFIZLL, 7
2 hORET7TERZ FYIILISHEITFIZCL, LT VIZHE
HTHEIFIZL LY,

B s $132°C

SERE 1.6 (1-A9 8/ —I)IL/pHT D) U EMEREER)

2
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TAMITEEY ST REN TTT7=2F I R RS
1.9 — AL FMCER D S0

1.9 —RMERICHRIXE
191 TLLYSREY

1) EEHR—RMATT (JAN)

BIR 1 O EBY, EREL—BEAFRIIER 16 427 A 16 HATHEAFARE 0716001 512XV i@
FETe,

JAN (HA4) T AR THAEY
JAN (GE4) : Emtricitabine
FEEZC
NH-»
N~ | F
O%N

—_ _O.i
et
S
b4 (HARZ)  14-T7 3 J-5-7 4 0-1-[(2R,55)-2-(E K& A F)L)-13-4 %V F 47
S-AME Y 2P U200H)-F
k54 (3e4) : 4-Amino-5-fluoro-1-[(2R,5S5)-2-(hydroxymethyl)-1,3-
oxathiolan-5-yl]pyrimidin-2(1H)-one

2) EF—#&2& (INN)
[E|BE—#% 4 1% WHO Drug Information, Vol. 13, No.3, 1999, List42 {ZX ¥V, emtricitabine & L T
r-INN (I S A7z,



TUANYUEE ST REN T T T 2F I RV
1.9 — AL FMCER D S0

192 T//HREIL 737z F3IRFITIILEEE
1) EERK—IRMET (JAN)

B2 O LRV, BN —EAILFTEK 27 45 H 18 HAFSERFA T 0518 55 5 52 &L v s
T,

JAN (HAA) LT/ REN T T T2 RV
JAN (E4) : Tenofovir Alafenamide Fumarate
&
Nz o) CH3
N % ,H
k\ OJ O o H3 ¢ Hoc S CON
L 2

b4 (HAR%) @ N[(S)-{[(1R)-2-(6-7 X / 9H-T'V 2 -9-A JL)-1-A F )L h XA F )L} 7
T ) XVIRAT 4 ) ANL-T T =2 1-ATF T TF I I T~V
fb5dn (3E4) : 1-Methylethyl N-[(S)-{[(1R)-2-(6-amino-9H-purin-9-yl)-1-

methylethoxy]methyl } phenoxyphosphinoyl]-L-alaninate hemifumarate

2) EE—A#&4% (INN)
[E| B —#%4 1% WHO Drug Information, Vol. 29, No.1, 2015, List 73 {2k Y
& LT r-INN (2 S vz,

, tenofovir alafenamide
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Metofluthrin

H3C CHj
F O/CH3 H3C  CHj F O/CH3
I o . N (0]
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15-1-Al1

Gemtuzumab Ozogamicin (Genetical Recombination)



15-1-A2

Atazanavir Sulfate

CHj
@)

HsC
O H %H3H OH H
Hiew L L N AN N__O H2S0,
307N > N7 Y CHs
H o (H H /H o
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CHs

CH3
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Adenosine




15-1-B1

Esomeprazole Magnesium Hydrate
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N8 NN cHg Mg

15-1-B2
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O CHs

3H,0



15-1-B4

Luliconazole

15-1-B5

Lercanidipine Hydrochloride
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| |
O i 0 H3C CH3 CHj,4
NO,

15-1-B6

Iguratimod

HLC H 0
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s |
O O _CHO



15-2-B1

Febuxostat
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S
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CHj CN
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Interferon Beta-1a (Genetical Recombination)
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Solifenacin Succinate
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H
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NJ\O’@ HO,C™ "2
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Oxaliplatin

H, H
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15-2-B5

Insulin Detemir (Genetical Recombination)

15-3-B1

Omalizumab (Genetical Recombination)

15-3-B2

Tenofovir Disoproxil Fumarate

NH, o
CHj
N7 TN o o/\oJ\o)\ ___CO,H
N /" ¢ it HO,C
N~ N 5_—~-">o__0._0O._CHg 2
\—:<H \ﬂ/
C-:Hg O CH3
15-3-B3

Anecortave Acetate




15-3-B4

Entacapone
)
02N AN Nk/\CH3
CN
HO CHj
OH

15-3-B5

Mozavaptan Hydrochloride

HCI

15-3-B6

Vedaprofen




15-3-B7

Cefovecin Sodium

CHs CO,Na
|
.0 O .
N N XN o
H H
N N=- s
H,N— | o HH
S

15-3-B8

Darbepoetin Alfa (Genetical Recombination)

15-3-B9

Emtricitabine
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tebipenem

Tebipenem Pivoxil
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: Elotuzumab (Genetical Recombination)
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Elotuzumab is a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human SLAM family member 7 (SLAMF7) monoclonal
antibody and framework regions and constant regions derived from human IgGl. Elotuzumab is
produced in mouse myeloma (NSO) cell line. Elotuzumab is a glycoprotein (molecular weight: ca.
148,000) composed of 2 H-chains (y1-chains) consisting of 449 amino acid residues each and 2 L-chains

(k-chains) consisting of 214 amino acid residues each.
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Tabalumab is a recombinant human IgG4 monoclonal antibody against the human B cell activating
factor belonging to the tumor necrosis factor family (BAFF), whose amino acid residue at position 231
in the H-chain is substituted by Pro. Tabalumab is produced in Chinese hamster ovary cells.
Tabalumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 450 amino acid residues each and 2 L-chains (x-chains) consisting of 214 amino acid

residues each.
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dioxaborolane-4,4-diyl}diacetic acid
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5-[(4-Bromo-2-fluorophenyl)amino]-4-fluoro- N-(2-hydroxyethoxy)-1-methyl-1 A-benzimidazole-6-

carboxamide
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2-[(3R,6 E,10 E)-3-Hydroxy-3,7,11,15-tetramethylhexadeca-6,10,14-trien-1-yl]-3,5,6-
trimethylcyclohexa-2,5-diene-1,4-dione
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9 H-fluorene-9-carboxamide monomethanesulfonate
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1-Methylethyl N-[(9)-{[(1£)-2-(6-amino-9 A-purin-9-y1)-1-
methylethoxy]methyl}phenoxyphosphinoyl]-L-alaninate hemifumarate
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Pembrolizumab is a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human PD-1 monoclonal antibody and framework
regions and constant regions derived from human IgG4, whose amino acid residue at position 228
in the H-chain is substituted by Pro. Pembrolizumab is produced in Chinese hamster ovary cells.
Pembrolizumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 447 amino acid residues each and 2 L-chains (k-chains) consisting of 218 amino acid

residues each.
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(4 RS)- N+-(6-Methoxyquinolin-8-yl)pentane-1,4-diamine diphosphate
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(3R,5a5,6R,8aS9R,105,12R,12ak)-10-Methoxy-3,6,9-trimethyldecahydro-1H-3,12-

epoxyl[1,2]dioxepinol4,3-1lisochromene
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(1R9-2-Dibutylamino-1-[(2)-2,7-dichloro-9-(4-chlorobenzylidene)-9 H-fluoren-4-yllethanol
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[6-Hydroxy-2-(4-hydroxyphenyl)benzolblthien-3-yl][4-(2-piperidin-1-ylethoxy)phenyllmethanone

monohydrochloride monohydrate
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4.2.2.1-1 |in Rat Plasma (heparin) Using High Performance Liquid _, etal. NZO.EIH . H ' ok [AENERH &5
Chromatography with Mass Spectrometric Detection
[010520/PDW] The Determination of GS-1278 (R-PMPA)
in Rhesus Monkey Plasma (EDTA) Using a High _ - _ o vt | g
4.2.2.1-2 Performance Liquid Chromatographic Mass Spectrometric 20.$.H . H sk |FEPEER 2
Method
[010521/PHZ] The Determination of GS-7340 in Rhesus
4.2.2.1-3 [Monkey Plasma (EDTA) Using a High Performance Liquid _ ’\'20.415IH . H _ o (fENEE 5%
Chromatographic Mass Spectrometric Method
[993680/MYS] The Determination of GS-1278 (R-PMPA)
in Dog Peripheral Blood Mononuclear Cells (PBMC) Using _ N e war|
4.2.2.1-4 High Performance Liquid Chromatography with Mass 20.$IH . H W | AT 25
Spectrometric Detection
[AA01240-RQZ] A High Performance Liquid
Chromatographic Mass Spectrometric Method for the _ ,\, _ N we| =
4.22.1-5 Determination of Total GS-1278 (R-PMPA) in Monky 20.£,3Iﬂ . : WA | FEEORE 25
PBMC
[BA-120-2003] Abbreviated Validation of a Method for the 2ol N
4.22.1-6 |Determination of GS-7340 and R-PMPA in Rat Plasma by | | N ARNEEEEE 2& E‘ i L q I | (| s
HPLC with MS/MS Detection
[BA-120-2004] Validation of a Method for the 2ol N
4.2.2.1-7 |Determination of GS-7340 and R-PMPA in Mouse Plasma _ 2&$1H L A _ Wi [HENEE &%
by HPLC with MS/MS Detection
[BA-120-2005] Abbreviated Validation of a Method for the 2ol -
422.1-8 [Determination of GS-7340 and R-PMPA in Rabbit Plasma | || | [ 2& E‘ o L ’ I | o || s
by HPLC with MS/MS Detection
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[BA-120-2010] The Determination of GS-7340 in Rhesus
4.2.2.1-9 |Monkey Plasma Using High Performance Liquid _ NZO.E.H I §] — Wsh | FENERH 5%
Chromatography with Mass Spectrometric Detection
[BA-120-2011] The Determination of Tenofovir in Rhesus
4.2.2.1-10 |Monkey Plasma Using High Performance Liquid _ NZO.EIH . H _ sk [HENEE &%
Chromatography with Mass Spectrometric Detection
[BA-120-2012] The Determination of GS-1278 (R-PMPA)
in Rhesus Monkey Peripheral Blood Mononuclear Cells _ - _ 5 vt | g
4.2.2.1-11 (PBMC) Using High Performance Liquid Chromatography 20.£E.ﬂ . H sk |FEER 2
with Mass Spectrometric Detection
[BA-120-2013] A High Performance Liquid
Chromatographic Mass Spectrometric Method for the _ - _ 5 wel %
4.22.1-12 Determination of Total GS-1278 (R-PMPA) in Monkey QO./EEIﬂ . H oL | RENER 2%
PBMC in PBS
[TOX-120-001] A High Performance Liquid
Chromatgraphic Mass Spectrometric Method for the _ - _ N we| =
4.2.2.1-13 Determination of GS-1278 (R-PMPA) in Rat Plasma 20.$.ﬂ . H Y | REPVERH B
Specific to Gilead Sciences
4222 WL
[99-DDM-1278-001-PK] Analysis of Data from SRI Oral _ - . . e o
42221 i availability Study M059-98 of GS-7340 in Dogs 2off -l Il Gilead Sciences, Inc. Ll ot
[AD-120-2014] Collection of Samples for Determination of >l N
42222 |the Pharmacokinetics of GS-7340-02 and GS-7340-03 After [ 2& EII ﬂ‘ q I | || s
a Single Oral Dose to Mice
[AD-120-2015] Collection of Samples for Determination of >oll=D -
42223 |the Pharmacokinetics of GS-7340-02 and GS-7340-03 After [ ] g& EII ﬂ‘ q [ RS
a Single Oral Dose to Rats
[AD-120-2016] Collection of Samples for Determination of
the Pharmacokinetics of GS-7340-03 After a Single Oral _ 200l A ~ _ e we| %
4.2.22-4 Gavage Dose to Male and Female 001178-W (wild type) 20‘$ ARH sk |FENEER 2%
Mice
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[AD-120-2033] Plasma and Liver Pharmacokinetics of Sl L ~
42.22-5 |Tenofovir Alafenamide (GS-7340) Following 7-Day Oral [ e Gilead Sciences, Inc. s |t E | 5%
R 200 B
Administration in Male Beagle Dogs
[AD-120-2034] Plasma and Liver Pharmacokinetics of
42.2.2-6 |Tenofovir Alafenamide (TAF) Following Single Oral B - ~0fff=4 e Gilead Sciences, Inc. s | iiEE | 5%
Administration in Male Beagle Dogs
[AD-120-2037] Concentration Dependent Permeability of
4.2.2.2-7 |Tenofovir Alafenamide through Caco-2 Cell Monolayers _, etal NZO.EIH . H Gilead Sciences, Inc. Mo | ENERH 2%
(5.3.2.2-172 )
[D990175-PK] Toxicokinetics of a 28-Day Oral Gavage _ - . . . e | =
4.22.2-8 Toxicity Study of GS-7340-02 in the Beagle Dog 20.$.H . A Gilead Sciences, Inc. WS | FEVEORE 5%
[P2000087] A Single Dose Pharmacokinetic and Oral N . . N wat| %
42229 1gicavailability Study of GS-7340-02 in Rhesus Monkeys I 2ol il Gilead Sciences, Inc. o | HARN| 8%
[P2000114-PK] Toxicokinetics from a 28 Day Toxicity _
42.2.2-10 [Study of GS-7340-02 and Tenofovir (GS-1278) el & Kl E Gilead Sciences, Inc. Mok (KGR %
- etal.
Administered Orally to Rhesus Monkeys
[R990130] Tenofovir (GS-1278) Plasma Pharmacokinetics
42.22-11 |Following a Single Oral Dose of GS-7340-02 in the Male [ e & B OE Gilead Sciences, Tnc. WSk | R 3%
Albino Rat
[R2000065] Comparison of Plasma Pharmacokinetics in
Rats of Tenofovir Following Oral Administration of GS- _ - . . N et | =
4.2.2.2-12 7340-02 or Tenofovir DF as Either a Suspension in CMC or 20.ﬂilﬂ . H Gilead Sciences, Inc. WS | FEPVEERY B
a Solution in Citric Acid
4223 5
AD-120-2009] Absorption and Distribution of '*C-GS- 20| ~ . _—
42231 |l I o I | o | 2
7340 Following Single and Multiple Oral Doses to Dogs ca pI0 22 1 [E % t i =
[AD-120-2011] Pharmacokinetics, Absorption, >l
42232 [Disvibuton, nd Excretonof “C-G-7340 Fotlowing Oro NN <+ | RIS~ | O | o |sovnen| 5

Administration to Mice
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[AD-120-2020] Pharmacokinetics, Distribution, >l W

42233 |Metabolism, and Excretion of C-GS-7340 Following | NSNS, - -1 5!% H‘ 1 | 5 || 5
Single Oral Administration to Rats
[AD-120-2026] Plasma Protein Binding of GS-7340 _ - . . Y Ll =

42.2.3-4 (5.3.2.1-1 ) ZO.fﬁlﬂ . H Gilead Sciences, Inc. sk | (ENEE 5%
[D990173-BP] Analysis of Data from Oread BioSafety

422.3-5 |Study G545 "Tissue Distribution of “C-GS-7340 in Beagle | | N | 0B+l B~ Gilead Sciences, Inc. wEsh et s
Dogs Following Oral Administration"

4224 1R

[AD-120-2008] Profiling and Identification of Metabolites
in Selected Plasma, Urine, Bile, Feces, Bone, and Liver

42.2.4-1 ol Adr i B RN | N | | s
Samples from Dogs after Oral Administration of “C-Gs- . . . * *
7340
[AD-120-2012] Profiling and Identification of Metabolites
in Selected Plasma, Urine, Feces, Kidney, Liver, and Nasal

4.2.2.4-2 |Turbinate Samples from Mice after Oral Administration of _ ~20.45|5I H . H _ s | HENEE &%
"C-GS-7340 and Stability of "*C-GS-7340 in vitro using
CD-1 Mouse Hepatic Microsomes and Plasma
[AD-120-2017] In vitro Activation of GS-1278, GS-4331

4.2.2.4-3 |and GS-7340 in Primary Human Hepatocytes (5.3.2.2-6% _, etal. NZO.@IH . H Gilead Sciences, Inc. st [ HNEE 25
)
[AD-120-2021] Profiling and Identification of Metabolites

4.2.2.4-4 |in Selected Plasma, Urine, Bile, and Feces Samples from _’ etal. Nzolglﬂ . H _ stk x| s
Rats after Oral Administration of '*C-GS-7340
[AD-120-2023] In vitro Metabolism of GS-7340 in Hepatic

4.2.2.4-5 [Subcellular Fractions from Dog and Human (5.3.2.2-10%& _ N20.¢IH . H Gilead Sciences, Inc. WL [AENERH &35
)
[AD-120-2024] In vitro Metabolism of GS-7340 in

4.2.2.4-6 |Intestinal Subcellular Fractions from Dog and Human _ NZO.EIH . H Gilead Sciences, Inc. s | AENEEH 5%

(5.3.2.2-112H)
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[AD-120-2025] In vitro Metabolism of GS-7340 in Plasma _ . . 5 e
2.2.4- ~ Gilead S Inc. TNERH =
42247 1gom Dog and Human (5.3.2.2-12%/#) 20.£ﬁlﬂ . . read selences, fe W | HARN| 85
4225 ik
[AD-120-2007] Pharmacokinetics, Absorption, and N ik -
42.2.5-1 |Excretion of '*C-GS-7340 Following Oral Administration _, etal. 2& ﬁ!l ﬂ‘ A _ Mo [fLNEE 2%
to Intact and Bile Duct-Cannulated Dogs
422.6 MR RIS AER GERER)
[AD-120-2003] In vitro Assessment of Human Liver
422.6-1 |Cytochrome P450 Inhibition Potential of GS-7340 [ ] ~0f e Gilead Sciences, Inc. sk (s 2%
(5.3.2.2-12 )
[AD-120-2004] Cytochrome P450 Metabolic Reaction _ . . e e
2.2.6- . ~ Gilead S , Inc. ENEE &
4.2.2.62 Phenotyping of GS-7340 (5.3.2.2-2%:/) Zolﬁlﬂ I . tead Serences, fne o | AR s
[AD-120-2005] In vitro Assessment of Induction Potential _ . . 5 -
- ~ 1 Inc. wEH &
42263 | 0 7340 in Humans (5322035 1) 20.$IHIE| Gilead Sciences, Inc o [(ENEE 2%
[AD-120-2006] In vitro Assessment of Human UGT1A1 _ . . 5 Seun
- ~ 1 Inc. #EH 2
42264 1 uhibition Potential of GS-7340 (5.3.2.2-418) 2l il Gilead Sciences, Inc il i
[AD-120-2013] Effect of GS-9350 on the Bi-Directional
42.2.6-5 |Permeability of GS-7340 through Caco 2 Cells (5.3.2.2-5 [ ] ~0fl=BF Gilead Sciences, Inc. WS | Ak B
Z )
[AD-120-2018] Bi-Directional Permeability of GS-7340
4.2.2.6-6 |Through Monolayers of P-glycoprotein and BCRP Over- _, etal. ~20.¢IH . A Gilead Sciences, Inc. st | HNEE 25
expressing Cells (5.3.2.2-7&#)
[AD-120-2019] In vitro Assessment of GS-7340 Inhibition
4.2.2.6-7 |of Human OATPIBI1, OATP1B3, Pgp and BCRP (5.3.2.2- -, etal. NZO.E.H I A Gilead Sciences, Inc. o [fLNEE 5%
8 M)
[AD-120-2022] In vitro Assessment of GS-7340 as a
42.2.6-8 |Substrate for Human OATP1B1 and OATPIB3 (5.3.2.2-9 [ R ~20l= e Gilead Sciences, Inc. sk |iEE| s
ZH)
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[AD-120-2027] Effects of HIV Protease Inhibitors and
Pharmacokinetic Enhancers on the in vitro Metabolism of - . . o v | 5
4.22.6:9 GS-7340 in Human Intestinal Subcellular Fraction _’ ctal. ZO.QEIH . H Gilead Sciences, Inc. g | FEPVEDRE| 55
(5.3.2.2-135 1)
[AD-120-2031] Effect of Inhibitors of Cathepsin A,
Carboxylesterasel, and CYP3A4 on Metabolism of _ - . . e wel| %
42.2.6-10 Tenofovir Alafenamide Fumarate (GS-7340) in Primary » etal. 20.ﬁ5|ﬂ . H Gilead Sciences, Inc. WS | FENETRH 2
Human Hepatocytes (5.3.2.2-14%1)
[AD-120-2032] Evaluation of Induction Potential of GS- - e wel %
4.2.2.6-11 7340 in Cultured Human Hepatocytes (5.3.2.2-15% /) - 20.¢IH . . " | HARE| 85
[AD-120-2035] Effect of Cyclosporin A Pretreatment on _ - . . Y Ll %
4.226-12 Pharmacokinetics of Tenofovir Alafenamide in Dogs petal. ZO.ﬂilﬂ . : Gilead Sciences, Inc. W | AL B
[AD-120-2036] Studies to Determine if Tenofovir
Alafenamide (GS-7340) is an Inhibitor of OAT1, OATS3, _ - . . Y Ll %
422613 16011, 0CT2, MATEI, and BSEP or a Substrate for OCT1 etal. | 20l Glead Sciences, Inc. Mo (TR 25
(53.2.2-162H)
[AD-120-2040] In vitro Assessment of Human Hepatic
4.2.2.6-14 |Microsomal Cytochrome P450 Mechanism-Based _ NZO.@IH I H Gilead Sciences, Inc. o | ENERH 2%
Inhibition Potential of GS-7340 (5.3.2.2-18%: )
4227 OOy ERERER
4227 [FRYUEE L
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423  wMEAER
423.1 HiElFL LR
[D990181] An Acute Oral Gavage Toxicity Study of GS- _ I @ K ~ _ 5 S
4.2.3.1-1 7340-02 in the Beagle Dog oIt G2 Bl [l sk [AENER 25
42312 [R990133] An Acute Oral Toxicity Study of GS-7340-02 in _ Tl RE ~ Gilead Sciences, Inc. wis |mae| s
Sprague-Dawley Rats 200 R F
[R990185] An Acute Oral Toxicity Study of GS-7340-02 in _ I & Ll Bk _ ; el %
423153 1¢ Albino Rat i = Bl [E i | HAEE 25
4232 KEHESEERR
[D990175] A 28-Day Oral Gavage Toxicity Study of GS- _ 19| ARH~ _ 5 gk =
4.2.3.2-1 7340-02 in the Beagle Dog 200 FR AR N et I
[P2000114] A 28-Day Toxicity Study of GS-7340-02 and >oll=L N
42.3.2-2 |Tenofovir (GS-1278) Administered Orally to Rhesus _ 2!&& H Wsh | HNEE 25
Monkeys
[R990139] A 7-Day Repeat Dose Oral Toxicity Study of _ It &2 Ll ks . . Y s
- S Inc. ENEE &
4.2.3.2-3 GS-7340-02 in Sprague-Dawley Rats 20 FRA P Gilead Sciences, Inc Al et =
[R990182] A 28-Day Oral Toxicity Study of GS-7340-02 in _ I & L ~ _ [y vz %
42324 | >ol-H W ok | AENERH 25
[TOX-120-001] A 26-Week Oral Gavage Toxicity Study of _ 20FRIRE ~ _ 5 e =
42325 165.7340-02 in the Albino Rat 2011 lH Ol L e
[TOX-120-002] A 9 Month Oral Gavage Toxicity Study of 20 $I Iz -
4.23.2-6 |GS-7340-02 in the Beagle Dog with a 3 Month Recovery [ ] — ok [N 2%
. . o B E
Period for Selected Animals
[TX-120-2003] A Tolerability Study of GS-7340-02 by _ 20, HH ~ Vs izl s
4.2.3.2-7 Oral Gavage in the Non-pregnant Rabbit 20 F Wi | IR 55
[TX-120-2006] 2-Week Non-GLP Oral Gavage Dose ol ~
42.3.2-8 |Range-Finding Toxicity and Toxicokinetic Study of GS- [ ] 2& % ﬂ‘ EI I | a3

[\
|
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[TX-120-2007] 13-Week Oral Gavage Toxicity and 20 F4A ~ _ e vz
4.2.3.2-9 Toxicokinetic Study with GS-7340-02 in Mice _ 20 FR P sk [AENER | 25
4233 @naEERER
423.3.1 InVitroRBR
[V990212] Salmonella - Escherichia coli/Mammalian- ol -
4.2.3.3.1-1 [Microsome Reverse Mutation Assay with a Confirmatory _ | 9‘ E‘)& A _ o | HENER 2%
Assay with GS-7340-02
[V990213] L5178Y TK "~ Mouse Lymphoma Forward 19 $I A — ] )
4.2.3.3.1-2 [Mutation Assay with a Confirmatory Assay with GS-7340- ] 20 EI}% H I Mo | HENER 2%
02
42332 InVivo iR
[M2000113] In vivo Mouse Micronucleus Assay with GS- _ 2044 ~ _ o Frvge| =
423321 |00 0 =l E ot | FENEER 25
4234 DAJRMERBR
42341 RHIDAEMERBR
[M990205] An Oral Carcinogenicity Study of Tenofovir _ 20 A ~ _ e k| =
4.2.3.4.1-1 Disoproxil Fumarate (Tenofovir DF) in the Albino Mouse 20F) P AN e
[R990204] An Oral Carcinogenicity Study of Tenofovir _ 20, J*IEIFJ H~ _ e vzt
4.234.1-2 Disoproxil Fumarate (Tenofovir DF) in the Albino Rat 20, ﬁlﬂ H sk (FEPSTRH 25
42342 FEHSUTHH AR
42342 [Z4ERRL
42343 Z OO
42343 [ZEERRL
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4235 EHEFEAEEVERER
42351 ZARBEKROGEIR E TOXMILIEAICR T 2Bk
[TX-120-2012] Oral Gavage Study of Fertility and Early >oll= N
4.2.3.5.1-1 |Embryonic Development to Implantation with GS-7340-03 _ A 0‘ Eﬁ‘ ﬂk i _ Mo [FLNER &%
in Rats
42352 & - BIRFEAICE T 508
423501 [TX-120-2001] An Oral Range-finding Teratology Study in _ by 2 ) ~ sk |emae| s
the Rat 20 F AR
[TX-120-2002] An Embryo-fetal Development Study of _ 20044 ~ [ wel %
4.2.3.5.2-2 GS-7340-02 by Oral Gavage in Rats [t @2 Ll | ok AR 25
[TX-120-2004] A Dosage Range-finding Embryo-fetal >oll=L e ~
42.3.5.2-3 |Development Study of GS-7340-02 by Oral Gavage in [ 28' EEL HI. q _ sk (LR 2%
Rabbits
[TX-120-2005] An Embryo-fetal Development Study of 200 R A QE ~ Y wel &
4.2.3.5.2-4 GS-7340-02 by Oral Gavage in Rabbits _ v = JE] [l W [HRER 85
42353 HAERTKROHAEROFE AN QNS A OBEEIC BT 2 R
[R990202] Oral (Gavage) Developmental and
Perinatal/Postnatal Reproduction Toxicity Study of GS- _ 200 ARH ~ _ N wet| %
4.2.3.5.3-1 4331-05 (bis-POC PMPA) in Rats, Including a Postnatal 20 FIV P sk (FEPETRH 25
Behavioral/Functional Evaluation
42354 FAEREROIZHER
42354 |[ZEERRL
423.6 fAPTRITHMERER
[TX-120-2011] Primary Dermal Irritation/Corrosion Study ply @2 B ~ _ N geel| %
423611 ith GS-7340 in Rabbits 200l P W AR 85
[TX-120-2013] The Bovine Corneal Opacity and 200 FRARH ~ e we| %
4.2.3.6-2 N T sk | FENEE 25
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4237 ZOMOEFEERER
423.7.1 BURMERER
[TX-120-2014] Assessment of Skin Sensitization Potential >l -
4.2.3.7.1-1 |using the Local Lymph Node Assay in the Mouse _ Q&EIIE‘ . _ Mo [fLNER &5
(Individual animal approach)
423.72 SuEwMERAER
42372 [Z4ERRL
42373 FMERBLOBF BT 2B
[D990142] Five-Day Oral Toxicity Study of GS-7340-02 It G2 L ~ e A
4.2.3.7.3-1 and GS-7503 in Beagle Dogs _ 20 RP AN i o
[R990177] 7-Day Repeat Dose Toxicity Study of GS-7304- _ I B2 Gl RS . . Y v
- lead Inc. TNEEH &
4.2.3.7.3-2 02 and GS-7503 in Male Sprague-Dawley Rats plt) =3 | Gilead Sciences, Inc AL | PR s
[R990186] A Pharmacological Assessment of the Effect of _ 190‘F A ~ _ o s 5
4.2.3.7.3-3 GS-7340-02 on the Renal System of the Rat 20 PP Ol et e
423734 |[R2000044] A 6-Day Repeat Dose Oral Exploratory Study | %‘i‘iﬁ N Gilead Sciences, Inc. wash |aemveet| s

of GS-7340-02 in Male Sprague-Dawley Rats

42374 (RAFMERER

42374

L L

423.7.5

1REM D TR

4.2.3.7.5

LRl L
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423.7.6 A OREEMRABR
[TX-120-2008] 2-Week Oral Gavage Qualification Toxicity _ 20[FR ~ _ 5 Frvge| =
4.2.3.76-1 and Toxicokinetic Study of GS-7340 in Male Rats ply 28 JEl = s (AR 55
[TX-120-2021] 4-Week Oral Gavage Toxicity and >oll=1 -
4.2.3.7.6-2 | Toxicokinetic Bridging Study with GS-7340-03 in Sprague 2& Ell ﬂ‘ q I | a3
Dawley Rats

423.77 OO

42377 [EMERL
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Mechanism for Effective Lymphoid Cell and Tissue Loading Following Oral . ) ) .
4.3-1 Administration of Nucleotide Prodrug GS-7340 Babusis D, et al. Mol Pharm 2013;10 (2):459-66 2
Differential Antiherpesvirus and Antiretrovirus Effects of the (S') and (R)
Enantiomers of Acyclic Nucleoside Phosphonates: Potent and Selective In Vitro and .. Antimicrob Agents Chemother 1993;37 (2):332-
43-2 . . : . Balzarini J, et al. P =
In Vivo Antiretrovirus Activities of (R )-9-(2-Phosphonomethoxypropyl)-2, 6- 8
Diaminopurine
433 Cathepsin A Is the Major Hydrolase Catalyzing the Intracellular Hydrolysis of the Birkus G. et al Antimicrob Agents Chemother 2007;51 (2):543- Bz
' Antiretroviral Nucleotide Phosphonoamidate Prodrugs GS-7340 and GS-9131 us ’ 50 -
434 Activation of GS-7340 and Other Tenofovir Phosphonoamidate Prodrugs by Human Birkus G, et al. Antiviral Res 2007:74:A57 Bz
Proteases
Activation of 9-[(R )-2-[[(S)-[[(S)-1-(Isopropoxycarbonyl)ethyl]amino]
4.3-5 phenoxyphosphinyl]-methoxy|propyl]adenine (GS-7340) and Other Tenofovir Birkus G, et al. Mol Pharmacol 2008;74 (1):92-100 &
Phosphonoamidate Prodrugs by Human Proteases
o .. 19" Conference on Retroviruses and
Intracellular Activation Pathways for GS-7340 and the Effect of Antiviral Protease . o .
4.3-6 o Birkus G, et al. Opportunistic Infections (CROI); 2012 March 5-| 2%
Inhibitors [Poster J-115]
8; Seattle, WA
4™ Conference on Retroviruses and
4.3-7 Bis(POC)PMPA, an Orally Bioavailable Prodrug of the Antiretroviral Agent PMPA Bischofberger N, etal.  [Opportunistic Infections (CROI); 1997 Jan 22- %%
26; Washington, DC. Alexandria
43.8 Adverse Effects of Reverse Transcriptase Inhibitors: Mitochondrial Toxicity as Brinkman K, et al. AIDS 1998:12 (14):1735-44 sz
Common Pathway
Kinetic Interaction of the Diphosphates of 9-(2-phosphonylmethoxyethyl)adenine and
4.3-9  |Other Anti-HIV Active Purine Congeners with HIV Reverse Transcriptase and Human|  Cherrington JM, etal.  |Antivir Chem Chemother 1995;6 (4):217-21 5
DNA Polymerases a, B, and y
43-10 Human Repgl Orgamc. A-I‘IIOI‘I Transporter 1 (hOAT1) and Its Role in the Cihlar T, et al. Nucleosides Nucleotides Nucleic Acids 2001;20 sz
Nephrotoxicity of Antiviral Nucleotide Analogs (4-7):641-8
43-11 Tenofovir EXh.lbltS Low Cyt0t0x1c.1ty in Var%m.ls Human Cell Types: Comparison with Cihlar T, et al. Antiviral Res 2002:54 (1):37-45 B
Other Nucleoside Reverse Transcriptase Inhibitors
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Antiviral Acyclic Nucleotide Analogs Tenofovir and Adefovir are Substrates for 44™ Interscience Conference on Antimicrobial

4.3-12  |Human Kidney Organic Anion, but not Cation Transporters: Implications for Potential Cihlar T, et al. Agents and Chemotherapy (ICAAC); 2004 2%
Renal Drug Interactions [poster A-443] October 30-November 2; Washington, DC
HHS Panel on Antiretroviral Guidelines for Adults and Adolescents Recommends a

4313 Fixed-Dose Combination Product of Elvitegravir/Cobicistat/Tenofovir/Emtricitabine Department of Health and Bz
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Alafenamide between Emtricitabine/Tenofovir Alafenamide
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[GS-US-292-0101] A Phase 1, Multiple-Dose Study
Evaluating the Relative Bioavailability of Two Elvitegravir/
53310 Cobicistat/ Emtricitabine/ GS-7340 Single Tablet Regimen _ 2gm5£!iﬂﬂ‘ HN _ s | mae| sz

Tenofovir Disoproxil Fumarate Single Tablet Regimen and
GS-7340
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(Oral and Intravenous) in Healthy Volunteers

Potential between Tenofovir Alafenamide and Midazolam
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[GS-US-292-0108] A Phase 1 Single and Multiple Dose
Study to Investigate the Pharmacokinetics, Safety and 2ol ~
5.3.3.1-3 |Tolerability of Elvitegravir/ Cobicistat/ Emtricitabine/ [ 2& ﬁi ﬂll H [ IRz
Tenofovir Alafenamide Single Tablet Regimen (STR) in
Healthy Japanese and Caucasian Subjects
5332 BHEICKIT DPKE OB A AR EE
[GS-US-311-1089 PK Report] Assessment of Tenofovir-
Diphosphate Concentrations in Peripheral Blood . . - e v | =p
5.3.32-1 | onclear Cells (PBMCs) from Subjects in Study GS- Gilead Sciences, Inc. 2015F2H 12H st [ HNER B
US-311-1089
53.3.3 WIRVEZN 2 Bt U 7o PRAABR L 5
[GS-US-120-0108] A Phase 1, Open-Label, Parallel-Design >ollElA N
5.3.3.3-1 [Study to Evaluate the Pharmacokinetics of GS-7340 in _ _ﬂﬂ Mo [FLNER &5
. . : by of Bl |8
Subjects with Severe Renal Impairment
[GS-US-120-0114] A Phase 1, Open-Label, Parallel-Group,
Single-Dose Study to Evaluate the Pharmacokinetics of 20 F4A ~ _ 5 we| %
5:3.3.3-2 Tenofovir Alafenamide in Subjects with Normal and - 2&4:!5 il & fitt ok [HER| S5
Impaired Hepatic Function
[GS-US-292-1249] A Phase 3b Open-label Study of the
Efficacy and Safety of Elvitegravir/Cobicistat/ 201442 H25H ~ 5 o
5:3-3:33 |5 tricitabine/Tenofovir Alafenamide Single-Tablet . 201546 126 1 Southwest CARE Centerftl, | /b | KENEDRH) 25
Regimen in HIV-1/Hepatitis B Co-Infected Adults
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[GS-US-120-0118] A Pharmacokinetic Study Evaluating I
the Drug Interaction Potential of Tenofovir Alafenamide 200 FRARE ~ _ ; e | =
53341 with a Boosted Protease Inhibitor or Unboosted Integrase - 20‘$kﬂ I H Ll e
Inhibitor in Healthy Subjects
[GS-US-120-1538] A Fixed-Sequence, Open-Label, Study
53342 Evaluating the Pharmacokinetics and Drug Interaction _ ng;!ﬁgl EIN _ wish |aemer| 2w
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[GS-US-120-1554] A Fixed-Sequence, Randomized, Open-
Label, 2-Cohort, 2-Period, Multiple-Dose Study Evaluating
the Pharmacokinetics and Drug Interaction Potential
between Tenofovir Alafenamide and Rilpivirine in Healthy
Subjects
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[GS-US-311-1386] A Phase 1, Randomized, Open-Label
Study to Determine the Effect of Food on the
Pharmacokinetics of Tenofovir Alafenamide When
Administered as Emtricitabine/Tenofovir Alafenamide
Fixed-Dose Combination Tablet in Healthy Volunteers
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[GS-US-120-0117] A Phase 1 Single-Dose Study
Evaluating the Pharmacokinetic Drug Interaction Potential
between Rilpivirine and Tenofovir Alafenamide
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[GS-US-292-0110] A Phase 1, Randomized, Open-Label
Study to Determine the Effect of Food on the
Pharmacokinetics of Tenofovir Alafenamide When
Administered as a Single Tablet Regimen Containing
Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir
Alafenamide in Healthy Volunteers

200 ~
plt GBS Wl [

5

B R
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[GS-US-292-1316] A Phase 1, Open-Label, Fixed
Sequence Study Evaluating the Pharmacokinetics and Drug
Interaction Potential Between Elvitegravir/ Cobicistat/
Emtricitabine/ Tenofovir Alafenamide Single-Table
Regimen and Sertraline in Healthy Subjects
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[GS-US-311-0101] A Phase 1 Study Evaluating the Drug
Interaction Potential Between Once-Daily FTC/GS-7340
Fixed Dose Combination and Efavirenz or Cobicistat-
Boosted Darunavir
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[GS-US-174-0105] An Open-label, Randomized, Three-
way Crossover Study to Evaluate the Potential for and
Extent of Pharmacokinetic Interactions Between the
Combination of Emtricitabine and Tenofovir Disoproxil
Fumarate and Tacrolimus When Administered Alone and
Together in Healthy Volunteers
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[GS-US-311-1388] A Fixed-Sequence, Open-Label, 3-
Period Cross-Over Pharmacokinetic Study Evaluating the >oll= N
5.3.3.4-10 |Drug Interaction Potential between Emtricitabine/Tenofovir [ ] 20‘ @‘ ﬂk i I Wesh | FENERE R
Alafenamide Fixed Dose Combination Tablet and
Atazanavir Boosted by Cobicistat in Healthy Subjects
5335 RE =zl —3 3 PKRBRHRER
Population Pharmacokinetic Analysis of Tenofovir
Alafenamide and Tenofovir following Administration of _ _ e v |
53351 Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir 20.$IH . H WA | REPER 2
Alafenamide Single Tablet Regimen
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[GS-US-120-0107] A Phase 1, Partially-Blinded,
Randomized, Placebo- and Positive-Controlled Study to _ 200mF-R A ~ _ N el %
534141 Evaluate the Effect of GS-7340 on the QT/QTc Interval in Z&fﬁ ARHE sk | (EREOR 25
Healthy Subjects
5342 HBFEIZET 2 PDER L UPK/PDERH 5 &
[GS-120-1101] A Phase 1/2 Randomized, Double-Blind,
Active-Controlled, Dose Escalation Study of the Safety, N . ..
5.3.4.2-1 [Tolerance, Pharmacokinetics, and Antiviral Activity of GS- _ 2200002:';422222 g ChlcagoRCezzzzlt;?éChmcal o | ENERH 2%
7340-02 in Antiretroviral-Naive Patients Who Are
Chronically Infected with HIV-1
[GS-US-120-0104] A Phase I Randomized, Partially- I
Blinded, Active and Placebo-Controlled Study of the 20V R~ _ e S
5:3:4.2-2 Safety, Pharmacokinetics, and Antiviral Activity of GS- _ 20 ﬂil)ﬁ H i k| KEPEDRE 5
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5.3.5.1-1

[GS-US-299-0102] A Phase 2, Randomized, Double-
Blinded Study of the Safety and Efficacy of
Darunavir/Cobicistat/Emtricitabine/GS-7340 Single Tablet
Regimen Versus Cobicistat-boosted Darunavir plus
Emtricitabine/Tenofovir Disoproxil Fumarate Fixed Dose
Combination in HIV-1 Infected, Antiretroviral Treatment-
Naive Adults

20124F4H 16 H ~
201452 H 19H

Anthony Mills MD, INCHitt

5

FENERE

FEA

53.5.1-2

[GS-US-292-0102] A Phase 2, Randomized, Double-
Blinded Study of the Safety and Efficacy of Elvitegravir/
Cobicistat/ Emtricitabine/ Tenofovir alafenamide Single
Tablet Regimen Versus Elvitegravir/ Cobicistat/
Emtricitabine/Tenofovir Disoproxil Fumarate Single Tablet
Regimen in HIV-1 Infected, Antiretroviral Treatment-Naive
Adults (Interim Week 96 CSR)

201 14F12H28 A ~
201443 H 7R

Brigham and Women’s Hospitalft,
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53.5.1-3

[GS-US-292-0104] A Phase 3, Randomized, Double-Blind
Study to Evaluate the Safety and Efficacy of Elvitegravir/
Cobicistat/ Emtricitabine/ Tenofovir Alafenamide Versus
Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir
Disoproxil Fumarate in HIV-1 Positive, Antiretroviral
Treatment- Naive Adults (Interim Week 48 CSR)

2012412 H26 H ~
201458 H26H

Brigham and Women’s Hospitalftl,
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[GS-US-292-0104] A Phase 3, Randomized, Double-Blind
Study to Evaluate the Safety and Efficacy of Elvitegravir/
Cobicistat/ Emtricitabine/ Tenofovir Alafenamide Versus
Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir
Disoproxil Fumarate in HIV-1 Positive, Antiretroviral
Treatment- Naive Adults (Interim Week 96 CSR)

20124F12H26 A ~
2015427 H31H

Brigham and Women’s Hospitalfil
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[GS-US-292-0109] A Phase 3, Open-Label Study to
Evaluate Switching from a TDF-Containing Combination
Regimen to a TAF-Containing Combination Single Tablet
Regimen (STR) in Virologically-Suppressed, HIV-1

Positive Subjects (Interim Week 48 CSR)

201343 H27H ~
201448 H 28 H

Community Research Initiative of
New Englandftti
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who are Virologically Suppressed on Regimens Containing
FTC/TDF (Interim Week 48 CSR)
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[GS-US-292-0109] A Phase 3, Open-Label Study to
Evaluate Switching from a TDF-Containing Combination . . ,
5.3.5.1-6 [Regimen to a TAF-Containing Combination Single Tablet _ 225?2?;; 6EI T Somk/f[::ﬁf;llcf}(;zlla {L\é[en s Mo (fENER &%
Regimen (STR) in Virologically-Suppressed, HIV-1 P
Positive Subjects (Final Week 48 (All Subjects) CSR)
[GS-US-292-0109] A Phase 3, Open-Label Study to
Evaluate Switching from a TDF-Containing Combination N . . ,
5.3.5.1-7 |Regimen to a TAF-Containing Combination Single Tablet _ zgg)??éfﬂz ; SEIH Souti\lz::ﬁf:llg(;l(‘)tsa {L\lﬂen s s [ HNEE 25
Regimen (STR) in Virologically-Suppressed, HIV-1 P
Positive Subjects (Week 96 CSR)
[GS-US-292-0111] A Phase 3, Randomized, Double-Blind
Study to Evaluate the Safety and Efficacy of Elvitegravir/
Cobicistat/ Emtricitabine/ Tenofovir Alafenamide Versus 201343 H 120 ~ ; e
5:3.5.1-8 Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir - 20144F9H 19 H Orlando Immunology Centerfll | 5t | #LPIETR 5
Disoproxil Fumarate in HIV-1 Positive, Antiretroviral
Treatment-Naive Adults (Interim Week 48 CSR)
[GS-US-292-0111] A Phase 3, Randomized, Double-Blind
Study to Evaluate the Safety and Efficacy of Elvitegravir/ Clinical and Translational
Cobicistat/ Emtricitabine/ Tenofovir Alafenamide Versus 201343 12 ~ tnical and transiationa e s
53.5.1-9 Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir 2015428 A3 H Research Center{%‘[ UNC Hospitals | HiE#h | VSR 5
Disoproxil Fumarate in HIV-1 Positive, Antiretroviral
Treatment-Naive Adults (Interim Week 96 CSR)
[GS-US-311-1089] A Phase 3, Randomized, Double-Blind,
535.1-10 Switch Study to Evaluate F/TAF in HIV-1 Positive Subjects _ 20145 H6H ~ Southwest CARE Centerft wisth | rtpvzeet| 2nm
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[GS-US-292-0106] A Phase 2/3, Open-Label Study of the
Pharmacokinetics, Safety, and Antiviral Activity of the
Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir 201345 H6H ~ N e s
3:3:3-2-1 1\ jafenamide (E/C/F/TAF) Single Tablet Regimen (STR) in I 201448 H22 A University of Cape Townflh | #g#h | #EEORH) 25
HIV-1 Infected Antiretroviral Treatment-Naive Adolescents
(Interim Week 24 CSR)
[GS-US-292-0106] A Phase 2/3, Open-Label Study of the
Pharmacokinetics, Safety, and Antiviral Activity of the
Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir _ 20134F5H 6 H ~ . . 5 et | 5
5:3-3-22 | \afenamide (E/C/F/TAF) Single Tablet Regimen (STR) in 201548 7 10 H University of Cape Townflh | #g#h | #EIEORH) 25
HIV-1 Infected Antiretroviral Treatment-Naive Adolescents
(Second Interim CSR)
[GS-US-292-0112] A Phase 3 Open-label Safety Study of
Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir 201343 727 H ~
5.3.5.2-3 |Alafenamide Single-Tablet Regimen in HIV-1 Positive _ 2014429 H 9 H Gordon E Crofoot, MD, PAft, ok | HENEE 2%
Patients with Mild to Moderate Renal Impairment (Interim
Week 24 CSR)
[GS-US-292-0112] A Phase 3 Open-label Safety Study of
Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir 2013453 27 H ~
5.3.5.2-4 |Alafenamide Single-Tablet Regimen in HIV-1 Positive _ 201549 H 10 H Gordon E Crofoot, MD, PAfilL | ##4h |#LNEE &%
Patients with Mild to Moderate Renal Impairment (Interim
Week 72 CSR)
[GS-US-292-0112] A Phase 3 Open-label Safety Study of
Elvitegravir/ Cobicistat/ Emtricitabine/ Tenofovir 2013483 A 27 H ~
5.3.5.2-5 |Alafenamide Single-Tablet Regimen in HIV-1 Positive _ 2015611 13 H Gordon E Crofoot, MD, PAfth, | ¥4k [tENEEH &%
Patients with Mild to Moderate Renal Impairment (Interim
Week 96 CSR)
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Studies with Wild-Type HIV-1
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[PC-120-2001] Effects of Inhibitors of HIV, HCV and Host
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Antiretroviral Activity of Tenofovir Alafenamide
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[PC-120-2003] Antiviral Activity of Tenofovir
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Animal Viruses
[PC-120-2004] Profiling of Tenofovir Alafenamide (GS-
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Isolates in Primary Cells
[PC-120-2007] Cytotoxicity Profile of Tenofovir _ - . . 3 Ll %
5.3.5.4-5 Alafenamide (GS.7340) | etal. 20.ﬂ5|ﬂ . H Gilead Sciences, Inc. o [ AENER 25
[PC-120-2009] Cytotoxicity of Tenofovir Alafenamide
53.54-6 [(GS-7340) in Resting and Dividing Peripheral Blood ] ~20fl= e Gilead Sciences, Inc. sk [t 2%
Mononuclear Cells (PBMCs)
5.3.5.4-7 [P.C-.IZO-ZOIQ] Virology Analysis Plan for the E/C/F/TAF _ NZO.E.H I H Gilead Sciences, Inc. Mo [fLNER 5%
Clinical Studies
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SWIFT: Prospective 48-Week Study to Evaluate Efficacy and Safety of Switching to
5.4-11 |Emtricitabine/Tenofovir from Lamivudine/Abacavir in Virologically Suppressed HIV- Campo R, et al. Clin Infect Dis 2013;56 (11):1637-45 5%
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EMTRIVA" (emtricitabine) Capsule for Oral Use. EMTRIVA® (emtricitabine) Oral . .
5.4-23 N . Gilead Sciences, Inc. - P =5
Solution K EART3CE (2012411 2ET)

53




T ARNYUSEEY /T I)HRENT I 7 2F I N7 /LVERE
112 A& R

VR % = s e
Raltegravir Once Daily or Twice Daily in Previously Untreated Patients with HIV-1: a .

_ . 907 %
>4-24 Randomised, Active-Controlled, Phase 3 Non-Inferiority Trial Eron JJ, Jr., et al. Lancet Infect Dis 2011;11 (12):907-15 %
5405 Guidance for Industry. Human Immunodeficiency Virus-1 Infection: Developing FDA ) sz

’ Antiretroviral Drugs for Treatment. DRAFT GUIDANCE. June, 2013 =

Cobicistat Versus Ritonavir as a Pharmacoenhancer of Atazanavir Plus

5.4-26 |Emtricitabine/Tenofovir Disoproxil Fumarate in Treatment-Naive HIV Type 1- Gallant JE, et al. J Infect Dis 2013;208 (1):32-9 5%
Infected Patients: Week 48 Results

5407 Development of Proteinuria or Elevated Serum Creatinine and Mortality in HIV- Gardner LI, et al. J Acquir Immune Defic Syndr 2003;32 (2):203- B
Infected Women 9
Viread 245 mg film-coated tablets: Summary of Product Characteristics. December Gilead Sciences

5.4-28 ‘ o - ]
2014 International Limited

5.4-29  |Continuous Antiretroviral Therapy Decreases Bone Mineral Density Grund B, et al. AIDS 2009;23 (12):1519-29 S

5.4.30 Prevalence gf Proteinuria and the Development of Chronic Kidney Disease in HIV- Gupta SK, et al. Clin Nephrol. 2004:61 (1):1-6 s
Infected Patients

5431 Intra.cellu.lar Ph.armacoklnejtlcs of Tenofov1.r ].31pho.sphate, Carb9v1r TrlPhosphate, and Hawkins T, et al. J Acquir Immune Defic Syndr 2005;39 (4):406- B
Lamivudine Triphosphate in Patients Receiving Triple-Nucleoside Regimens 11
Antiretroviral Treatment of Adult HIV Infection: 2014 Recommendations of the

. . -410- %
34-32 International Antiviral Society-USA Panel Huldrych F, et al. JAMA 2014:312 (4):410-25 5

Comparative Study of Human Intestinal and Hepatic Esterases as Related to

} . .5970. &
54-33 Enzymatic Properties and Hydrolizing Activity for Ester-Type Drugs Inoue M, et al. Jpn J Pharmacol. 1980;30 (4):529-35 5
5434 Clinical Implications of Fixed-Dose Coformulations of Antiretrovirals on the Outcome Llibre IM, et al, AIDS 2011:25 (14):1683-90 Bz

of HIV-1 Therapy
. .. . 10™ International Congress on Drug Therapy in
5435 | Lhe 10-Year Safety and Efficacy of Tenofovir DF (TDF)-Containing HAART in Madruga JV, etal.  [HIV Infection; 2010 November 7-11; Glasgow, | 2%
Antiretroviral Naive Patients [Poster P086] UK
Bone Mineral Density in HIV Participants Randomized to Raltegravir and .

_ . . . %
34-36 Lopinavir/Ritonavir Compared with Standard Second Line Therapy Martin A, et al. AIDS 2013:27 (15):2403-11 %
5.4.37 gz:eegz)sveizseersm HIV Infection: a Practical Review and Recommendations for HIV McComsey GA, etal.  |Clin Infect Dis 2010:51 (8):937-46 sz

54




T ARNYUSEEY /T I)HRENT I 7 2F I N7 /LVERE
L12 ISFTER—%

B % ¥k B e
Bone Mineral Density and Fractures in Antiretroviral-Naive Persons Randomized to
Receive Abacavir-Lamivudine or Tenofovir Disoproxil Fumarate-Emtricitabine Along .
_ . . _ %
54-38 With Efavirenz or Atazanavir-Ritonavir: AIDS Clinical Trials Group A5224s, a McComsey GA, etal. |7 Infect Dis. 2011;203(12):1791-801 5
Substudy of ACTG A5202
Rilpivirine Versus Efavirenz with Tenofovir and Emtricitabine in Treatment-Naive
5.4-39  |Adults Infected with HIV-1 (ECHO): a Phase 3 Randomised Double-Blind Active- Molina JM, et al. Lancet 2011;378 (9787):238-46 HE
Controlled Trial
th .
Comparison of Bone and Renal Toxicities in the ASSERT Study: Final 96 Week 12 Ir}ternatlonal Works.hc?;‘) on' Adverse Drug
5.4-40 ) . . Moyle GJ, et al. Reactions and Co-Morbidities in HIV; 2010 5%
Results from a Prospective Randomized Safety Trial [Abstract 023] ’
November 4-6; London, UK. p. A19
96-Week Results of Abacavir/Lamivudine Versus Tenofovir/Emtricitabine, Plus
. > fvi . .005.- %
34-41 Efavirenz, in Antiretroviral-Naive, HIV-1-Infected Adults: ASSERT Study Moyle GJ, et al. Antivir Ther 2013;18 (7):905-13 5
Randomized Comparison of Renal Effects, Efficacy, and Safety with Once-Daily
5442 Abacavir/Lamivudine Versus Tenofovir/Emtricitabine, Administered with Efavirenz, Post FA. et al J Acquir Immune Defic Syndr 2010 ; 55(1):49- Bz
o in Antiretroviral-Naive, HIV-1-Infected Adults: 48-Week Results from the ASSERT ’ ' 57 -
Study
Measurement of Intracellular Didanosine and Tenofovir Phosphorylated Metabolites .. .
5.4-43  |and Possible Interaction of the Two Drugs in Human Immunodeficiency Virus- Pruvost A, et al. ér)litilg(l)%r_olt;Agents Chemother 2005;49 s
Infected Patients ’
Bone Mineral Density (BMD) Analysis in Antiretroviral (ART)-Naive Subjects 13™ International Workshop on Adverse Drug
5.4-44 Taking Lopinavir/Ritonavir (LPV/r) Combined with Raltegravir (RAL) or Qaqish RB, et al Reactions and Co-Morbidities in HIV; 2011 BE
’ Tenofovir/Emtricitabine (TDF/FTC) for 96 Weeks in the PROGRESS Study [Abstract q ’ ’ July 14-16; Rome, Italy. -
009] Antivir Ther 2011;16 (Suppl. 2):A8
Once-Daily Dolutegravir Versus Raltegravir in Antiretroviral-Naive Adults with HIV-
5.4-45 1 Infection: 48 Week Results from the Randomised, Double-Blind, Non-Inferiority Raffi F, et al. Lancet 2013;381 (9868):735-43 P =5
SPRING-2 Study
Anti-Human Immunodeficiency Virus Activity and Cellular Metabolism of a Potential . . .
5.4-46  |Prodrug of the Acyclic Nucleoside Phosphonate 9-R -(2-phosphonomethoxypropyl) Robbins BL, et al. 17\nt1m1crob Agents Chemother 1998:42 (3):612- 5%
adenine (PMPA), Bis(isopropyloxymethylcarbonyl) PMPA
Co-Formulated Elvitegravir, Cobicistat, Emtricitabine, and Tenofovir Versus Co-
Formulated Efavirenz, Emtricitabine, and Tenofovir for Initial Treatment of HIV-1
) , , . . } %
34-47 Infection: a Randomised, Double-Blind, Phase 3 Trial, Analysis of Results after 48 Sax PE, et al. Lancet 2012;379 (9835):2439-48 %
Weeks

55




TARNYVEEY /T I)RENL T TT7x2F 3 R7~< /LliktE
112 A& R

VR 5 % % feet e
5.4-48  |Abacavir-Lamivudine Versus Tenofovir-Emtricitabine for Initial HIV-1 Therapy Sax PE, et al. N Engl J Med. 2009;361(23):2230-40 5
5.4-49  |Association of Tenofovir Exposure with Kidney Disease Risk in HIV Infection Scherzer R, et al. AIDS 2012;26 (7):867-75 2%

Comparison of Changes in Bone Density and Turnover with Abacavir-Lamivudine
5.4-50 | Versus Tenofovir-Emtricitabine in HIV-Infected Adults: 48-Week Results from the Stellbrink HJ, et al. Clin Infect Dis 2010;51 (8):963-72 2%
ASSERT Study
54.5] Dolutegr'awr in Ant1retr9v1ral-Na1ve Adults with HIV-1: 96-Week Results from a Stellbrink HJ, et al. AIDS 2013:27 (11):1771-8 B
Randomized Dose-Ranging Study
5.4-52  |Predictors of Proteinuria and Renal Failure among Women with HIV Infection Szczech LA, et al. Kidney Int 2002;61 (1):195-202 P
A Pilot Study to Determine the Impact on Dyslipidemia of Adding Tenofovir to Stable .. . . .
5.4-53 Background Antiretroviral Therapy: ACTG5206 Tungsiripat M, et al. AIDS 2010524 (11):1781-4 5
Joint United Nations
5.4-54 |UNAIDS Report on the Global AIDS Epidemic 2013 Programme on HIV/AIDS - e =3
(UNAIDS)
th . . .
Effect of Tenofovir in Combination with Other Anti-HIV NRTIs on Intracellular 45" Interscience Conference on Antimicrobial
5.4-55 . Vela JE, et al. Agents and Chemotherapy; 2005 December 16- | &%
Nucleotide Pools [poster H-1901] .
19; Washington, DC
VIREAD" (tenofovir disoproxil fumarate) Tablets, for Oral use VIREAD" (tenofovir . .
5.4-56 ; - Gilead Sciences Inc. - 2E
disoproxil fumarate) Powder, for Oral Use K [E W 30E (2013410 A 24ET)
5.4-57  |Dolutegravir plus Abacavir-Lamivudine for the Treatment of HIV-1 Infection Walmsley SL, et al. N Engl J Med 2013;369 (19):1807-18 5
5.4-58 |The Fallback Procedure for Evaluating a Single Family of Hypotheses Wiens BL, et al. J Biopharm Stat 2005;15 (6):929-42 P
5.4-59 |Clinical Significance of Esterases in Man Williams FM Clin Pharmacokinet 1985;10 (5):392-403 5%
British HIV Association Guidelines for the Treatment of HIV-1-Positive Adults with
. nr . . %
34-60 Antiretroviral Therapy 2012 (Updated November 2013) Williams I, et al. HIV Med 2014;15 Suppl 1:1-85 55

56






