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WZIRE T2 b0 TH Y, MRS O IERE ISR 2 LIS o E R B B AE B2 1 4
L2 EIETEEREA,
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1.5 ERXIHERRDZFRRUVHERBDRZRE
1.5.1 HIV B4E &ARIZDONT

HIV EYYEIL, & Mo AR A LA (human immunodeficiency virus : HIV) 7% CD4 [51% T U
Vo RER R E O Y IR U, SE SRR & TR STV I THEDBRERIE TH 5,
L b oA NV REERTON R WGE, CDABEET U o BRI L, BEREORIELS 720
P RIS N 2JEWERE (acquired immunodeficiency syndrome : AIDS) % %JET 5,

g & A4 [AEFE (Joint United Nations Programme on HIV/AIDS : UNAIDS) O#%5 (2012
UNAIDS Report on the Global AIDS Epidemic) Ti%, 45 o HIV BPEF 1T 3,400 A L HEGES L
TWo, £/, BEAGBE =« XhmEZESWME CER24F 11 H 22 H) 2L L, AHITKIT
% HIV EYE KON AIDS B3 OWEEIE, REHTR 2.1 TATH Y, ITFETHHH HIV &R OH
HEEAHIMENZ 8 5

BUE, BEERICITONDHIL b a v A L AFIEIE, 82 HIV OBFEZ I L, B3 0% hE
REESEDLZENTE 5, AR TERBEN TV AP HIV BT, BEle R 0iis 5 1% 3 [ E3 (NRTI),
IERGIR AR G EE R ESE (NNRTI), 717 7 —EHEHK (PD), 1 > 7 7 7 —EHEHK (INSTI)
J N CCRS PLEHD 5 ZfElcEEN 5,

ARFRNZIB T DHLHIVIBRET A RZ7 A2 (2012 43 AR : PRk 23 4R R A 5 B R it Je & wfi Bh
oA XRPRAFFEFEZE THIV ERYYE R N O IHEORE Z ik 28F72) 8F) TiX, #IEHAER
THERES N DHL b A VA E LT, NRTI2 Al + NNRTI 1 #l, NRTI2 %] +PI 1A (KA
BYU e (RTV) BEA) , 721X NRTI2 Al + INSTI 1 FlOWF N OMAEHENRENT
W5 (F& 1,

£ 1 FENEEL U TERIRT &8 HIV ZOMAS DY (LR

A, BHDS 1 T ORATHAEDED

Al (F—F7>7) Bl (N7 AR—)
A5 H8 $HI4 A5 ¥ HHI4
NNRTI EFV NRTI FTC/TDF
ABC/3TC
PI ATV/r
DRV/r
INSTI RAL

EFV: =7 7B LY, ATV : 7 ¥ W ELgIEEE, DRV : X, r BRHREY e,
RAL: VT 7N, FIC: =AU XY, TDF: 7 /KRN UV TFafxi L7~ /Vigh,
ABC: 78hEJL, 3TC: I 7V

i b oA VRPEEIZ LD, HIVIEREEOAM THRIZE LLWE LD, i hr A LR
LA S > T LTH HIV ZRYEE DENN D BR2ICHRT 2 2 S I3FEEEARAET, —H, L
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e AV AEZBRGE L T HIV A 1S, EEREL G T 2 0ERH D, TD720), il b
0 A VAREORAR L, ERIRICh > Tl HIV RNA 82 H R LL T S8l Ut o
L2 ENIBEOREL R, INEERT LSO, RET FeT7 702 2m<#fFT 52 L
MEROEETHD, IRET FeT7T 7R Z2@m<HFFT 52 2L 3572018, IRFERESIK
FEEER DD I WNEE IR L DA R0, BIERORBLNDIWEIL b oA LV ARERKRD B, =
D& D BREHE A FFOHLHIV BT T 5 ER=—XTKAR L L TEWEEZEZ BN D,

152 281 E)L RBRERDBERIZONT
1521 2% 1) E)L REEAEDHRDBAURUVESEIZDOINT

[1.5.1 HIV EYE S JREIZOWT ] TR &880, HIV BEYYEDIREIZB W THEifEZR LY A
Vi, By b e A NV REEO RSO BRI s LB D, D=, 1 H 1A
FED G- T HIV EYYEDIRR A FIRE & 22U, IRET N7 7 o ZAO#ER; - [ LICEBRT 5 2 &
NHF SN D, S DICHHIVIRIREAA K74 2T, FIENGEOHETEIR L &) b= KK = 54T
HELEEETHNIE, TORRERITE ), BAEE TIIAIZBWT, 1 B 1 1 §0#:H T HIV-1
JEYYIE DR FTREZRBL G 81T, BUEIRGEAGR S LTV, —J7, KENZFRWTIE, 2006 412
NNRTI @ EFV & NRTI @ FTC/TDF %2 &4 L7- Atripla®, 2011 ££(Z NNRTI ® U L © U > Mgt
& FTC/TDF %447 L 7= Complera®\Z#t &, 2012 4F 8 HIZIZ INSTI & FTC/TDF % &4 L 7= Stribild”
DA I TND

ik,%ﬁﬁﬁ%< RITER ORBIN DI &%, IRET Fe 7 7 0 2% BIFICHERF 5 72

[CEEARERN L 2%, Atipla®DE ARG Tdh D EFV X, FLHIVIBET A KT A4 2B 0 TH)

@%@%~F7y7kbfﬁﬁénfmémmnf%éﬂ FErRPE S e Ot RIS, BB-0
ERIMLIE & W o TeRITER NS STV O, fEATTZMEDRR D & IRUR ATRE 72 2oL e LA Il
R385, PLICKIT DHELEIRD 1 > THh D ATV Tk, BFESE, me VUL erimiE GEH), &
%, BiLE, UART hr 7 g —72 Efkx ZEIWERPN#E S TW5H, —J, INSTI ThH D RAL

”Wﬁ@%ﬁ4&UWWA?%—5®%kﬁﬂwiD9ﬁ<,E%&ﬁé@fﬂ774wﬁ
méhfb\éf:&b, 1 A2EEGTEHLHDOD, PIENERICKITLF—F7 v 7 D1-5L LT
I TS

lbEoz X0, 1 H1[E1SEOHES T HIVIEYYEDRENAFET, AR EL, BEH®
TN DI ONBR OB SEEL, KV FE LWIBEOBRIRIIC/R 055,

24U e RUBLASE, INSTI THHT/LET 7 F L (EVG) L 3RYEhREAmK + (7
—AH—) @AY ALy b (COBD) KUWIENGRDOHELE N> 7 R—2Th % FTIC/TDF % &4
THREEETHY, XUT R A X5 (BLF, FU T WD) TR VBRI ED S
iz, 22V EN RUBAEEO —EHOBRKRBRICE Y, 1 B 1E1EOHET, i hr A LR
PRIEIC L DIBIRDAIRERD HIV-1 JEYEBE /T DA MER Ve RN R SN2 LD,
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XU 7 R#EIE 2011 45 10 A 27 BISKEICB W TERBRFFEAITV, 2012 48 A 27 HIZKGE &2 BUfS
L7z,

EVG IZHi L b 7 A )V AFEOIRFERER D & 5 HIV-1 [EYWEBHE 2 x5 & U725 11 FH il
BRiZHWT, xHHRIED RAL & RBED BAF R MER OLEMEDR RIS TS, EVG 2B HT 5
24V eV RUELASEE, 1 B 1[E 1 SEORE G LV HIV-1 JEYE DO IRFR S ATEEZR INSTI %5 T 4]
DTORAEETH D, EDTD, ZaM EORECTHIENGROHERIE TH D EFV <° PI 23 &% 5T
X 22 WA IRIESEHCO IR RIS OB 2 Lo BE BT, i RipEE RO 1 & 20 15
DT ERIREEND,

EVG X° COBI OEGRHFEIZHEITLT, 2Z U N RUBLABEOERHELZITH 2 L1250 T,
KETIE, 2%V L RS EED Type B Pre-NDA Meeting (235 T, FDA OAE N HAL T
%o BINZEBNTH AL Y BV RUBASED JATARHFENMTHORTEB Y, A TH EVG < COBI
ICHEAT LT AL Y Ev ROBLASE ORISR EAGRHFEA1TH 2 & & LT,

773, AKX U BN RYRAREL, WAMIH T IQUAD) DA TR A41T->TBY, ¥UT R
FEAMERL L2 BER R OV O 5| L 72X Tk TQUAD) OA4AFRE VT 5,

1522 22 Y EL FPRERDEEMHAIZDOLT
1.5.2.2.1 EVG

EVG %, BAZIEZEEHRASHIZB VT, HIV-1 NL4-3 O 2 E BRI s+ T
TN O NTZ HIV-1 A 7 77 —BIZHT 2 EEE 2 RIS T a oA 7 ) —=2 7
ATV, RS,

EVG DRFREAERIL, AMICTHARNERRAN DL RS L L2E 1 HEERRGHR (XAX]-1
REBR) L VBItAS L, RO TROWIEDM 2 B AR U7z EEAERANC L 55 1 FH R
LB (XAX1-2 #BR) 250 L7z, MRz im U<, EVG HEEGROFAEFMEITIRIFTHY,
2 OB OHEIE G R OEYBRE T 1 7 7 A L bR S LT,

AT I S ATz MERBR O T, EVG ORRKRERIEL XAX1-1 3B T L 72845012 -,
XU T Rtz k- T cifED b7,

HIV-1 JEYE BT 2 k5 & LT R OBRRBRICEHSWT, EVG 1 H 1[E# 5, EVG 1 H 2 [Bl#
B} OYRTV T7—A h L= EVG (EVG/r) 1 H 1 BIESGOH Y A VAERBRRE Sz, £ Ok
B, ¥ _XTCOEVG T, 77 ARREL il LTI HIV-1 RNA &3 B2 L, EVG OHt
A NVAMERDNHER SN, £z, KHERTV 0T 52 L1280, EVG O Xk
BRI BRI HERF S, 1 B 1 B G- CREGENZ2BL D A LV AERDR IR T 5 2 & D3R
SV, YEEBAFE T Tdh o7 INSTLITIE 1 H 1 [ S8 AT RERIRBRAE A 22 o 12 2 LD, £
DD EVG OREFRRBRICBW CIHEMAERTV 20HH L7z 1 B 1 B#EE TREENED bhl-,
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708, EVG LIRHERTV Z0fHT 5 LY A 28BN T, o P E DN, 7 A VA
AR50 61E, RTV IS KD PLICKT 2 3EAIMMNE D A )V AR GHFE S5 ATREMEN B 2 b
%o ZOMEEHT DI, EVGr S PI & OFHEENRD DA, Hib hrwA
IV AFERENT K DI ARRER D HIV-1 BYYERF I LTCHR— N v 7 2 Fla2 03 51851,
PLHIVIBIETA R4 > b, #EREIN TR, 5 T EVGr OERKRRERIL, i hr oA L2
FEVE DIRIRIEER DS & 5 HIV-1 BYUIE R 2 R I i STz,

1.5.2.2.2 COBI

PI TH 25 RTV L, 7 b7 1 A P450 (CYP) 3A K L Chied TR REAZREHE LIS < R
E{EH (mechanism-based inhibition) Zf L, ffH#E 5725 Z & TCYP3A IZ L » TR &5 EVG
SEDIEH| O MR 2B ERSE5 Y, L, PIAPHE S T2 EVGr & A FIEIC
BWT, UANZIHIBA 725561, KHE RTV OF 512 X - TGS - PLM:” A /L2203
FHEINDAREENB X BILD,

ZOZEND, FUVT RETIE, RTV &REERICARETEMEICEES < CYP3A FHEFET, RTV &
FRRED T =22 —{EM %A L, 72D PLINMEY A L ZDOFEOREZ T 5 72D I2H HIV 1§
WERZRNWT —AX —OMERBEED TE -, ZO/E, RTIVORELRE T —AX—L L
TRTV BB EZA LR DY, HLHIVIEMEZA S 720 COBI AR &7z,

COBI O FH AR FABR 23T, COBI 150 mg 1 H 1 BB 52XV, CYP3A OFEE TH 5 EVG,
ATV & %\ MZ DRV OBRFE 875 RTV 100 mg HFHIR & [FIFREC BAH-95 2 B S ivic, 2D 2
LB, COBI L EVG, ATV 25 WWE DRV D7 — 2% — L LTHRERED b, 2% U L R®
FEASETIXEVG D7 — A X —L L TEAINTND,

1.5.2.2.3 FTC

FTC 1, XU 7 FASBA%E L7 NRTI T, ATIE= A bU A" 7L 200mg & LT, HA
ToiE Z EER SR EIR A KRR CFk 1743 A 23 H) ZEfFLTW5, FTCIE, RARY
UIDVURI LAY ROGRBERATHY, 7I 7V EEENEBL TS 2-T4F v F Y
YT D, MIENT FTC ITHINEERIC L D U b S, EEREM =L M) o2 e =) v
FRIZEHA SN D, FTCIIARMOHLHIVIRIET A R 7 A4 2B WT, FIENRE CHER SN D Ny 7
R—=rD12THD,

1.5.2.2.4 TDF

TDF X, 7 /ARt (TFV) OfFA7m K7 v 7L LTH U T FE23BH% L7- NRTI C, A&
TIEE Y 7— F%E300mg & LT, HARZIEZEERSHDNERLEAATE CERL 16 4 3 H
25 H) ZEfFL CTW5, TDF [IWRINEZIESC/NT TEV ICE# S, =Dk, AN CIEMERHY
T/ RENAN Y UERIZAE S D, TDF IIAROH HIVIEET A K74 2B W T, FIENRET
HIRRINDH NNy 7 HR—2D12ThHD,
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%72, TDF LRI D FTC D 2 iy Bl L7 H-ANZ DWW T, A TIT AR 2 EERAS
s, Yoo ZPE L U CESRARAKGR O 17 453 A 23 H) 2HUEL, T, REAZE
FIAR DRI RIS T AT RAE & U CIE IR LRSI 72 &FR CER 20 4812 A 15 A)
ZRAFLTWD,

153 24 1) EJL RRERDERDER

1531 2% 1) E)L RBRAEDHERERroa—)L

24 Y N R RABEICET AT A P a— Lt oW, Faodlish —ERTRLE,
BITRER1-1. BRA T Y a— (WEICBET 250, JREEER, SEyshneaix)
BIUSER1-2. B A ¥ a—v (FPERBR)
BITRER1-3. BRA T ¥ a— (FRKER)

1.5.3.2 MEICHAT SR DOEE

EVG N COBLIZBI L, (bt DRtk OB LM E O O 720 OFklR, JFEE D Hit%
KOG HIEORFHIX Y 7 RAEREM L, £ ORAEIZHED  BRIE S LT K E O HS K OFER 5
HEEENOTHEERICHE > T L1z, 7238, COBLIZH Y il L2 ERBEIRE 5720,
TR ARICRESE Tavv Ay v b TS A RIBAY) FEEEEFREL, BUKED
RERTE AR E LTz,

25 Y e REELA §E O RIF OB & ORBR T EORFICOWTIEX U 7 RERER L, 0
FRAB I D & GRE S T K E OB K OVFR R 515 % [E N O FR sl BRI - TR L 7=,

JFEE R OB O EMERBRIL, ICH A RTA TN 7 R8s L7z, JRIE EVG ©
U7 A MRS, RIRAFRER & OINEERER O RGED &, 30°C LL FDOIRIFET 60 » H L3E LTz,
COBLIZDWTIE, Tavyxzy b Tt A FEAW) 2R3 E L TRERBRLITY, £
DU T A MIRE, EYRFRRBR M OIERER O RAE N S, 2~8°C DIEAFT24 » A L% E LT,
24 e RUBLA O AT, BERERBR L ONERBR O >, FIEMRFET24 5 H
ERRE LT, 7ok, abvvRZy b TS A FIREY R ORA O R IRFRBR TG Th
5o

1.5.3.3 JEERERICRE T SRR DIEE

25 ) e RUESEEA R T % EVG, COBI, FTC KU TDF #HZFAUUITOUNT, FEPRER,
T A VA ERTRER, EERERUR KL OB 2 i L 7o, 2D 4 54, FTC & U TDF OFF
it 1L, T2 b U A" 70 200 mg KON Y 7 — K% 300 mg O AR HFEE R T,
72 FTC & TDF OO #GIC & 0 F i L723RBRIC DWW T, Y b8 & Bl G §E O 7GR H SR
THBR SN TVD, 207, KETIH EVG KT COBLIZOWTOAYIET %,

1.5.3.3.1 EVG
W70 % BT o BERAER & LT, 1EABER, HU HIV ISE R O ofL HIV 38 & OO RS 2
B35 in vitro 3R 2 520 L, FBIRAVEKHEABR & U Clflastt, X bar U TEELRT P ARA
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VAT =BT DEEBIONWTHRE Lz, F7-, REMIRIEERE LT, PR, LM
R, MR, BIRERLOE - WRERSRICKIE T RE LT,

FEhReaER & LT, WX, oo, AR, PR R OSSR BRI DWW TR L7,
BERBRE LT, ICH A FT A4 ZES, @UAsirs Ve, HERORER O #
HEWRER, EE/NE~DOEBEOEZEE W LT SRR, L@ﬂ HBR, AR
PERRER, AFHEMRAER (ZhaRE, PIWIMIEAE, HIZERT - AR OBAEICRITTHE) K OShES)
WretEakBR, PURMERER, e s, JemtERBR, FE - IR ORI 0N A i D%
MR OM, EVG & COBI Off &5 K ONEVG & RTV OJF #5102 & % KR B G- 3R
Bra 9 L7,

1.5.3.3.2 COBI

2071 % AT 2 FEPHEER K ORI SRR 2 J2 i L7, $£72, Bt ary Ny 7 U —iK
BROSIHA NCEE LB ONDITRICET 2 7+ 0 —7 v 73 R a Jiii L,
FEENRERRER & U CiX, WX, oA, AU, HEl R OSSR BRI W TRRE L7z,
BB E LTI, ICH A RT A4 ZESX, @iAasi-rs e, HERORER O #
Gk, BEFEMERER, 2SARMERER, AGEErai (Ziare, WA, HART - KA
BOFAEIITTHE) ROShEEERER, PURMERER, @Bk O & - IR E
DRI QNS AR il D 22 VERERRRER Ofth, COBI & EVG O 5} 8 COBI & ATV O H
B GA2 K D piE i bt ek & FEh L7z,

1.5.3.4 ERIRICEAT SRR DR

15341 22 JEL FPRERDVEEDNKIDEEEIZONT

15.341.1EVCG DEERE

HIV-1 BYLiE B 256t 5 & U 7= o) O BRI aR (GS-US-183-0101 5ER) (24T, EVG 200 mg,
400 mg, 800mg 1 H 2 [Fl#t 5, EVG800mg 1 H 1 [FI# 45 & NEVG/K 50/100mg 1 H 1 [Fl#% 5103
T ALY A NVAERA R S, #5510 B O MAEF HIV-1 RNA &1E, 77X CO EVG T
TR REEE B L CAEICHD L, EVG 400 mg 1 H 2[A[# 5, EVG 800 mg 1 H 2 [A[#¢ 5 (NEVG/r
50/100 mg 1 H 1[5 TlE, _N—RA T A 15 OIMEFH HIV-1 RNA BEO KD BEiX, BT
2 logy copies/mL F£E T o 7=V, 2 DO GHER TIfAET HIV-1 RNA BORDICH BRI
ol b OO, EFIREETD EVG/r 50/100 mg % 5-FFD EVG IgE#E 5 (AUC,y, XY Cpy) 1%, EVG
400 mg HHME800mg 1 H 2 R GRFICH R TENoT, TNHDZ &b, EDHD EVG O
BRARFRBRIZI W TILRTV 100 mg Z0FH L7 1 B 1 B G- TRREIED b,

gl & e & FhE L7258 1 AHRRBR (GS-US-183-0105 #kBk) TI, A& RTV 2 0FH L7z PI % %
3K (ritonavir-boosted comparator protease inhibitor : CPI/r) & L C, Hil b v v A L RBEED Fi ik
f#759%  (optimized background therapy) & fifH L7234 @ CPUr \ZxF9 % EVG/r DIELPEIZ DN T
et L7, 723, EVG OHEIX 20mg, 50mg XV 125mg & L, RTV OHEX 100mg & L7z,
ARMEO FERHMBEE & LT, M HIV-1 RNA BOX—2F 1 b #2438 E CORER-N
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HHOE (DAVGy) ZHWiz, ZOREE, EVG/r 50/100 mg B K& OF 125/100 mg #HIZ B VT,
CPIr BEIZKI L CIHAMETH L Z LRSS, EHIZ, EVG/r 125100 mg BEIZHBIT 5, #4516
W E TORMANE L DOZAL (DAVGs) KT DAVGy &, CPUr BECx L THEICE - 722, =
NHDOFERE LY, EVG/r125/100 mg % Z D% O EVG OREFRBRICBIT 2 EMAE LR E LT,

55 L AFRER CHEH % EVG JREE R OMIANE, 3 BRIE I M Tl 7 i3 L OA & 95
728, &5 AR CHWW 2 RS OIAID & el b 3 X DT &, BB R3EE S5/ 3 508
WG DOBIFINKE G STz, D072, I AHRBR THOWZRA] (IR8AD &5 11 AR G H
T 5 s b A S - 8E CGHradA]) % AT BE 5B (GS-US-183-0140 ikER) & FEhE L7z, <
OFEF,  HBLA] 125 mg 1 3HHRA] 150 mg & EMBIREFICFETH DL Z LRI NTZZ 0D,
BALIIZ EVG O %5 &1 150 mg & RE LT,

1.5.3.4.1.2 EVG O Il #B54ER (GS-US-183-0145 iER)

EVG O M AHRER & LT, JiL b v A L ZARIEIC L DGR H 5 HIV-1 JEYYE RS %
*GeL L, EVG OZEMEGMEEL PUr 3 Teht L b oA L ZEHERE & OfFH T T RAL &
s 224 702 I —1EIC L 2Bk (GS-US-183-0145 3lR) A % L 7=,

ARRBRIZ BT, AIMEO EEFHmIEA H (X TLOVR i 7L =2 U XA &2 W, %5 48 kD
M A%EH HIV-1 RNA & 50 copies/mL A OJEFIL R 2 FHf L, *HIRRE L OIELPEIC OV THREEL
Too FRTOE Y s & LT, ARIROFZED 95%EHXM (CD O FIRA-10%% FE S 720551,
EVG F£25 RAL BEICKE L CIEAMETH 2 L ifiamOT 5 L ER Lz, ARBRIZE T 25 48 D
M AEH HIV-1 RNA & 50 copies/mL A DIEF 21T, EVG BEIE 59.0%, RAL 1% 57.8%TH Y,
BANEOZEIT 1.1% (95% CIL: —6.0%, 8.2%) T, HFAMNIGRE LIZIELMEDIEEZ - L2 &
5, EVG BEIX RAL BEICKT LIELPETH D 2 LR E N, £, ARBRICBT 2% 5 96 kD
M AEH HIV-1 RNA & 50 copies/mL A DIEF 21T, EVG BElE 47.6%, RAL 1% 45.0%TH Y,
BRDFEIL 2.6% (95% CI : —4.6%, 9.9%) ThH -7z,

BZEPEIZOWTIE, EVG BEE RAL #E & O TREZREWITR L, WThORGHETH RIifF72
DARM AR U, ARBRICBIT 585 96 % OAFEFLIBIFEIX EVG BT 90.1%, RAL BET
88.8% TH VY, MEGHECRRE CThHh o7z, £z, AEFFRICELSHILFIL, EVG HET 3.1%, RAL
HT42%ThHY, MFGHCTRBETH T,

1.5.3.41.3COBI DEFEHAE

BRI 2 x5 & LC COBI O3Ep@hie, )5 (I4>Y 74 (MDZ) #HEE LT
CYP3A VEMEFHEMEH 2 5Y), et ORAEMZ a2 5 THHEER (GS-US-216-0101 #5R)
ZIEME L7z, FORES, COBI 100 mg, 200 mg & TN RTV 100 mg #%5-Tl%, MDZ O &nF D7 Y
7T AXFERREIZE T L, 2205 CTMDZ O AUC 23 12 SRR 5 2 & A fEs S iz,
oz Enn, A7 Lt COBI 100 mg BLED# T, CYP3A JEMEICxET 5 BEMEM I3MH& K%h
BRIELTWD Z LRI N,
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COBI OEHMHEBEZRET 720, BEHEEH O @EMRAEBRE TCOH 1 FHRBR
(GS-US-236-0101 7#BR) % i L 7=, ARER TIX, EVG, FTC & U TDF O & &% Z 121 150 mg,
200 mg } (*300 mg & [E7E L, COBI % 100 mg & 5\ ME 150 mg &A1 5 2FOEGHEZ M H L T,
EVG/r 150/100 mg % 5 L 7B EVG O & Okl X > T COBI O Eili & ZHFt L7,
ZDOFER, COBI 100 mg % & A9 HELAHE TIX, EVG/r150/100 mg %5 & Hfg L C, EVG ~7 7
B (Cuw) 13 40%[K2> > 7275%, COBI 150 mg %’é‘ﬁ*’”éﬁﬂ/—\ﬁ*f‘i EVG/r 150/100 mg $% 5- & b
i LC, [FAREED BVG Cuy 2155 Z ERHIKRTE, 20 Z &b, COBI OEjE &% 150 mg & &
E LT,

1.5.3.4.1.4 COBI MO Il #BEAER (GS-US-216-0114 FER)

COBI O M AHRBR & LT, HiL b1 A L RIRIEIC L D IRIEDNAREER O HIV-1 EYE R E %
%4 L L, FTC/TDF {7 C ATV/co & ATV/r D MWE & 22t % el 5 35k (GS-US-216-0114
) ZEBEFCTHLH, KRBT CTh A 720, &5 48 HRF R COHRRFER 250 L7,

AERIZB W T, A 20D EERHMIE B 1X snapshot ST O 7 VT U X L% HWT, #4548 %
DI AEF HIV-1 RNA & 50 copies/mL AJifi OFEFI L3R A FEAR L, xHREE & OIELHEIZ OV TREE
L7z, FRIOEMYRD E LT, HIROZED 95% CI O FIRA-12%% FE 572 WEAIZ, ATV/co
+ FTC/TDF ff LAY ATV/r + FTC/TDF FHBEIEICK L TIEAMETH D Lf5mS T b L EE LT,
AR T &5 48 % O AEH HIV-1 RNA & 50 copies/mL A DAEFIL =R 1T, ATV/co &
T 85.2%, ATV/r #ET 87.4%, MHERIDANRDFAEIT-2.2% (95% CI : —=7.4%, 3.0%) T o7,
FEMZED 95% CI TR (=7.4%) 13-12%% LBV, FENIRE LSO REEL W L2 &
225, ATV/co BEIX ATV/r BRI LIFLMHETH H Z &R ST,

ARRBRIZI T D85 48 % DA FEFRRBLHRIL ATV/co # T 92.4%, ATV/r#ET 92.8% TH 1,
WA CRBRE Ch o7, £, AEFRITLDPFIEFRL, ATV/co #£T 7.3%, ATV #ET 7.2%T
bV, MEETCHREE TH-T-,

153415 22 JEL FREARDEENRIDESEE

24U EL RUBLASED S T AHRER & O T MEBRIE, Ak L7z EVG KO COBI 0 %5 i &
& FTC }y N TDF OARMBEEEHT 524 U L RASE (EVG/COBI/FTC/TDF 150/150/200/
300 mg) % VT HEM L7,

15342 2% 1) E)L REE A 5D T EBERAER
1.5.3.4.2.1 BEET B EIGIE (BT 5 LBt BREAER

24U eV RUBASEIE, HiL b oA L AFEIC L BB RO HIV-1 Y B %%t
02,1 B 1[0 1 SEORG TIRERREREL G 8E & L TR ED bz, 5 TR OFE R 5,
A E U BN ROEAFED 7 A NV A2 O 20 R R S h, BREICO VT LIRS
ZEMD, BEERERE LT 2 DO I FHFRERD FEME Sz, LATICHS I FHERER O F5 SRR 4 7=
L7,
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1.5.3.4.2.1.1 Atripla®% % B & L1=% 1l #85888 (GS-US-236-0102 :ER)

PLL b o L 2RISR D IEIE DN ARRER D HIV-1 BYUERE x5 & LT, Atripla®% FLigskt
BRI L LTRIEL, A& U e RUEAEEDA D& O 2 2 EE LTz,

AN D EEFEAGE H OFEATHR (ITT AT B1IZ351F 5 Snapshot f#AT) 1281 T, &5 48
W DT A VAR (MBEF HIV-1 RNA &3 50 copies/mL A DR ILER) X, AZ U B
JU RRET 87.6%, Atripla B T 84.1% ThH Y, AZ U EJL FURAEEIL Atripla®l2x%f L THELHETH
DI EDVHERS NI, FTz, #5596 WBEDO T A NAFHIRIFEIL, AZ Y EL REET 84.2%,
Atripla #£ T 81.5% Ch o7z, ZRBMAEEL HIT, FAIME Y A /L A DRBLUZ K 51K RHBCERIZK)
77,

AFRERTIE, Wt L bICEERAEFRORBRKLOEEFRIC L DIRBIER 5P IR,
A4 Y BV REER N Atripla BEE, & HICRGRBRMEEZ R LT,

1.5.3.4.2.1.2 ATV/r + FTC/TDF Zx{#B & L1258 Il #H5B% (GS-US-236-0103 i#ER)

PLL b a7 A L ZPREIC K DIGEDSARREER O HIV-1 JRYJERE & %15 & L, ATV/r + FTC/TDF
BHBIRI L LTREL, 22V L RRAEOA MR W2 BEE LT,

A RWED FBERATR T B OfEMTRER ITT ST <8512 315 %5 Snapshot fi#HT) (CFBWT, #2548
WD T A VAR (MFEF HIV-1 RNA &3 50 copies/mL A DM ILER) X, AZ U B
JU REET 89.5%, ATV/r+ FTC/TDF #£ T 87.0%TH Vv, A& U /b R AT ATV/r + FTC/TDF
WXt L CHLMETH D Z LR INT, 2, &5 96 WEDO U A NV AFRIRIRIL, AZ U E
JV REET 83.3%, ATV/r + FTC/TDF BT 823% Ch o7z, 72BMEE L HIT, FEAIMM: Y A LA D
FEBUZ X DI RERITR D > 7,

AFRERTIE, Wt L bICEERAEFRORBRKLOEEFRIC L DIRBIER G- P ERIHR<,
A4 Y eV REEL Y ATV/r + FTC/TDF B, & HICRAREAEEE R LT,

154 R4 1) EJL FREHEOHERUERAEICDONT

(MRAYEL R RERICEY, RE7 FE7S VAOHRFICEEA1H 1E1ROFS T HIV-1

BREDRBINAIREE LD

HUED HIV BEYSE OVRHE BIEIE, BRI 0 kSR 7 A L A S g H IR LL R I i3
2L THD, MOIREERDHER SNRWES, VA NVAROR EFCHAME DY A VA2 3FHE
SNDARMEN DS Z Linh, RIET FET 70 ADHER - 10 L3 TEETH 5,

HIV BYERE &kt 5 & L7zl RBRICEB N T, BEREEODRVERL VA IIIRET R
ETTUANRETHHEESNTEY )Y, £, BRICHTHEEHREICOWTIE, IRER
B ORIEEEIL DD IRNEFEL DA BV TEL 2D Z ENRES TS 2, IRIEA {722
LR TN ERGOREE LY A L, mORET R 7 7 o 2OfER & MmO R 25 % b,
TORER, RIS T A NV ARZBRRALLTICMHITE 5 2 LAVRB STV 5,
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1 B 1[E 1 5E0#E T HIV-1 JEYEDIEBENFRETH H A Z U B RUELAEET, A7 iE0%
WD 1oL 01ED,

(2) BiFHZRe 70774 LAERIA TS

24 ) e RUBLABED 2 SO T ABRER TIX, HLHIV BT A K7 A > THIRIERD LY A
L LTHERE S LTV D Atripla® % WM T ATV/r + FTC/TDF Z xR e LTREL-, b 2
OOE M AR OB 96 % OFERE A L, FRHEOLENET 07 7 A VD EIT -T2, F
7o, T 2IZWTNDORET 2% 0L ERBLLIZRIEHO % AR LT,

1) AEFEGICL DI IEER
24 Y L REE, Atripla B2 QN ATV/r + FTC/TDF BEO A EF LT L 5 1ABRIREy 5o - 31T
FIEI 4.6%, 6.8%K%TN5.9% T o7z,

2) EIEMFEELR
24 Y eV R, Atripla # & OV ATV/r + FTC/TDF BEOEIEH OFBELZITE T 47.1%,
67.9%% 18 59.7% T - 1=, BIVERI DFBLRD 10%EL L Th - 7= 4%, 24 U B REET,
Bl (15.7%) KOTHT (12.1%), Atripla BT, RERE (26.4%), FEWMED U (20.7%)
KOTFHT (11.1%), ATV/r + FTC/TDF ££C, THI (16.9%), HEolr (13.5%) K OSRIHIR (13.2%)
ThoT,

B G- 96 Wt £ TORRMFMIZIN T, AEFGIC L DIRBRER G P IR K OREIEH OB
WZDOWTIE, AU BN RERER LD enoT-, £l2, AZ VU eV REECTHE O & W EIER IE
DEONFRITH-T2M, 2o OFIVER I Atripla & 5 N X ATV/r + FTC/TDF B C % [AIFR LSS HL
LTEY, A&V /L FEETREMZRENERITRD bz o,

—75, Atripla BEIZ 31T 2 BE 088 i ONFEIPE D E MOV T, Atripla® D& A R4 Td % EFV
TEL WG SN DR 72BIER CTH Y, ATV/r + FTC/TDF BEIZ BT B BIERIZ DWW TIE, ATV
TELHE SNDFHEOREWER CTH 5, T HMAITHE STV D RE Z2FEIERIZ OV T
1%, AZ VU BN REECTORBIID o7z,
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1.5 B2 3358 R O e K OV 6 D e i

# 2 FHEE 2% LORIER—&ESR (GS-US-236-0102 3RBR & Y GS-US-236-0103 3RER)
RIVER 4 P RV £ Atripla #f ATV/r + FTC/TDF #
MedDRA/J V.15.1 (N=701) (N=352) (N=355)
SOCIPT N B N B N B
HEF 330 47.1% 239 67.9% 212 59.7%
AR fs 5 0.7% 7 2.0% 51 14.4%
AR 2 0.3% 0 47 13.2%
H S 202 28.8% 90 25.6% 112 31.5%
L 110 15.7% 30 8.5% 48 13.5%
TR 85 12.1% 39 11.1% 60 16.9%
A 15 2.1% 4 1.1% 10 2.8%
53] 15 2.1% 1 0.3% 27 7.6%
JE T 6 0.9% 3 0.9% 8 2.3%
. In- AN i Y >
e RHNES LUR S 51 7.3% 45 12.8% 34 9.6%
HAL DR TE
i 31 4.4% 27 7.7% 22 6.2%
JHFREE R B 5 2 0.3% 2 0.6% 36 10.1%
TR 0 1 0.3% 31 8.7%
R L OveEREE 24 3.4% 14 4.0% 23 6.5%
HEX /S RIS 11 1.6% 6 1.7% 8 2.3%
PR R b E 86 12.3% 107 30.4% 46 13.0%
GIEER 50 7.1% 13 3.7% 22 6.2%
FEMED W 21 3.0% 73 20.7% 15 4.2%
fEEHR 7 1.0% 24 6.8% 4 1.1%
gl 96 13.7% 129 36.6% 30 8.5%
LoV 61 8.7% 93 26.4% 13 3.7%
RIRSE 20 2.9% 29 8.2% 5 1.4%
5 U 0.6% 13 3.7% 3 0.8%
Tz 4 0.6% 7 2.0% 1 0.3%
FeJE R KU TRk E 36 5.1% 61 17.3% 36 10.1%
35 12 1.7% 28 8.0% 11 3.1%
9 PEIAE 5 0.7% 10 2.8% 2 0.6%
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UbXo, 220 e RBESEEIZRGAREEN T 0 7 7 AN ERTH D EEL LN, £,
24 Y e RUBLASEE, BFV X0 ATV TRIFE L 72> TV D BB 2BER O BRRITIELS, Zh
O OEKOBEER NIRRT, 1GEZBGET 22 EDRREEREFICK LTYH, iR o
1 2L LTHETHDI EEZ DN,

(3) BARGEREDIL FOVAMIINREEICK HAENREERD HIV-1 BREFEBZHIZHSNT, AR
BHEMENERIN TS

A5V eV RUBLASED 2 DOF M AHRBR O S- 48 % O 7 A )V AFHEINRICONT, 4
Wb, PERI, NFE, FGBRAARTOMETD HIV-1 RNA 8K O 5-BI84RT0 CD4 B T U o 7 SERkERIC
BRI 2 @Rt 21T > 7z, £ OREE, Fie, YR, AFE, #5-BALARTO MAET HIV-1 RNA & & OF
P 5 BRAERTO CDABBPET U > R DTN ENDBRNCIIT B 7 A )V AR IR D 2D S E
fEIRE el ETho, BEELiRL, 24V e REEORIFARGMEN RS (K 1),

[FIBE D J& BUREAT % £ 5- 96 ZIZ DWW T T o7, TORER, TNENORHNZE T H T A LA
LR L OO S E IR 2 fHIcH Y, 24X VU e REHISHRRE & RO A 22 R
L7z (1 2),

INSDZ NG, ZAZ Y EL REEAEEITHIL b a7 A L ZPRIEIC K DB AR ER D HIV-1
JRYYE BE KT HIRBICB W T, BE 0 HIV-1 RYYE O BEEIC )b T3 R i 2 iE
LA D1 DOERDIENRBEIND,

Overall H
236—0102 —_———

236-0103 —_———
|
Age (years) i
< 40 236-0102 —_—
2360103 —_——
>= 40 236—0102 —————
236-0103 —
I
- !
Male 236—0102 ———
236-0103 —
Female 236—0102 L
236-0103
i
Race |
White 236—0102 —_————————
236-0103 —_——

Nonwhite 236—0102
2360103

Baseline HV—1RNA Level (copies/mL) |
<= 100,000 2360102 —_————
236-0103 —_——
> 100,000 236—0102 -
236-0103

Baseline CD4 Cell Count (/uL)
<= 350 236—0102 |

2360103 +
> 350 236—-0102 —
2360103 L
-25 -20 -5 -10 -5 0 5 10 Ll 20 25

Differences in Percentages (95% Cl)

1 #5548 B#% 0T HIV-1 RNA £ 50 copies/mL ARt DIEF] LR IZEE 4 5 JBBIAE R
(GS-US-236-0102 3B} O GS-US-236-0103 3R5R)
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Baseline HIV—1 RNA level (coj ‘mL)
<= m,oou( zﬁn—sfw%

236—0103

Pooled

> 100,000 236=0102

236=0103

Pooled

Seine 21 o ()

236=0103
Pooled

> 350 236-—-0102
236—0103
Pooled -

-50 —40 —-30 —-20 -0 o 0 20 30 40 50
Differences in Percentaces (95% CI

X 2 5 96 E%OMmIEF HIV-1 RNA B3 50 copies/mL A DRER HL R B9~ 2 J& Bilis R
(GS-US-236-0102 35k & 1% GS-US-236-0103 35R)

155FELED

WA CHEM S A2 U EL RURAEOEERBRICE N T, i ho A LV RFEICE 51k
WD ARIRERD HIV-1 JRYUERZ 5T 2 22 U L RREHED BAF 2222 4 i O DN
FHOtHI 72 G e R ST, U A NV AFRIEIRIZB W T, FLHIVIRET A K7 A > THIE
BERICHWD LY A L LTHEREN TV Atripla®® % W3 ATV/r + FTC/TDF (2453 % 6451
R ST, IR G kR 1T D7 <, £/, ©BETHD EFV L ATV TSI TND
AEFES (WERE, o Ev, EREREOERY) ORBELD R o7,

24 Y eV ROBEAEEE T1 A 1188 ORRIEIC T HIV-1 BEYYE OIRAATRE L 720, ARIEIE]
B ORISR DTN L > TIRIET R T 70 ZAOHEFR 1 EIcE 5T 52 E2005, £72,
B Z MR OREMEI R SN2 L0 D, BRRIICH AR EWIRAIE B 2 b, FIENRRE
CHWDIL b AL AFREL L THERS D Z LR IfFT& 5,

AT, T1H 1ET 52 OARFET HIV-1 BUUE ORI ATRER FANL L TR 67, A

Z U B RUEASEITA %O HIV-1 EYE DRI B W TEERBERINED 1 Slckh b L Ex
Sy
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1.5.6 & #K

1) Delesus E, Berger D, Markowitz M, et al. Antiviral activity, pharmacokinetics, and dose response of
the HIV-1 integrase inhibitor GS-9137 (JTK-303) in treatment-naive and treatment-experienced
patients. J Acquir Immune Defic Syndr. 2006 Sep;43(1):1-5.

2) Zolopa AR, Berger DS, Lampiris H, et al. Activity of elvitegravir, a once-daily integrase inhibitor,
against resistant HIV Type 1: results of a phase 2, randomized, controlled, dose-ranging clinical trial.
J Infect Dis. 2010 Mar 15;201(6):814-22.

3) Gallant JE, Delesus E, Arribas JR, et al. Tenofovir DF, emtricitabine, and efavirenz vs. zidovudine,
lamivudine, and efavirenz for HIV. N Engl J Med. 2006 Jan 19;354(3):251-60.

4) Molina JM, Podsadecki TJ, Johnson MA, et al. A lopinavir/ritonavir-based once-daily regimen
results in better compliance and is non-inferior to a twice-daily regimen through 96 weeks. AIDS
Res Hum Retroviruses. 2007 Dec;23(12):1505-14.

5) Stone VE, Jordan J, Tolson J, et al. Perspectives on adherence and simplicity for HIV-infected
patients on antiretroviral therapy: self-report of the relative importance of multiple attributes of
highly active antiretroviral therapy (HAART) regimens in predicting adherence. J Acquir Immune

Defic Syndr. 2004 Jul 1;36(3):808-16.
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ARER-2. ARR 72— (FHEHR)

HERIER HBRRNE HBRES
EVG Sybk, 4% JTK303-TX-001/002/014
FERSSERR PC-216-2013/2013-PK
COBI XA, Tvb TX-216-2003
EVG+COBI 3y AfRS Sy b TX-236-2001
2iBRI RS Sy b JTK303-TX-012
Sk JTK303-TX-003
17 AR5
1R JTK303-TX-004
EVG WA TX-183-2004
3y AKks
-k JTK303-TX-021
77 TX-183-2007
64 ARS Sy b JTK303-TX-022
or AL 1% JTK303-TX-023
Sy bk TX-216-2027/2027-TK
5~7HMHE
RERSEERR 1% TX-216-2002/2002-TK
WA TX-216-2025/2032
2:BmE®E
Sy b TX-216-2001/2001-TK
WA TX-216-2041
COBI 17 BiRS Sy b TX-216-2004
4R TX-216-2005
¥ TX-216-2026
3y AkE
Sy b TX-216-2024
64 AL Sy b TX-216-2017
or ARS 4% TX-216-2016




ARER-2. ARR 72— (FHEHR)

HERIER HBRRE HBRES
EVG JTK303-TX-005/006
In Vitro SXE&
COBI TX-216-2010/2011
BInE R
EVG JTK303-TX-007
In Vivo &
COBI TX-216-2012
EVG TX-183-2011/2012
WA RMERER YN ARMERER
CoBI TX-216-2030/2031
Ve JTK303-TX-019
FRERUHRETO [RG183.2003
DEEHAEICET 55
COBI TX-216-2023
JTK303-TX-020
_ EVC | 1x-183-2001/2002/2008
I - BR S A ST B
COBI TX-216-2018/2019/2020/2021
B AR
EVG TX-183-2006
HERRUMERDRE
I UITBRHADKEEIZBET 5B
COBI TX-216-2033
EVG TX-183-2006
FERZRAVHER
COBI TX-216-2033
EVG TX-183-2020/2021
AR RIS ELER
CoBI TX-216-2043/2044
EVG TX-183-2022
R MR
COBI TX-216-2042
ZOMOHEMEHER EVG JTK303-TX-011
EEERER
COBI TX-216-2022
BURBOBEICET 5HR Eve || JEBIRE

018/024/025/026/027/028/029




ARER1-2. BT 1—)L (FHHR)
HEREE HBRRE HEBRES

EVG+COBI| TX-236-2002

TR DEEHEB EVG TX-183-2010/2023/2024

Z D DELFER COBI TX-216-2045/2046
JTK303-TX-
) =2Ye 008/009/010/013/015/017

ZDiDEHER

GS-8374* | TX-201-2003/2004/2005/2008

LX) 7 FHOHVI BT 7 —EREEER




ARER-3. FARR 72— (BRIREER)

HERIEH 3=ty HEBRANE HBRES
NAXTRLSEYT 1 (BA) | R4 T
SHEs ELp | BFORERR GS-US-236-0105
) EVG #HBE (150mghe) & IBHF] (125mgfe) DMXBARER GS-US-183-0140
HEBARBRE U
EMFHRAEYE (BE) RHER 241 )
LR COBILAE R 5 HIAHFI DRI BAGER GS-US-236-0110
RTVHAIRSHO T —X MR EHRT 5/81 0y FRER GS-US-183-0102
EVG RTVORAEHRE/ A Oy FRER GS-US-183-0113
TRINTG U RHER GS-US-183-0126
REHEBREICH TS
BREREMENRE (PK) RU BERURER SRR GS-US-216-0101
DHBEERER
COBI EAERR GS-US-216-0113
TRNS R GS-US-216-0111
éi "{\ COBID) A& &R GS-US-236-0101
EVG R TREENR E LR GS-US-183-0133
ANEMERE Z1RE L =PKEER
COBI BEHEETREEENRE LRR GS-US-216-0124
ATV/r& ODDIGER (EVGEEREHER) GS-US-183-0106
ATV/r& DDDIRER GS-US-183-0108
EVG LPVIr (AL +5°ER&E) & DDDIRER GS-Us-183-0116
HEFIRIET O k2R TRELE & ODDIGER GS-US-183-0119
NEMEERZ R L F-PKRER 4 ka4 J—ILEDDDIRER GS-US-183-0146
HSREBERERETA bRy TREE E ODDIRER GS-US-216-0120
COBI H 2R EHZEE ODDIRE (REES) GS-US-216-0122
ATV, BRNREZFURIEY) 77 TF > EDDDIRE GS-US-216-0123
251

ELF

##OBRHTE L ODDIRER

GS-US-236-0106




ARER-3. FARR TP a—IL (BRIREER)

HERIER L& HBRANE HBRES
SNEMERZKRET LI-PKHER |GS-8374*| GS-8374XI(LDRV & MODDIFKER GS-US-201-0104
EVG | aTaTcis GS-US-183-0128
QT/QTcEER GS-US-216-0107
BEHEBEICESITS
BSRENE (PD) RBRU 150mgSEAL A T 1< # S 3 B BLFI DBATER GS-US-216-0116
PK/PDEE% SO
CYP2B6, CYP2D6, RUZEMHH k52X H—% —Pgpe
i N GS-US-216-0112
GFRY—H—% V- BB S ER GS-US-216-0121
av+ 7 R (POC) HE GS-US-183-0101
BEICHEIT5PDHERY
EVG
PK/PDEER SEIAEEAER :
FAE%ERR (EVG/rvs CPIr) CEAUEH OIS
SENFEEAER :
BRIEHB (22 Y £ KO vs Atripla®) GS-US-236-:0102
59 S EEICET % Z451) SEINFEERER -
HBHIRRER ELE | mEst® (25U €L F°RAE vs ATVIHFTC/TOR) GS-US-236:0103
SEAEHRER
BRHB (22 Y £ KORAE vs Atripla®) GS-US-236-0104
BAARR : BEIRSHER XAX1-1
EVG BARARER . BE%SEARARFIHER XAX1-2
ZOWOBERS e
E B 5
RIERB (BHIVERFGAGE T T EVG/rvs RAL) S WL
SEINAREER
cos) RIEHRER (ATV/co+FTC/TDF vs ATV/r+FTC/TDF) B RIB0R

LX) 7 RHOHVI BT 7 —EREERE
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1.6.2 KEEIIAT SURE oot
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242 ¥ R4 e
1.6 SMENCE T B AR ICEE T 2 &R

1.6 HEICH T LHERRRFICEHTLHIEH
1.6.1 SAEIZH 1T HEBIKR

AHFNE, 201248 A 27 HIZKENZB W TRAIOAGRZ S L, 2012411 A 26 HICAF X T
ARAERG L7z, £z, BU (b a A=), R 222V 7 EAOER CFE T o B

Bzdhs (& 1),

#z 1 SEICER T 5 ARRIL

% el
X Wi5c4 EHH H HIFE - A& WhHE - WhF ik - A&
Hilgki 4
K[E | STRIBILD | 20124 | = BT 7T 150mg, | A XV L FECAEE | #HREAELEOCHE @ 1
8H27H | avs A% v bk 150 mg, X, AT 7T —FH | ft2 1 B 1REREE L
TARYUHEL200mg | EFE S, EWEhEe | BICRAT 5,
BT 7 Ren vy 7a | pEEmEAT 1Sy, | BEEEERE 0K
XV T VIR 300 mg, | BEMERUHRERERIE | 5 LT F=0 0 )
ORI DL RDEE | T 7 v A EME N
gETHY, i br Y | 70 mL/min KO BE
A JVAFEIZ L DIE | (CIEARBI OB 5% B bh
DRBBOBENCET | LRz k, Z7vT7F
% HIV-1 EYYERIRD | =227 V7 50 AHfEE
T=DIHEHT %, 7S 50 mL/min A1
KT LB FTRE%
PiEg 5z,
JF 4 | STRIBILD | 20124 | =BT 77/ 150mg, | A& U BV FEGHE | #EARE, 16 (=
11H26H | 28 AX v b 150 mg, (=rverr77enr/| Vv T 7 5 E L
TARYTHAEL200mg | 2BV AZ Y b | 150mg, IV AL
BT /HREeN vyTFe | NI EEY /T /K| F150mg, =AU v
XTI 300mg, | BV VY TuxiL | FEL200mg, T/ R
TVERKE) 1%, BiL | B Yy TFakir
e oA VAREICE | 7~ iR 300 mg) &
DIRBENAREBO 18| 1TH1EATL L HIC
LA o> HIV-1 BYYE | IRA T %,
BT xE 2 BARTAE
EThb,

1.6.2 REIRMHAXE
KENZIRIT DIRMCEE, BIREER IR LT,

1.6.3 KEH X ERR
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

STRIBILD™ (elvitegravir, cobicistat, emtricitabine, tenofovir
disoproxil fumarate) Tablets, for oral use

Initial U.S. Approval: 2012

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

See full prescribing information for complete boxed warning.

. Lactic acidosis and severe hepatomegaly with steatosis,
including fatal cases, have been reported with the use of
nucleoside analogs, including tenofovir disoproxil
fumarate, a component of STRIBILD. (5.1)

. STRIBILD is not approved for the treatment of chronic
hepatitis B virus (HBV) infection. Severe acute
exacerbations of hepatitis B have been reported in patients
coinfected with HIV-1 and HBV who have discontinued
EMTRIVA or VIREAD, two of the components of STRIBILD.
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-------------mmemeemeeeee

STRIBILD, a combination of 1 integrase strand transfer inhibitor, 1
pharmacokinetic enhancer, and 2 nucleos(t)ide analog HIV-1 reverse
transcriptase inhibitors, is indicated as a complete regimen for the
treatment of HIV-1 infection in adults who are antiretroviral treatment-
naive. (1)

. Recommended dose: One tablet taken once daily with food. (2)

. Dosing in renal impairment: STRIBILD should not be initiated in
patients with estimated creatinine clearance below 70 mL per
minute. Discontinue in patients with estimated creatinine
clearance below 50 mL per minute. (2)

Tablets: 150 mg of elvitegravir, 150 mg of cobicistat, 200 mg of
emtricitabine, and 300 mg of tenofovir disoproxil fumarate. (3)

CONTRAINDICATIONS
. Coadministration of STRIBILD with drugs that:

e are highly dependent on CYP3A for clearance and for which
elevated plasma concentrations are associated with serious
and/or life-threatening adverse events. (4)

e strongly induce CYP3A which may lead to lower exposure of
one or more components and loss of efficacy of STRIBILD
which may result in loss of virologic response and possible
resistance. (4)

. New onset or worsening renal impairment: Can include acute
renal failure and Fanconi syndrome. Assess creatinine clearance
(CLcr), urine glucose and urine protein before initiating treatment
with STRIBILD. Monitor CLcr, urine glucose, and urine protein in
all patients. Monitor serum phosphorus in patients at risk for renal
impairment. Avoid administering STRIBILD with concurrent or
recent use of nephrotoxic drugs. (5.3)

. Coadministration with other products: Do not use with drugs
containing emtricitabine or tenofovir disoproxil fumarate including
ATRIPLA, COMPLERA, EMTRIVA, TRUVADA, or VIREAD; with
drugs containing lamivudine; or with drugs or regimens containing
ritonavir. Do not administer in combination with HEPSERA. (5.4)

. Decreases in bone mineral density (BMD): Consider monitoring
BMD in patients with a history of pathologic fracture or other risk
factors of osteoporosis or bone loss. (5.5)

e  Redistribution/accumulation of body fat: Observed in patients
receiving antiretroviral therapy. (5.6)

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

Most common adverse drug reactions to STRIBILD (incidence greater
than or equal to 10%, all grades) are nausea and diarrhea. (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/imedwatch.

DRUG INTERACTIONS

e  STRIBILD is a complete regimen for the treatment of HIV-1
infection; therefore, STRIBILD should not be administered with
other antiretroviral medications for treatment of HIV-1 infection.
(54,7)

e  STRIBILD can alter the concentration of drugs metabolized by
CYP3A or CYP2D6. Drugs that induce CYP3A can alter the
concentrations of one or more components of STRIBILD. Consult
the full prescribing information prior to and during treatment for
potential drug-drug interactions. (4, 7, 12.3)

USE IN SPECIFIC POPULATIONS----nrmemememees

. Pregnancy: Use during pregnancy only if the potential benefit
justifies the potential risk. (8.1)

. Nursing mothers: Women infected with HIV should be instructed
not to breastfeed due to the potential for HIV transmission. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
Approved Patient Labeling.

Revised: 08/2012
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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, including tenofovir
disoproxil fumarate, a component of STRIBILD, in combination with other
antiretrovirals [See Warnings and Precautions (5.1)].

STRIBILD is not approved for the treatment of chronic hepatitis B virus (HBV)
infection and the safety and efficacy of STRIBILD have not been established in
patients coinfected with HBV and HIV-1. Severe acute exacerbations of hepatitis
B have been reported in patients who are coinfected with HBV and human
immunodeficiency virus-1 (HIV-1) and have discontinued EMTRIVA or VIREAD,
which are components of STRIBILD. 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 STRIBILD. If
appropriate, initiation of anti-hepatitis B therapy may be warranted [See Warnings
and Precautions (5.2)].

1 INDICATION AND USAGE

STRIBILD™ is indicated as a complete regimen for the treatment of HIV-1 infection in
adults who are antiretroviral treatment-naive.

2 DOSAGE AND ADMINISTRATION

The recommended dose of STRIBILD is one tablet taken orally once daily with food
[See Clinical Pharmacology (12.3)].

Renal Impairment: STRIBILD should not be initiated in patients with estimated
creatinine clearance below 70 mL per min. Because STRIBILD is a fixed-dose
combination tablet, STRIBILD should be discontinued if estimated creatinine clearance
declines below 50 mL per min during treatment with STRIBILD as dose interval
adjustment required for emtricitabine and tenofovir disoproxil fumarate (tenofovir DF)
cannot be achieved [See Warnings and Precautions (5.3), Adverse Reactions (6.1), Use
in Specific Populations (8.6), Clinical Pharmacology (12.3), and Clinical Studies (14)].

Hepatic Impairment: No dose adjustment of STRIBILD is required in patients with mild
(Child-Pugh Class A) or moderate (Child-Pugh Class B) hepatic impairment. No
pharmacokinetic or safety data are available regarding the use of STRIBILD in patients
with severe hepatic impairment (Child-Pugh Class C). Therefore, STRIBILD is not
recommended for use in patients with severe hepatic impairment [See Use in Specific
Populations (8.7) and Clinical Pharmacology (12.3)].
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3 DOSAGE FORMS AND STRENGTHS

STRIBILD is available as tablets. Each tablet contains 150 mg of elvitegravir, 150 mg of
cobicistat, 200 mg of emtricitabine, and 300 mg of tenofovir disoproxil fumarate
(tenofovir DF, equivalent to 245 mg of tenofovir disoproxil).

The tablets are green, capsule-shaped, film-coated, debossed with “GSI” on one side
and the number “1” surrounded by a square box (| 1]) on the other side of the tablet.

4 CONTRAINDICATIONS

Coadministration of STRIBILD is contraindicated with drugs that are highly dependent
on CYP3A for clearance and for which elevated plasma concentrations are associated
with serious and/or life-threatening events. These drugs and other contraindicated
drugs (which may lead to reduced efficacy of STRIBILD and possible resistance) are
listed in Table 1 [See Drug Interactions (7.4), Clinical Pharmacology (12.3)].

Table 1 Drugs that are Contraindicated with STRIBILD
Drugs within
Drug Class class t.hat.are Clinical Comment
contraindicated
with STRIBILD
Alpha 1-Adrenoreceptor | Alfuzosin Potential for increased alfuzosin concentrations,
Antagonist which can result in hypotension.
Antimycobacterial Rifampin Rifampin is a potent inducer of CYP450 metabolism.

STRIBILD should not be used in combination with
rifampin, as this may cause significant decrease in
the plasma concentration of elvitegravir and
cobicistat. This may result in loss of therapeutic
effect to STRIBILD.

Ergot Derivatives

Dihydroergotamine
Ergotamine
Methylergonovine

Potential for serious and/or life-threatening events
such as acute ergot toxicity characterized by
peripheral vasospasm and ischemia of the
extremities and other tissues.

Gl Motility Agent

Cisapride

Potential for serious and/or life-threatening events
such as cardiac arrhythmias.

Herbal Products

St. John’s wort

Patients taking STRIBILD should not use products

(Hypericum containing St. John’s wort because coadministration
perforatum) may result in reduced plasma concentrations of
elvitegravir and cobicistat. This may result in loss of
therapeutic effect and development of resistance.
HMG-CoA Reductase Lovastatin Potential for serious reactions such as myopathy,
Inhibitors Simvastatin including rhabdomyolysis.
Neuroleptic Pimozide Potential for serious and/or life-threatening events

such as cardiac arrhythmias.

Phosphodiesterase-5

Sildenafil® when
dosed as REVATIO

A safe and effective dose in combination with
STRIBILD has not been established for sildenafil
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(PDES5) Inhibitor for the treatment of | (REVATIO) when used for the treatment of
pulmonary arterial pulmonary hypertension. There is increased
hypertension potential for sildenafil-associated adverse events
(which include visual disturbances, hypotension,
priapism, and syncope).

Sedative/hypnotics Triazolam Triazolam and orally administered midazolam are
Orally administered | extensively metabolized by CYP3A4.
midazolam® Coadministration of triazolam or orally administered

midazolam with STRIBILD may cause large
increases in the concentration of these
benzodiazepines. The potential exists for serious
and/or life threatening events such as prolonged or
increased sedation or respiratory depression.

a. See Drug Interactions (7), Table 5 for sildenafil when dosed as VIAGRA for erectile dysfunction.

b. See Drug Interactions (7), Table 5 for parenterally administered midazolam.

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, including tenofovir DF, a component
of STRIBILD, 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. Treatment with STRIBILD 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 Patients Coinfected with HIV-1 and HBV

It is recommended that all patients with HIV-1 be tested for the presence of chronic
hepatitis B virus (HBV) before initiating antiretroviral therapy. STRIBILD is not approved
for the treatment of chronic HBV infection and the safety and efficacy of STRIBILD have
not been established in patients coinfected with HBV and HIV-1. Severe acute
exacerbations of hepatitis B have been reported in patients who are coinfected with
HBV and HIV-1 and have discontinued emtricitabine or tenofovir DF, two of the
components of STRIBILD. In some patients infected with HBV and treated with
EMTRIVA, the exacerbations of hepatitis B were associated with liver decompensation
and liver failure. Patients who are coinfected with HIV-1 and HBV should be closely
monitored with both clinical and laboratory follow-up for at least several months after
stopping treatment with STRIBILD. If appropriate, initiation of anti-hepatitis B therapy
may be warranted.
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5.3 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 DF and with the use of STRIBILD [See Adverse Reactions (6.2)].

In the clinical trials of STRIBILD over 48 weeks (N=701), 8 (1.1%) subjects in the
STRIBILD group and 1 (0.1%) subject in the combined comparator groups discontinued
study drug due to a renal adverse event. Four (0.6%) of the subjects who received
STRIBILD developed laboratory findings consistent with proximal renal tubular
dysfunction leading to discontinuation of STRIBILD compared to none in the comparator
groups. Two of these four subjects had renal impairment (i.e. estimated creatinine
clearance less than 70 mL per min) at baseline. The laboratory findings in these 4
subjects with evidence of proximal tubulopathy improved but did not completely resolve
in all subjects upon discontinuation of STRIBILD. Renal replacement therapy was not
required for these subjects.

Estimated creatinine clearance, urine glucose and urine protein should be documented
in all patients prior to initiating therapy. STRIBILD should not be initiated in patients with
estimated creatinine clearance below 70 mL per min.

Routine monitoring of estimated creatinine clearance, urine glucose, and urine protein
should be performed during STRIBILD therapy in all patients. Additionally, serum
phosphorus should be measured in patients at risk for renal impairment.

Although cobicistat may cause modest increases in serum creatinine and modest
declines in estimated creatinine clearance without affecting renal glomerular function
[See Adverse Reactions (6.1)], patients who experience a confirmed increase in serum
creatinine of greater than 0.4 mg per dL from baseline should be closely monitored for
renal safety.

STRIBILD should be avoided with concurrent or recent use of a nephrotoxic agent.

The emtricitabine and tenofovir DF components of STRIBILD are primarily excreted by
the kidney. STRIBILD should be discontinued if estimated creatinine clearance declines
below 50 mL per min as dose interval adjustment required for emtricitabine and
tenofovir DF cannot be achieved with the fixed-dose combination tablet.

5.4 Use with Other Antiretroviral Products

STRIBILD is indicated for use as a complete regimen for the treatment of HIV-1
infection and should not be coadministered with other antiretroviral products.
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STRIBILD should not be coadministered with products containing any of the same
active components, emtricitabine or tenofovir DF (ATRIPLA, COMPLERA, EMTRIVA,
TRUVADA, VIREAD); or with products containing lamivudine (COMBIVIR, EPIVIR,
EPIVIR-HBV, EPZICOM, TRIZIVIR). STRIBILD should not be administered with
adefovir dipivoxil (HEPSERA).

5.5 Decreases in Bone Mineral Density

In previous clinical trials, tenofovir DF has been associated with decreases in bone
mineral density (BMD) and increases in biochemical markers of bone metabolism
(serum bone-specific alkaline phosphatase, serum osteocalcin, serum C telopeptide,
and urinary N telopeptide), suggesting increased bone turnover. Serum parathyroid
hormone levels and 1.25 Vitamin D levels were also higher in subjects receiving
VIREAD. The effects of tenofovir DF-associated changes in BMD on future fracture risk
are unknown. For additional information, please consult the VIREAD prescribing
information.

Cases of osteomalacia (associated with proximal renal tubulopathy and which may
contribute to fractures) have been reported in association with the use of tenofovir DF
[See Adverse Reactions (6.2)].

In Study 103, BMD was assessed by DEXA in a non-random subset of 120 subjects.
Mean percentage decreases in BMD from baseline to Week 48 in the STRIBILD group
(N = 54) were comparable to the atazanavir + ritonavir +TRUVADA group (N = 66) at
the lumbar spine (-2.6% versus -3.3%, respectively) and at the hip (-3.1% versus -3.9%,
respectively). In Studies 102 and 103, bone fractures occurred in 9 subjects (1.3%) in
the STRIBILD group, 6 subjects (1.7%) in the ATRIPLA group, and 6 subjects (1.7%) in
the atazanavir + ritonavir + TRUVADA group. These findings were consistent with data
from an earlier 144-week trial of treatment-naive subjects receiving tenofovir DF +
lamivudine + efavirenz.

Assessment of BMD should be considered for HIV-1 infected patients who have a
history of pathologic bone fracture or other risk factors for osteoporosis or bone loss.
Although the effect of supplementation with calcium and vitamin D was not studied,
such supplementation may be beneficial in all patients. If bone abnormalities are
suspected, then appropriate consultation should be obtained.

5.6 Fat Redistribution

Redistribution/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.
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5.7 Immune Reconstitution Syndrome

Immune reconstitution syndrome has been reported in patients treated with combination
antiretroviral therapy, including STRIBILD. 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.

6 ADVERSE REACTIONS
The following adverse drug reactions are discussed in other sections of the labeling:

e Lactic Acidosis/Severe Hepatomegaly with Steatosis [See Boxed Warning, Warnings
and Precautions (5.1)].

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

e New Onset or Worsening Renal Impairment [See Warnings and Precautions (5.3)].
e Decreases in Bone Mineral Density [See Warnings and Precautions (5.5)].

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

6.1  Adverse Reactions from Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

The safety assessment of STRIBILD is based on pooled data from 1408 subjects in two
comparative clinical trials, Study 102 and Study 103, in antiretroviral treatment-naive
HIV-1 infected adult subjects. A total of 701 subjects received STRIBILD once daily for
at least 48 weeks.

The proportion of subjects who discontinued treatment with STRIBILD, ATRIPLA
(efavirenz 600 mg/emtricitabine 200 mg/tenofovir DF 300 mg) or atazanavir + ritonavir +
TRUVADA (emtricitabine 200 mg/tenofovir DF 300 mg) due to adverse events,
regardless of severity, was 3.7%, 5.1% and 5.1%, respectively. Table 2 displays the
frequency of adverse drug reactions greater than or equal to 5%.
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Table 2 Treatment-Emergent Adverse Drug Reactions?® (all grades) Reported
in 2 5% of Subjects in Any Treatment Arm in Studies 102 and 103
(Week 48 analysis)

STRIBILD ATRIPLA Atazanavir +
N=701 N=352 ritonavir +
TRUVADA
N=355

EYE DISORDERS

Ocular icterus <1% 0% 13%
GASTROINTESTINAL DISORDERS

Diarrhea 12% 11% 16%

Flatulence 2% <1% 7%

Nausea 16% 9% 13%
GENERAL DISORDERS AND
ADMINISTRATION SITE CONDITIONS

Fatigue 5% 7% 6%
HEPATOBILIARY DISORDERS

Jaundice 0% <1% 8%
NERVOUS SYSTEM DISORDERS

Somnolence 1% 7% 1%

Headache 7% 4% 6%

Dizziness 3% 20% 4%
PSYCHIATRIC DISORDERS

Insomnia 3% 8% 1%

Abnormal dreams 9% 26% 3%
SKIN AND SUBCUTANEOUS TISSUE
DISORDERS

Rash” 3% 15% 6%

a. Frequencies of adverse reactions are based on all treatment-emergent adverse events, attributed to study drugs.

b. Rash event includes dermatitis, drug eruption, eczema, pruritus, pruritus generalized, rash, rash erythematous,
rash generalized, rash macular, rash maculo-papular, rash morbilliform, rash popular, rash pruritic, and urticaria.

See Warnings and Precautions (5.3), for a discussion of renal adverse events from
clinical trials experience with STRIBILD.

Emtricitabine and Tenofovir Disoproxil Fumarate: In addition to the adverse drug
reactions observed with STRIBILD, the following adverse drug reactions occurred in at
least 5% of treatment-experienced or treatment-naive subjects receiving emtricitabine or
tenofovir DF with other antiretroviral agents in other clinical trials: depression,

abdominal pain, dyspepsia, vomiting, fever, pain, nasopharyngitis, pneumonia, sinusitis,
upper respiratory tract infection, arthralgia, back pain, myalgia, paresthesia, peripheral
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neuropathy (including peripheral neuritis and neuropathy), anxiety, increased cough,
and rhinitis.

Skin discoloration has been reported with higher frequency among emtricitabine-treated
subjects; it was manifested by hyperpigmentation on the palms and/or soles and was
generally mild and asymptomatic. The mechanism and clinical significance are
unknown.

Laboratory Abnormalities: The frequency of treatment-emergent laboratory
abnormalities (Grades 3-4) occurring in at least 2% of subjects receiving STRIBILD in
Studies 102 and 103 are presented in Table 3.

Table 3 Laboratory Abnormalities (Grades 3-4) Reported in 2 2% of Subjects
Receiving STRIBILD in Studies 102 and 103 (Week 48 analysis)

Atazanavir +
STRIBILD ATRIPLA ritonavir

+ TRUVADA
Laboratory Parameter Abnormality N=701 N=352 N=355
AST (>5.0 x ULN) 2% 3% 4%
Amylase® (>2.0 x ULN) 2% 2% 4%
Creatine Kinase (> 10.0 x ULN) 5% 11% 7%
Urine RBC (Hematuria) (> 75 RBC/HPF) 3% 1% 2%

a. For subjects with serum amylase > 1.5 x upper limit of normal, lipase test was also performed. The frequency of
increased lipase (Grades 3-4) occurring in STRIBILD (N=58), ATRIPLA (N=33), and atazanavir + ritonavir +
TRUVADA (N=33) was 12%, 15%, and 21%, respectively.

Proteinuria (all grades) occurred in 39% of subjects receiving STRIBILD, 29% of
subjects receiving ATRIPLA, and 24% of subjects receiving atazanavir + ritonavir +
TRUVADA.

The cobicistat component of STRIBILD has been shown to increase serum creatinine
and decrease estimated creatinine clearance due to inhibition of tubular secretion of
creatinine without affecting renal glomerular function. In Studies 102 and 103, increases
in serum creatinine and decreases in estimated creatinine clearance occurred early in
treatment with STRIBILD, after which they stabilized. The mean + SD change in serum
creatinine after 48 weeks of treatment was 0.14 mg per dL + 0.13 mg per dL for
STRIBILD, 0.01 mg per dL + 0.12 mg per dL for ATRIPLA, and 0.09 mg per dL £ 0.13
mg per dL for atazanavir + ritonavir + TRUVADA. The mean £ SD change in estimated
glomerular filtration rate (eGFR) by Cockcroft-Gault method after 48 weeks of treatment
was -13.9 £ 14.9 mL per min for STRIBILD, -1.6 £ 16.5 mL per min for ATRIPLA, and -
9.3 £ 15.8 mL per min for atazanavir + ritonavir + TRUVADA. Elevation in serum
creatinine (all grades) occurred in 7% of subjects receiving STRIBILD, 1% of subjects
receiving ATRIPLA, and 4% of subjects receiving atazanavir + ritonavir + TRUVADA.
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Emitricitabine or Tenofovir Disoproxil Fumarate: In addition to the laboratory
abnormalities observed with STRIBILD, the following laboratory abnormalities have
been previously reported in subjects treated with emtricitabine or tenofovir DF with other
antiretroviral agents in other clinical trials: Grades 3 or 4 laboratory abnormalities of ALT
(M: greater than 215 U per L; F: greater than 170 U per L), alkaline phosphatase
(greater than 550 U per L), bilirubin (greater than 2.5 x ULN), serum glucose (less than
40 or greater than 250 mg per dL), glycosuria (greater than or equal to 3+), neutrophils
(less than 750 per mm®), fasting cholesterol (greater than 240 mg per dL), and fasting
triglycerides (greater than 750 mg per dL).

Serum Lipids: In the clinical trials of STRIBILD, a similar percentage of subjects
receiving STRIBILD, ATRIPLA, and atazanavir + ritonavir + TRUVADA were on lipid
lowering agents at baseline (11%, 11%, and 12%, respectively). While receiving study
drug through Week 48, an additional 4% of STRIBILD subjects were started on lipid
lowering agents, compared to 5% of ATRIPLA and 7% of atazanavir + ritonavir +
TRUVADA subjects. During the first 48 weeks of study drug exposure, 1% or fewer
subjects in any treatment arm experienced Grades 3 or 4 elevations in fasting
cholesterol (greater than 300 mg per dL) or fasting triglycerides (greater than 750 mg
per dL).

Changes from baseline in total cholesterol, HDL-cholesterol, LDL-cholesterol, and
triglycerides are presented in Table 4.

Table 4 Lipid Values, Mean Change from Baseline, Reported in Subjects Receiving
STRIBILD or Comparator in Studies 102 and 103

Atazanavir + ritonavir
SL’E‘%‘:-D AL'};';;A + TRUVADA
- N=355
Baseline Week 48 Baseline Week 48 Baseline Week 48
mg/dL Change?® mg/dL Change® mg/dL Change®
(T:‘r’]toalgsteml 166 +11 161 +19 168 +9
(fasted) [N=675] [N=606] [N=343] [N=298] [N=337] [N=287]
?rfc))ll_ésterol 43 +6 43 +8 42 *5
(fasted) [N=673] [N=605] [N=343] [N=298] [N=335] [N=284]
(L:E()Llésterol 100 +10 97 +17 101 +11
(fasted) [N=675] [N=606] [N=343] [N=298] [N=337] [N=288]
Triglycerides 122 +13 121 +13 132 +29
(fasted) [N=675] [N=606] [N=343] [N=298] [N=337] [N=287]

a. The change from baseline is the mean of within-patient changes from baseline for patients with both baseline
and Week 48 values.
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6.2 Postmarketing Experience

Because postmarketing reactions are reported voluntarily from a population of uncertain
size, it is not always possible to reliably estimate their frequency or establish a causal
relationship to drug exposure. The following adverse reactions have been identified
during post approval use of tenofovir DF. No additional postmarketing adverse reactions
specific for emtricitabine have been identified.

Immune System Disorders
allergic reaction, including angioedema

Metabolism and Nutrition Disorders
lactic acidosis, hypokalemia, hypophosphatemia

Respiratory, Thoracic, and Mediastinal Disorders
dyspnea

Gastrointestinal Disorders
pancreatitis, increased amylase, abdominal pain

Hepatobiliary Disorders

hepatic steatosis, hepatitis, increased liver enzymes (most commonly AST, ALT gamma
GT)

Skin and Subcutaneous Tissue Disorders

rash

Musculoskeletal and Connective Tissue Disorders

rhabdomyolysis, osteomalacia (manifested as bone pain and which may contribute to
fractures), muscular weakness, myopathy

Renal and Urinary Disorders

acute renal failure, renal failure, acute tubular necrosis, Fanconi syndrome, proximal
renal tubulopathy, interstitial nephritis (including acute cases), nephrogenic diabetes
insipidus, renal insufficiency, increased creatinine, proteinuria, polyuria

General Disorders and Administration Site Conditions
asthenia

The following adverse reactions, listed under the body system headings above, may
occur as a consequence of proximal renal tubulopathy: rhabdomyolysis, osteomalacia,
hypokalemia, muscular weakness, myopathy, hypophosphatemia.
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7 DRUG INTERACTIONS

See also Contraindications (4) and Clinical Pharmacology (12.3).

STRIBILD is a complete regimen for the treatment of HIV-1 infection; therefore,
STRIBILD should not be administered with other antiretroviral medications for
treatment of HIV-1 infection. Complete information regarding potential drug-drug
interactions with other antiretroviral medications is not provided.

STRIBILD should not be used in conjunction with protease inhibitors or non-nucleoside
reverse transcriptase inhibitors due to potential drug-drug interactions including altered
and/or suboptimal pharmacokinetics of cobicistat, elvitegravir, and/or the
coadministered antiretroviral products. STRIBILD should not be administered
concurrently with products containing ritonavir or regimens containing ritonavir due to
similar effects of cobicistat and ritonavir on CYP3A.

7.1 Potential for STRIBILD to Affect Other Drugs

Cobicistat, a component of STRIBILD, is an inhibitor of CYP3A and CYP2D6. The
transporters that cobicistat inhibits include p-glycoprotein (P-gp), BCRP, OATP1B1 and
OATP1B3. Thus, coadministration of STRIBILD with drugs that are primarily
metabolized by CYP3A or CYP2D6, or are substrates of P-gp, BCRP, OATP1B1 or
OATP1B3 may result in increased plasma concentrations of such drugs. Elvitegravir is
a modest inducer of CYP2C9 and may decrease the plasma concentrations of CYP2C9
substrates.

7.2  Potential for Other Drugs to Affect One or More Components of STRIBILD

Elvitegravir and cobicistat, components of STRIBILD, are metabolized by CYP3A.
Cobicistat is also metabolized, to a minor extent, by CYP2D6.

Drugs that induce CYP3A activity are expected to increase the clearance of elvitegravir
and cobicistat, resulting in decreased plasma concentration of cobicistat and
elvitegravir, which may lead to loss of therapeutic effect of STRIBILD and development
of resistance (see Table 5).

Coadministration of STRIBILD with other drugs that inhibit CYP3A may decrease the
clearance and increase the plasma concentration of cobicistat (see Table 5).
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7.3 Drugs Affecting Renal Function

Because emtricitabine and tenofovir, components of STRIBILD are primarily excreted
by the kidneys by a combination of glomerular filtration and active tubular secretion,
coadministration of STRIBILD with drugs that reduce renal function or compete for
active tubular secretion may increase concentrations of emtricitabine, tenofovir, and
other renally eliminated drugs. Some examples of drugs that are eliminated by active
tubular secretion include, but are not limited to acyclovir, cidofovir, ganciclovir,
valacyclovir, and valganciclovir.

7.4 Established and Other Potentially Significant Interactions

Table 5 provides a listing of established or potentially clinically significant drug-drug
interactions. The drug interactions described are based on studies conducted with either
STRIBILD, the components of STRIBILD, (elvitegravir, cobicistat, emtricitabine, and
tenofovir DF) as individual agents and/or in combination, or are predicted drug
interactions that may occur with STRIBILD [for magnitude of interaction, see Clinical
Pharmacology (12.3)]. The table includes potentially significant interactions but is not all

inclusive.

Table 5

Established and Other Potentially Significant® Drug Interactions:

Alteration in Dose or Regimen May Be Recommended Based on Drug
Interaction Studies or Predicted Interaction

Concomitant Drug
Class: Drug Name

Effect on
Concentration®

Clinical Comment

Acid Reducing
Agents:

Antacids* (for
example aluminum
and magnesium
hydroxide)

Proton Pump
Inhibitors

H, Receptor
Antagonists

{ elvitegravir

< elvitegravir

Elvitegravir plasma concentrations are lower when
STRIBILD is administered simultaneously with
antacids. It is recommended to separate STRIBILD
and antacid administration by at least 2 hours.

No dose adjustment is needed when STRIBILD is
combined with either H; receptor antagonists or proton
pump inhibitors.

Antiarrhythmics:
e.g.

amiodarone
bepridil

digoxin*
disopyramide
flecainide
systemic lidocaine
mexiletine
propafenone
quinidine

T antiarrhythmics
1 digoxin

Concentrations of these antiarrhythmic drugs may be
increased when coadministered with STRIBILD.
Caution is warranted and therapeutic concentration
monitoring, if available, is recommended for
antiarrhythmics when coadministered with STRIBILD.
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Antibacterials:

clarithromycin
telithromycin

t clarithromycin
1 telithromycin

t cobicistat

Concentrations of clarithromycin and/or cobicistat may
be altered when clarithromycin is coadministered with
STRIBILD.

Patients with CLcr greater than or equal to 60 mL/min:
No dose adjustment of clarithromycin is required.

Patients with CLcr between 50 mL/min and 60 mL/min:
The dose of clarithromycin should be reduced by 50%.

Concentrations of telithromycin and/or cobicistat may
be increased when telithromycin is coadministered
with STRIBILD.

Anticoagulants:
warfarin

Effect on warfarin
unknown

Concentrations of warfarin may be affected upon
coadministration with STRIBILD. It is recommended
that the international normalized ratio (INR) be
monitored upon coadministration with STRIBILD.

Anticonvulsants:

carbamazepine
oxcarbazepine
phenobarbital
phenytoin

clonazepam
ethosuximide

1 carbamazepine
{ elvitegravir
{ cobicistat

T clonazepam
T ethosuximide

Coadministration of carbamazepine, oxcarbazepine,
phenobarbital, or phenytoin with STRIBILD may
significantly decrease cobicistat and elvitegravir
plasma concentrations, which may result in loss of
therapeutic effect and development of resistance.
Alternative anticonvulsants should be considered.

Concentrations of clonazepam and ethosuximide may
be increased when coadministered with STRIBILD.
Clinical monitoring is recommended upon
coadministration with STRIBILD.

Antidepressants:

Selective Serotonin
Reuptake Inhibitors
(SSRIs)

e.g.

paroxetine

Tricyclic
Antidepressants
(TCAs)

e.g.

amitriptyline
desipramine
imipramine
nortriptyline
buproprion

trazodone

T SSRIs
T TCAs
T trazodone

Concentrations of these antidepressant agents may be
increased when coadministered with STRIBILD.
Careful dose titration of the antidepressant and
monitoring for antidepressant response is
recommended.

Antifungals:

itraconazole
ketoconazole*
voriconazole

1 elvitegravir

T cobicistat

1 itraconazole
T ketoconazole
Pvoriconazole

Concentrations of ketoconazole, itraconazole and
voriconazole may increase upon coadministration with
STRIBILD. When administering with STRIBILD, the
maximum daily dose of ketoconazole or itraconazole
should not exceed 200 mg per day.

An assessment of benefit/risk ratio is recommended to
justify use of voriconazole with STRIBILD.
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Anti-gout:
colchicine

T colchicine

STRIBILD should not be coadministered with
colchicine to patients with renal or hepatic impairment.

Treatment of gout-flares — coadministration of
colchicine in patients receiving STRIBILD:

0.6 mg (1 tablet) x 1 dose, followed by 0.3 mg (half
tablet) 1 hour later. Treatment course to be repeated
no earlier than 3 days.

Prophylaxis of gout-flares — coadministration of
colchicine in patients receiving STRIBILD:

If the original regimen was 0.6 mg twice a day, the
regimen should be adjusted to 0.3 mg once a day. If
the original regimen was 0.6 mg once a day, the
regimen should be adjusted to 0.3 mg once every
other day.

Treatment of familial Mediterranean fever —
coadministration of colchicine in patients receiving
STRIBILD:

Maximum daily dose of 0.6 mg (may be given as 0.3
mg twice a day).

Antimycobacterial:

rifabutin®
rifapentine

{ elvitegravir
{ cobicistat

Coadministration of rifabutin and rifapentine with
STRIBILD may significantly decrease elvitegravir and
cobicistat plasma concentrations, which may result in
loss of therapeutic effect and development of
resistance.

Coadministration of STRIBILD with rifabutin or
rifapentine is not recommended.

Beta-Blockers:

e.g.
metoprolol
timolol

T beta-blockers

Concentrations of beta-blockers may be increased
when coadministered with STRIBILD. Clinical
monitoring is recommended and a dose decrease of
the beta blocker may be necessary when these agents
are coadministered with STRIBILD.

Calcium Channel
Blockers:

e.g.

amlodipine
diltiazem
felodipine
nicardipine
nifedipine
verapamil

T calcium channel
blockers

Concentrations of calcium channel blockers may be
increased when coadministered with STRIBILD.
Caution is warranted and clinical monitoring is
recommended upon coadministration with STRIBILD.

Corticosteroid:
Systemic:

dexamethasone

{ elvitegravir

d cobicistat

Systemic dexamethasone, a CYP3A inducer, may
significantly decrease elvitegravir and cobicistat
plasma concentrations, which may result in loss of
therapeutic effect and development of resistance.

Corticosteroid:
Inhaled/Nasal:

fluticasone

7T fluticasone

Concomitant use of inhaled or nasal fluticasone and
STRIBILD may increase plasma concentrations of
fluticasone, resulting in reduced serum cortisol
concentrations. Alternative corticosteroids should be
considered, particularly for long term use.
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Endothelin

Coadministration of bosentan in patients on

Receptor T bosentan STRIBILD:

Antagonists: In patients who have been receiving STRIBILD for at

bosentan least 10 days, start bosentan at 62.5 mg once daily or
every other day based upon individual tolerability.
Coadministration of STRIBILD in patients on bosentan:
Discontinue use of bosentan at least 36 hours prior to
initiation of STRIBILD. After at least 10 days following
the initiation of STRIBILD, resume bosentan at 62.5
mg once daily or every other day based upon
individual tolerability.

HMG-CoA T atorvastatin Initiate with the lowest starting dose of atorvastatin and

Reductase titrate carefully while monitoring for safety.

Inhibitors:

atorvastatin

Hormonal
Contraceptives:

norgestimate/ethinyl
estradiol*

T norgestimate
{ ethinyl estradiol

The effects of increases in the concentration of the
progestational component norgestimate are not fully
known and can include increased risk of insulin
resistance, dyslipidemia, acne, and venous
thrombosis. The potential risks and benefits
associated with coadministration of
norgestimate/ethinyl estradiol with STRIBILD should
be considered, particularly in women who have risk
factors for these events.

Coadministration of STRIBILD with other hormonal
contraceptives (e.g., contraceptive patch,
contraceptive vaginal ring, or injectable
contraceptives) or oral contraceptives containing
progestogens other than norgestimate has not been
studied; therefore, alternative (non hormonal) methods
of contraception can be considered.

Immuno- 1 immuno- Concentrations of these immunosuppressant agents
suppressants: suppressants may be increased when coadministered with

e.g. STRIBILD. Therapeutic monitoring of the
cyclosporine immunosuppressive agents is recommended upon
sirolimus coadministration with STRIBILD.

tacrolimus

Inhaled Beta 1 salmeterol Coadministration of salmeterol and STRIBILD is not
Agonist: recommended. Coadministration of salmeterol with
salmeterol STRIBILD may result in increased risk of

cardiovascular adverse events associated with
salmeterol, including QT prolongation, palpitations,
and sinus tachycardia.

Neuroleptics:

e.g.
perphenazine
risperidone
thioridazine

T neuroleptics

A decrease in dose of the neuroleptic may be needed
when coadministered with STRIBILD.
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Phosphodiesterase- | T PDES5 inhibitors
5 (PDES5) Inhibitors:
sildenafil

tadalafil

vardenafil

Coadministration with STRIBILD may result in an
increase in PDE-5 inhibitor associated adverse events,
including hypotension, syncope, visual disturbances,
and priapism.

Use of PDE-5 inhibitors for pulmonary arterial
hypertension (PAH):

e Use of sildenafil is contraindicated when used for
the treatment of pulmonary arterial hypertension
(PAH).

e The following dose adjustments are recommended
for the use of tadalafil with STRIBILD:
Coadministration of tadalafil in patients on
STRIBILD:

In patients receiving STRIBILD for at least 1
week, start tadalafil at 20 mg once daily.
Increase tadalafil dose to 40 mg once daily
based upon individual tolerability.
Coadministration of STRIBILD in patients on
tadalafil:
Avoid use of tadalafil during the initiation of
STRIBILD. Stop tadalafil at least 24 hours
prior to starting STRIBILD. After at least one
week following initiation of STRIBILD, resume
tadalafil at 20 mg once daily. Increase tadalafil
dose to 40 mg once daily based upon
individual tolerability.

Use of PDE-5 inhibitors for erectile dysfunction:
Sildenafil at a single dose not exceeding 25 mg in 48
hours, vardenafil at a single dose not exceeding 2.5
mg in 72 hours, or tadalafil at a single dose not
exceeding 10 mg in 72 hours can be used with
increased monitoring for PDE-5 inhibitor associated
with adverse events.

Sedative/hypnotics: | T sedatives/hypnotics
Benzodiazepines:
e.g.

Parenterally
administered
midazolam
clorazepate
diazepam
estazolam
flurazepam
buspirone
zolpidem

Concomitant use of parenteral midazolam with
STRIBILD may increase plasma concentrations of
midazolam. Coadministration should be done in a
setting that ensures close clinical monitoring and
appropriate medical management in case of
respiratory depression and/or prolonged sedation.
Dosage reduction for midazolam should be
considered, especially if more than a single dose of
midazolam is administered. Coadministration of oral
midazolam with STRIBILD is contraindicated.

With other sedative/hypnotics, dose reduction may be
necessary and clinical monitoring is recommended.

*

a. This table is not all inclusive.
b. 7T =Increase, { = Decrease, < = No Effect

Indicates that a drug-drug interaction trial was conducted.
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7.5 Drugs without Clinically Significant Interactions with STRIBILD

Based on drug interaction studies conducted with the components of STRIBILD, no
clinically significant drug interactions have been either observed or are expected when
STRIBILD is combined with the following drugs: entecavir, famciclovir, and ribavirin.

8 USE IN SPECIFIC POPULATIONS

8.1  Pregnancy
Pregnancy Category B

There are no adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, STRIBILD should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Antiretroviral Pregnancy Registry: To monitor fetal outcomes of pregnant women
exposed to STRIBILD, an Antiretroviral Pregnancy Registry has been established.
Healthcare providers are encouraged to register patients by calling 1-800-258-4263.

Animal Data

Elvitegravir: Studies in animals have shown no evidence of teratogenicity or an effect on
reproductive function. In offspring from rat and rabbit dams treated with elvitegravir
during pregnancy, there were no toxicologically significant effects on developmental
endpoints. The exposures (AUC) at the embryo-fetal No Observed Adverse Effects
Levels (NOAELS) in rats and rabbits were respectively 23 and 0.2 times higher than the
exposure in humans at the recommended daily dose of 150 mg.

Cobicistat: Studies in animals have shown no evidence of teratogenicity or an effect on
reproductive function. In offspring from rat and rabbit dams treated with cobicistat during
pregnancy, there were no toxicologically significant effects on developmental endpoints.
The exposures (AUC) at the embryo-fetal NOAELSs in rats and rabbits were respectively
1.8 and 4.3 times higher than the exposure in humans at the recommended daily dose
of 150 mg.

Emtricitabine: The incidence of fetal variations and malformations was not increased in
embryofetal toxicity studies performed with emtricitabine in mice at exposures (AUC)
approximately 60 times higher and in rabbits at approximately 120 times higher than
human exposures at the recommended daily dose.

Tenofovir Disoproxil Fumarate: Reproduction studies have been performed in rats and
rabbits at doses up to 14 and 19 times the human dose based on body surface area
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comparisons and revealed no evidence of impaired fertility or harm to the fetus due to
tenofovir.

8.3  Nursing Mothers

The Centers for Disease Control and Prevention recommend that HIV infected
mothers not breastfeed their infants to avoid risking postnatal transmission of
HIV. Studies in rats have demonstrated that elvitegravir, cobicistat, and tenofovir are
secreted in milk. It is not known whether elvitegravir or cobicistat is excreted in human
milk.

In humans, samples of breast milk obtained from five HIV-1 infected mothers show that
emtricitabine is secreted 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.

Samples of breast milk obtained from five HIV-1 infected mothers show that tenofovir is
secreted in human milk. Tenofovir-associated risks, including the risk of viral resistance
to tenofovir, in infants breastfed by mothers being treated with tenofovir disoproxil
fumarate are unknown.

Because of both the potential for HIV transmission and the potential for serious adverse
reactions in nursing infants, mothers should be instructed not to breastfeed if they
are receiving STRIBILD.

8.4 Pediatric Use

Safety and effectiveness of STRIBILD in pediatric patients less than 18 years of age
have not been established [See Clinical Pharmacology (12.3)].

8.5 Geriatric Use

Clinical studies of STRIBILD did not include sufficient numbers of subjects aged 65 and
over to determine whether they respond differently from younger subjects. In general,
dose selection for the elderly patients should be cautious, keeping in mind the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease
or other drug therapy [See Clinical Pharmacology (12.3)].

8.6 Renal Impairment

STRIBILD should not be initiated in patients with estimated creatinine clearance below
70 mL per min. Because STRIBILD is a fixed-dose combination tablet, STRIBILD
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should be discontinued if estimated creatinine clearance declines below 50 mL per min
during treatment with STRIBILD as dose interval adjustment required for emtricitabine
and tenofovir DF cannot be achieved [See Warnings and Precautions (5.3), Adverse
Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies (14)].

8.7 Hepatic Impairment

No dose adjustment of STRIBILD is required in patients with mild (Child-Pugh Class A)
or moderate (Child-Pugh Class B) hepatic impairment. No pharmacokinetic or safety
data are available regarding the use of STRIBILD in patients with severe hepatic
impairment (Child-Pugh Class C). Therefore, STRIBILD is not recommended for use in
patients with severe hepatic impairment [See Dosage and Administration (2) and
Clinical Pharmacology (12.3)].

10 OVERDOSAGE

If overdose occurs the patient must be monitored for evidence of toxicity. Treatment of
overdose with STRIBILD consists of general supportive measures including monitoring
of vital signs as well as observation of the clinical status of the patient.

Elvitegravir: Limited clinical experience is available at doses higher than the therapeutic
dose of elvitegravir. In one study, boosted elvitegravir equivalent to 2 times the
therapeutic dose of 150 mg once daily for 10 days was administered to 42 healthy
subjects. No severe adverse reactions were reported. The effects of higher doses are
not known. As elvitegravir is highly bound to plasma proteins, it is unlikely that it will be
significantly removed by hemodialysis or peritoneal dialysis.

Cobicistat: Limited clinical experience is available at doses higher than the therapeutic
dose of cobicistat. In two studies, a single dose of cobicistat 400 mg was administered
to a total of 60 healthy subjects. No severe adverse reactions were reported. The
effects of higher doses are not known. As cobicistat is highly bound to plasma proteins,
it is unlikely that it will be significantly removed by hemodialysis or peritoneal dialysis.

Emtricitabine: Limited clinical experience is available at doses higher than the
therapeutic dose of EMTRIVA. In one clinical pharmacology study, single doses of
emtricitabine 1200 mg 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 emtricitabine dose over a 3
hour dialysis period starting within 1.5 hours of emtricitabine dosing (blood flow rate of
400 mL per minute and a dialysate flow rate of 600 mL per minute). It is not known
whether emtricitabine can be removed by peritoneal dialysis.

Tenofovir Disoproxil Fumarate: Limited clinical experience at doses higher than the
therapeutic dose of VIREAD 300 mg is available. In one study, 600 mg tenofovir DF
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was administered to 8 subjects orally for 28 days, and no severe adverse reactions
were reported. The effects of higher doses are not known. Tenofovir is efficiently
removed by hemodialysis with an extraction coefficient of approximately 54%.
Following a single 300 mg dose of VIREAD, a 4-hour hemodialysis session removed
approximately 10% of the administered tenofovir dose.

11 DESCRIPTION

STRIBILD is a fixed-dose combination tablet containing elvitegravir, cobicistat,
emtricitabine, and tenofovir DF. Elvitegravir is a HIV-1 integrase strand transfer inhibitor.
Cobicistat is a mechanism-based inhibitor of cytochrome P450 (CYP) enzymes of the
CYP3A family. Tenofovir DF is converted in vivo to tenofovir, an acyclic nucleoside
phosphonate (nucleotide) analog of adenosine 5-monophosphate. VIREAD is the brand
name for tenofovir DF. Emtricitabine is a synthetic nucleoside analog of cytidine.
EMTRIVA is the brand name for emtricitabine.

STRIBILD tablets are for oral administration. Each tablet contains 150 mg of
elvitegravir, 150 mg of cobicistat, 200 mg of emtricitabine, and 300 mg of tenofovir DF
(equivalent to 245 mg of tenofovir disoproxil). The tablets include the following inactive
ingredients: lactose monohydrate, microcrystalline cellulose, silicon dioxide,
croscarmellose sodium, hydroxypropyl cellulose, sodium lauryl sulfate, and magnesium
stearate. The tablets are film-coated with a coating material containing indigo carmine
(FD&C Blue #2) aluminum lake, polyethylene glycol, polyvinyl alcohol, talc, titanium
dioxide, and yellow iron oxide.

Elvitegravir: The chemical name of elvitegravir is 6-(3-Chloro-2-fluorobenzyl)-1-[(2S)-1-
hydroxy-3-methylbutan-2-yl]-7-methoxy-4-oxo-1,4-dihydroquinoline-3-carboxylic acid.

It has a molecular formula of Cy3H23CIFNOs and a molecular weight of 447.9. It has the
following structural formula:

T L

Cl

Elvitegravir is a white to pale yellow powder with a solubility of less than 0.3 micrograms
per mL in water at 20 °C.

Cobicistat: The chemical name for cobicistat is 1,3-thiazol-5-ylmethyl [(2R,5R)-5-{[(2S)-
2-[(methyl{[2-(propan-2-yl)-1,3-thiazol-4-yllmethyl}carbamoyl)amino]-4-(morpholin-4-
yl)butanoyllamino}-1,6-diphenylhexan-2-yl]jcarbamate.
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It has a molecular formula of C40Hs3N705S, and a molecular weight of 776.0. It has the
following structural formula:

Cobicistat is adsorbed onto silicon dioxide. Cobicistat on silicon dioxide is a white to
pale yellow solid with a solubility of 0.1 mg per mL in water at 20 °C.

Emtricitabine: The chemical name of emtricitabine is 5-fluoro-1-[(2R,5S)-2-
(hydroxymethyl)-1,3-oxathiolan-5-yl]cytosine. Emtricitabine 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.

It has a molecular formula of CgH1oFN30O3S and a molecular weight of 247.25. It has the
following structural formula:
HN__N._O

FL/N\CDQ/\OH

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

Tenofovir Disoproxil Fumarate: Tenofovir DF is a fumaric acid salt of the bis-
isopropoxycarbonyloxymethyl ester derivative of tenofovir. The chemical name of
tenofovir DF is 9-[(R)-2-[[bis[[(isopropoxycarbonyl)oxy]-
methoxy]phosphinyl]methoxy]propyl]adenine fumarate (1:1). It has a molecular formula
of C1gH30N501oP ¢ C4H4O,4 and a molecular weight of 635.51. It has the following
structural formula:

NH,

</N | XN

J 0
N N~ O

K/O\/II:I’—O/\O)J\OJ\ H_ COpH
: | - =<
CH3 O\/o\n/o HO,C H

T
Tenofovir DF is a white to off-white crystalline powder with a solubility of 13.4 mg per

mL in water at 25 °C. All dosages are expressed in terms of tenofovir DF except where
otherwise noted.
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

STRIBILD is a fixed-dose combination of antiviral drugs elvitegravir boosted by the
pharmacokinetic enhancer cobicistat, emtricitabine, and tenofovir DF [See Microbiology
(12.4)].

12.2 Pharmacodynamics
Effects on Electrocardiogram

Thorough QT studies have been conducted for elvitegravir and cobicistat. The effect of
the other two components, tenofovir and emtricitabine, or the combination regimen
STRIBILD on the QT interval is not known.

The effect of multiple doses of elvitegravir 125 and 250 mg (coadministered with 100
mg ritonavir) on QTc interval was evaluated in a randomized, placebo- and active-
controlled (moxifloxacin 400 mg) parallel group thorough QT study in 126 healthy
subjects. In a study with demonstrated ability to detect small effects, the upper bound of
the one-sided 95% confidence interval for the largest placebo adjusted, baseline-
corrected QTc based on Fridericia’s correction method (QTcF) was below 10 ms, the
threshold for regulatory concern. The dose of 250 mg elvitegravir (with 100 mg ritonavir)
is expected to cover the high exposure clinical scenario.

The effect of a single dose of cobicistat 250 mg and 400 mg on QTc interval was
evaluated in a randomized, placebo- and active-controlled (moxifloxacin 400 mg) four-
period crossover thorough QT study in 48 healthy subjects. In a study with
demonstrated ability to detect small effects, the upper bound of the one-sided 95%
confidence interval for the largest placebo adjusted, baseline-corrected QTc based on
individual correction method (QTc) was below 10 ms, the threshold for regulatory
concern. The dose of 400 mg cobicistat is expected to cover the high exposure clinical
scenario. Prolongation of the PR interval was noted in subjects receiving cobicistat in
the same study. The maximum mean (95% upper confidence bound) difference in PR
from placebo after baseline-correction was 9.5 (12.1) ms for 250 mg dose and 20.2
(22.8) for 400 mg dose cobicistat. Because the 150 mg cobicistat dose used in the
STRIBILD fixed-dose combination tablet is lower than the lowest dose studied in the
thorough QT study, it is unlikely that treatment with STRIBILD will result in clinically
relevant PR prolongation.
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12.3 Pharmacokinetics
Pharmacokinetics in Adults

Absorption and Bioavailability

STRIBILD: Following oral administration of STRIBILD with food in HIV-1 infected
subjects, peak plasma concentrations were observed 4 hours post-dose for elvitegravir,
3 hours post-dose for cobicistat, 3 hours post-dose for emtricitabine, and 2 hours for
tenofovir following the rapid conversion of tenofovir DF (see Table 6 for additional
pharmacokinetic parameters).

Table 6 Pharmacokinetic Parameters of Elvitegravir, Cobicistat,
Emtricitabine, and Tenofovir Exposure Following Oral Administration
of STRIBILD in HIV-Infected Subjects

Parameter

Mean % SD Elvitegravir® Cobicistat” Emtricitabine® Tenofovir®
[range: min:max]

Crnax 1.7+0.4 1.1+04 1.9+05 0.45+0.2
(microgram per mL) [0.4:3.7] [0.1:2.1] [0.6:3.6] [0.2:1.2]
AUC,, 23.0+75 8.3+3.8 12.7+4.5 4422
(microgram<hour per mL) [4.4:69.8] [0.5:18.3] [6.2:34.1] [2.1:18.2]
Crrough 0.45+0.26 0.05+0.13 0.14+0.25 0.10+0.08
(microgram per mL) [0.05:2.34] [0.01:0.92] [0.04:1.94] [0.04:0.58]

SD = Standard Deviation
a. From Population Pharmacokinetic analysis, N=419.
b. From Intensive Pharmacokinetic analysis, N=61-62, except cobicistat Ciough N=53.

Effect of Food on Oral Absorption

Relative to fasting conditions, the administration of single dose STRIBILD with a light
meal (~373 kcal, 20% fat) increased the mean systemic exposure of elvitegravir and
tenofovir by 34% and 24%, respectively. The alterations in mean systemic exposures of
cobicistat and emtricitabine were not clinically significant.

Relative to fasting conditions, the administration of single dose STRIBILD with a high fat
meal (~ 800 kcal, 50% fat) increased the mean systemic exposure of elvitegravir and
tenofovir by 87% and 23%, respectively. The alterations in mean systemic exposures of
cobicistat and emtricitabine were not clinically significant.

STRIBILD should be taken with food.
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Distribution

Elvitegravir: Elvitegravir is 98-99% bound to human plasma proteins and binding is
independent of drug concentration over the range of 1 ng per mL to 1.6 micrograms per
mL. The mean blood-to-plasma ratio was 0.73.

Cobicistat: Cobicistat is 97-98% bound to human plasma proteins and the mean blood-
to-plasma ratio was approximately 0.5.

Emitricitabine: In vitro binding of emtricitabine to human plasma proteins is less than 4%
and is independent of drug concentration over the range of 0.02—200 micrograms per
mL.

Tenofovir Disoproxil Fumarate: In vitro binding of tenofovir to human plasma proteins is
less than 0.7% and is independent of concentration over the range of 0.01-25
micrograms per mL.

Metabolism

Elvitegravir: The maijority of elvitegravir metabolism is mediated by CYP3A enzymes.
Elvitegravir also undergoes glucuronidation via UGT1A1/3 enzymes.

Cobicistat: Cobicistat is metabolized by CYP3A and to a minor extent by CYP2D6
enzymes and does not undergo glucuronidation.

Emtricitabine and tenofovir are not significantly metabolized.
Elimination

Elvitegravir: The median terminal plasma half-life of elvitegravir following administration
of STRIBILD is approximately 12.9 hours. After single dose administration of

['*C] elvitegravir (coadministered with 100 mg ritonavir), 94.8 % and 6.7 % of the
administered dose was excreted in feces and urine, respectively.

Cobicistat: The median terminal plasma half-life of cobicistat following administration of
STRIBILD is approximately 3.5 hours. With single dose administration of ['*C] cobicistat
after multiple dosing of cobicistat for six days, 86.2 % and 8.2 % of the administered
dose was excreted in feces and urine, respectively.

Emtricitabine and tenofovir are primarily excreted in the urine by a combination of
glomerular filtration and active tubular secretion.
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Special Populations
Patients with Renal Impairment

Elvitegravir and cobicistat: A study of the pharmacokinetics of cobicistat-boosted
elvitegravir was performed in healthy subjects and subjects with severe renal
impairment (estimated creatinine clearance less than 30 mL per min). No clinically
relevant differences in elvitegravir or cobicistat pharmacokinetics were observed
between healthy subjects and subjects with severe renal impairment.

Emitricitabine and Tenofovir Disoproxil Fumarate: The pharmacokinetics of emtricitabine
and tenofovir are altered in subjects with estimated creatinine clearance below 50 mL
per min or with end stage renal disease requiring dialysis, [See Warnings and
Precautions (5.3) and Use in Specific Populations (8.6)].

Patients with Hepatic Impairment

Elvitegravir and cobicistat: A study of the pharmacokinetics of cobicistat-boosted
elvitegravir was performed in healthy subjects and subjects with moderate hepatic
impairment. No clinically relevant differences in elvitegravir or cobicistat
pharmacokinetics were observed between subjects with moderate hepatic impairment
(Child-Pugh Class B) and healthy subjects. No dosage adjustment of elvitegravir or
cobicistat is necessary for patients with mild to moderate hepatic impairment. The effect
of severe hepatic impairment (Child-Pugh Class C) on the pharmacokinetics of
elvitegravir or cobicistat has not been studied [See Use in Specific Populations (8.7)].

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

Tenofovir Disoproxil Fumarate: The pharmacokinetics of tenofovir following a 300 mg
dose of VIREAD has been studied in healthy subjects with moderate to severe hepatic
impairment. No clinically relevant differences in tenofovir pharmacokinetics were
observed between subjects with hepatic impairment and healthy subjects.

Hepatitis B and/or Hepatitis C Virus Co-infection

Elvitegravir: Limited data from population pharmacokinetic analysis (N=24) indicated
that hepatitis B and/or C virus infection had no clinically relevant effect on the exposure
of cobicistat boosted elvitegravir.
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Cobicistat: There were insufficient pharmacokinetic data in the clinical trials to
determine the effect of hepatitis B and/or C virus infection on the pharmacokinetics of
cobicistat.

Emtricitabine and Tenofovir: Pharmacokinetics of emtricitabine and tenofovir DF have
not been fully evaluated in subjects coinfected with hepatitis B and/or C virus.

Race

Elvitegravir: Population pharmacokinetic analysis of elvitegravir in HIV-1 infected
subjects indicated that race had no clinically relevant effect on the exposure of
cobicistat-boosted elvitegravir.

Cobicistat: There were insufficient pharmacokinetic data in the clinical trials to
determine the effect of race on the pharmacokinetics of cobicistat.

Emtricitabine: No pharmacokinetic differences due to race have been identified
following the administration of EMTRIVA.

Tenofovir Disoproxil Fumarate: There were insufficient numbers from racial and ethnic
groups other than Caucasian to adequately determine potential pharmacokinetic
differences among these populations following the administration of VIREAD.

Gender

No clinically relevant pharmacokinetic differences have been observed between men
and women for cobicistat-boosted elvitegravir, emtricitabine and tenofovir DF. There
was insufficient pharmacokinetic data in clinical trials to determine the effect of gender
on the pharmacokinetics of cobicistat.

Pediatric Patients

Emtricitabine has been studied in pediatric subjects from 3 months to 17 years of age.
Tenofovir DF has been studied in pediatric subjects from 2 years to less than 18 years
of age. The pharmacokinetics of elvitegravir or cobicistat in pediatric subjects have not
been established [See Use in Specific Populations (8.4)].

Geriatric Patients

Pharmacokinetics of elvitegravir, cobicistat, emtricitabine and tenofovir have not been
fully evaluated in elderly (65 years of age and older) patients [See Use in Specific
Populations (8.5)].

Assessment of Drug Interactions
[See also Contraindications (4) and Drug Interactions (7)]
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The drug-drug interaction studies described in Tables 7 and 8 were conducted with
STRIBILD, elvitegravir (coadministered with cobicistat or ritonavir), or cobicistat
administered alone.

As STRIBILD is indicated for use as a complete regimen for the treatment of HIV-1
infection and should not be administered with other antiretroviral medications,

information regarding drug-drug interactions with other antiretrovirals agents is not
provided [See Warnings and Precautions (5.4)].

The effects of coadministered drugs on the exposure of elvitegravir are shown in
Table 7. The effects of elvitegravir or cobicistat on the exposure of coadministered
drugs are shown in Table 8. For information regarding clinical recommendations, see
Drug Interactions (7).

Table 7

Drug Interactions: Changes in Pharmacokinetic Parameters for

Elvitegravir in the Presence of the Coadministered Drug®

Cobicistat or

Mean Ratio of Elvitegravir

. Dose of . . Ritonavir Pharmacokinetic
Coadrglnlstered Coadministered IEIVltegrawr Booster | N Parameters (90% Cl);
rug Drug (mg) ose (Mg) | pose (mg) No effect = 1.00
Cmax AUC Cmin
20 mL single
dose given 4 8 0.95 0.96 1.04
hours before (0.84,1.07)|(0.88,1.04)|(0.93,1.17)
elvitegravir
20 mL single
dose given 4 10 0.98 0.98 1.00
hours after . . (0.88,1.10){(0.91,1.06) | (0.90,1.11)
elvitegravir ; Ritonavir
. 50 single .
Antacids - dose 100 single
20 mL _smgle dose
dose given 2 11 0.82 0.85 0.90
hours before (0.74,0.91)|(0.79,0.91)| (0.82,0.99)
elvitegravir
20 mL single
dose given 2 10 0.79 0.80 0.80
hours after (0.71,0.88)((0.75,0.86) | (0.73,0.89)
elvitegravir
20 once dally 10| 1.02 1.03 1.18
9 ; ; (0.89,1.17)|(0.95,1.13) | (1.05,1.32)
after elvitegravir -
Famotidine ; 150 once Cobicistat
40 once daily daily 150 once daily
given 16 1.00 1.03 1.07
simultaneously (0.92,1.10){(0.98,1.08)|(0.98,1.17)
with elvitegravir
Gilead Sciences 29




Cobicistat or Mean Ratio of Elvitegravir
Ritonavir Pharmacokinetic
Coadministered Dose of Elvitegravir )
Dru Coadministered Doseg(m ) Booster N Parameters (90% Cl);
9 Drug (mg) 9 Dose (mg) No effect = 1.00
Crnax AUC Chin
. . 150 once Ritonavir 1.17 1.48 1.67
Ketoconazole | 200 twice dally | “yain ™ |100 once daily| 1C |(1.04,1.33)| (1.36,1.62)| (1.48,1.88)
40 once daily _ . _
given 2 hours |50 once daily|  Ritonavir 9 0.93 0.99 0.94
before 100 once daily (0.83,1.04)|(0.91,1.07) | (0.85,1.04)
elvitegravir
20 once daily
Omeprazole given 2 hours 11 1.16 1.10 1.13
before - (1.04,1.30){(1.02,1.19)| (0.96,1.34)
elvitegravir 150 once Cobicistat
20 once dail daily 150 once daily
iy
given 12 hours 11 1.03 1.05 1.10
; ; (0.92,1.15)|(0.93,1.18) | (0.92,1.32)
after elvitegravir
Rifabutin 150 once every | 150 once Cobicistat 19 0.91 0.79 0.33
other day daily 150 once daily (0.84,0.99)|(0.74,0.85) | (0.27,0.40)
Rosuvastatin 10 single dose 150 once Cobicistat 10 0.94 1.02 0.98
9 daily 150 once daily (0.83,1.07){(0.91,1.14)|(0.83,1.16)

a.

Table 8

All interaction studies conducted in healthy volunteers.

Drug Interactions: Changes in Pharmacokinetic Parameters for

Coadministered Drug in the Presence of Elvitegravir, Elvitegravir
plus Cobicistat, Cobicistat, or STRIBILD?

Cobicistat Mean Ratio of Coadministered
Dose of or Drug Pharmacokinetic
P = = [+ B
Coadrg::\jlstered Coadministered EDIC""St:g{;V'; Ritonavir | N Parameters™(90% Cl);
g Drug (mg) 9) | Booster No effect = 1.00
Dose (mg) Coax AUC Coi
Cobicistat 124
Desipramine | 50 single dose N/A 1500nce | 8 | 4 05144 1.65 NC
daily (1.08,1.44) | (1.36,2.02)
Cobicistat
C . 1.41 1.08 (1.00,
Digoxin 0.5 single dose N/A 15;)a?lr;ce 22 (1.29,1.55) 147) NC
0.180/0.215/
0.250 2.08 2.26 2.67
norgestimate Cobicistat 2.00,2.17) | (2.15,2.37) | (2.43,2.92
Norgestimate/ or?ce daily 150 once obicista 3 ( ) | ( ) | ( )
ethinyl estradiol daily! | 190 once
0.025 ethinyl daily 0.94 0.75 0.56
tradiol - . .
> rad;%yonce (0.86,1.04) | (0.69,0.81) | (0.52,0.61)
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. . 1.09 0.92 0.94
Rifabutin ici 12
150 once every | 150 once Cobicistat (0.98,1.20)°| (0.83,1.03)° | (0.85,1.04)°
other day daily 150 once
25-O-desacetyl- daily 12 4.84 6.25 4.94
rifabutin (4.09,5.74)° | (5.08,7.69)° | (4.04,6.04)°
Cobicistat
. ; 150 single , 1.89 1.38
Rosuvastatin 10 single dose dose 15((;;gg|e 10 (1.48,2.42) | (1.14.1.67) NC

All interaction studies conducted in healthy volunteers.
N/A = Not Applicable

NC = Not Calculated

Study conducted with STRIBILD.

Comparison based on rifabutin 300 mg once daily.

®© a0 T o

12.4 Microbiology

Mechanism of Action

Elvitegravir: Elvitegravir inhibits the strand transfer activity of HIV-1 integrase (integrase
strand transfer inhibitor; INSTI), an HIV-1 encoded enzyme that is required for viral
replication. Inhibition of integrase prevents the integration of HIV-1 DNA into host
genomic DNA, blocking the formation of the HIV-1 provirus and propagation of the viral
infection. Elvitegravir does not inhibit human topoisomerases | or .

Cobicistat: Cobicistat is a selective, mechanism-based inhibitor of cytochromes P450 of
the CYP3A subfamily. Inhibition of CYP3A-mediated metabolism by cobicistat enhances
the systemic exposure of CYP3A substrates, such as elvitegravir, where bioavailability
is limited and half-life is shortened by CYP3A-dependent metabolism.

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

Tenofovir Disoproxil Fumarate: Tenofovir DF is an acyclic nucleoside phosphonate
diester analog of adenosine monophosphate. Tenofovir DF requires initial diester
hydrolysis for conversion to tenofovir and subsequent phosphorylations by cellular
enzymes to form tenofovir diphosphate. Tenofovir diphosphate inhibits the activity of
HIV-1 RT by competing with the natural substrate deoxyadenosine 5'-triphosphate and,
after incorporation into DNA, by DNA chain termination. Tenofovir diphosphate is a
weak inhibitor of mammalian DNA polymerases o, 3, and mitochondrial DNA
polymerase y.
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Antiviral Activity in Cell Culture

Elvitegravir, Cobicistat, Emtricitabine, and Tenofovir Disoproxil Fumarate: The triple
combination of elvitegravir, emtricitabine, and tenofovir was not antagonistic in cell
culture combination antiviral activity assays and was not affected by the addition of
cobicistat.

Elvitegravir: The antiviral activity of elvitegravir against laboratory and clinical isolates of
HIV-1 was assessed in T lymphoblastoid cell lines, monocyte/macrophage cells, and
primary peripheral blood lymphocytes. The 50% effective concentrations (ECsp) ranged
from 0.02 to 1.7 nM. Elvitegravir displayed antiviral activity in cell culture against HIV-1
clades A, B, C, D, E, F, G, and O (ECs values ranged from 0.1 to 1.3 nM) and activity
against HIV-2 (ECs value of 0.53 nM). The antiviral activity of elvitegravir with
antiretroviral drugs in two-drug combination studies was not antagonistic when
combined with the INSTI raltegravir, NNRTIs (efavirenz, etravirine, or nevirapine),
NRTIs (abacavir, didanosine, emtricitabine, lamivudine, stavudine, tenofovir, or
zidovudine), Pls (amprenavir, atazanavir, darunavir, indinavir, lopinavir, nelfinavir,
ritonavir, saquinavir, or tipranavir), the fusion inhibitor enfuvirtide, or the CCR5 co-
receptor antagonist maraviroc. Elvitegravir did not show inhibition of replication of HBV
or HCV in cell culture.

Cobicistat: Cobicistat has no detectable antiviral activity in cell culture against HIV-1,
HBV, or HCV and does not antagonize the antiviral activity of elvitegravir, emtricitabine,
or tenofovir.

Emtricitabine: The antiviral activity of emtricitabine against laboratory and clinical
isolates of HIV-1 was assessed in T lymphoblastoid cell lines, the MAGI-CCRS cell line,
and primary peripheral blood mononuclear cells. The ECs values for emtricitabine were
in the range of 0.0013-0.64 micromolar. Emtricitabine displayed antiviral activity in cell
culture against HIV-1 clades A, B, C, D, E, F, and G (ECso 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). No antagonistic effects were observed in two-drug
combination studies of emtricitabine with NRTls (abacavir, lamivudine, stavudine,
tenofovir, or zidovudine), NNRTIs (delavirdine, efavirenz, nevirapine, or rilpivirine), Pls
(amprenavir, nelfinavir, ritonavir, or saquinavir), or the INSTI elvitegravir.

Tenofovir Disoproxil Fumarate: The antiviral activity of tenofovir against laboratory and
clinical isolates of HIV-1 was assessed in T lymphoblastoid cell lines, primary
monocyte/macrophage cells and peripheral blood lymphocytes. The ECs values for
tenofovir were in the range of 0.04—-8.5 micromolar. Tenofovir displayed antiviral activity
in cell culture against HIV-1 clades A, B, C, D, E, F, G, and O (ECs values ranged from
0.5-2.2 micromolar) and showed strain specific activity against HIV-2 (ECs, values
ranged from 1.6-5.5 micromolar). No antagonistic effects were observed in two-drug
combination studies of tenofovir with NRTls (abacavir, didanosine, emtricitabine,
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lamivudine, stavudine, or zidovudine), NNRTIs (delavirdine, efavirenz, nevirapine, or
rilpivirine), Pls (amprenavir, indinavir, nelfinavir, ritonavir, or saquinavir), or the INSTI
elvitegravir.

Resistance

In Cell Culture:

Elvitegravir: HIV-1 isolates with reduced susceptibility to elvitegravir have been selected
in cell culture. Reduced susceptibility to elvitegravir was associated with the primary
integrase substitutions T66A/I, E92G/Q, S147G, and Q148R. Additional integrase
substitutions observed in cell culture selection included D10E, S17N, H51Y, F121Y,
S153F/Y, E157Q, D232N, R263K, and V281M.

Emitricitabine and Tenofovir Disoproxil Fumarate: HIV-1 isolates with reduced
susceptibility to emtricitabine or tenofovir have been selected in cell culture. Reduced
susceptibility to emtricitabine was associated with M184V/I substitutions in HIV-1 RT.
HIV-1 isolates selected by tenofovir expressed a K65R substitution in HIV-1 RT and
showed a 2—4 fold reduction in susceptibility to tenofovir.

In Treatment-Naive HIV-1-Infected Subjects:

Virus samples from STRIBILD-treatment failure subjects in Studies 102 and 103 who
were viremic with HIV-1 RNA greater than 400 copies per mL at virologic failure, at
Week 48, or at the time of early study drug discontinuation were evaluated for
STRIBILD resistance (genotypic and phenotypic data available for 23 subjects [3%,
23/669]). The development of one or more primary substitutions associated with
resistance to elvitegravir, emtricitabine, and/or tenofovir was observed in 57% (13/23) of
the viremic subjects with evaluable genotypic data. The most common substitutions that
emerged were M184V/I (N=12) in HIV-1 RT and the primary elvitegravir resistance-
associated substitutions T661 (N=2), E92Q (N=8), Q148R (N=3), and N155H (N=3) in
integrase; K65R in RT was also detected (N=4). In isolates with primary elvitegravir
resistance substitutions, additional substitutions in integrase associated with resistance
to elvitegravir were H51Y, L68I/V, G140C, S153A, E157Q, V165I, and H183P. Failure
isolates expressing primary elvitegravir resistance-associated substitutions (N=11) had
median decreases in susceptibility to elvitegravir of 44-fold (range: 6- to greater than
198-fold) and 33-fold (range: 4- to greater than 122-fold) compared to wild-type
reference HIV-1 and to the respective baseline isolates, respectively. Most subjects
(N=10) who developed integrase substitutions associated with elvitegravir resistance
also developed the M1841/V RT substitutions, conferring reduced susceptibility to both
elvitegravir and emtricitabine. In phenotypic analyses, 50% (11/22) of the viremic
subjects with evaluable data had HIV-1 isolates with reduced susceptibility to
elvitegravir, 57% (12/21) had reduced susceptibility to emtricitabine, and 10% (2/21)
had reduced susceptibility to tenofovir.
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Cross Resistance

STRIBILD-treatment failure subject isolates exhibited varying degrees of cross
resistance within the INSTI and NRTI drug classes depending on the specific
substitutions observed. These isolates remained susceptible to all NNRTIs and
protease inhibitors.

Elvitegravir: Cross-resistance has been observed among INSTIs. Elvitegravir-resistant
viruses showed varying degrees of cross-resistance in cell culture to raltegravir
depending on the type and number of substitutions in HIV-1 integrase. Among the four
primary elvitegravir resistance-associated substitutions detected in the STRIBILD-
treatment virologic failure isolates, E92Q, Q148R, and N155H individually conferred
reduced susceptibility both to elvitegravir (greater than 32-fold) and raltegravir (greater
than 5-fold) when introduced into a wild-type virus by site-directed mutagenesis. The
T661 substitution conferred greater than 14-fold reduced susceptibility to elvitegravir but
less than 3-fold to raltegravir. Among the three primary raltegravir resistance-associated
substitutions (Y143H/R, Q148H/K/R, and N155H), all but one (Y143H) conferred
significant reductions in susceptibility to elvitegravir (greater than 5-fold).

Emtricitabine: Cross-resistance has been observed among NRTIs. Emtricitabine-
resistant isolates harboring an M184V/I substitution in HIV-1 RT were cross-resistant to
lamivudine. HIV-1 isolates containing the K65R RT substitution, selected in vivo by
abacavir, didanosine, and tenofovir, demonstrated reduced susceptibility to inhibition by
emtricitabine.

Tenofovir Disoproxil Fumarate: Cross-resistance has been observed among NRTIs. The
K65R substitution in HIV-1 RT selected by tenofovir is also selected in some HIV-1-
infected patients treated with abacavir or didanosine. HIV-1 isolates with the K65R
substitution also showed reduced susceptibility to emtricitabine and lamivudine.
Therefore, cross-resistance among these NRTIs may occur in patients whose virus
harbors the K65R substitution. HIV-1 isolates from patients (N=20) whose HIV-1
expressed a mean of 3 zidovudine-associated RT amino acid substitutions (M41L,
D67N, K70R, L210W, T215Y/F, or K219Q/E/N) showed a 3.1-fold decrease in the
susceptibility to tenofovir. Subjects whose virus expressed an L74V RT substitution
without zidovudine resistance-associated substitutions (N=8) had reduced response to
VIREAD. Limited data are available for patients whose virus expressed a Y115F
substitution (N=3), Q151M substitution (N=2), or T69 insertion (N=4) in HIV-1 RT, all of
whom had a reduced response in clinical trials.

Gilead Sciences 34



13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Elvitegravir: Long-term carcinogenicity studies of elvitegravir were carried out in mice
(104 weeks) and in rats for up to 88 weeks (males) and 90 weeks (females). No drug-
related increases in tumor incidence were found in mice at doses up to 2000 mg per kg
per day alone or in combination with 25 mg per kg per day ritonavir at exposures 3- and
14-fold, respectively, the human systemic exposure at the recommended daily dose of
150 mg. No drug-related increases in tumor incidence were found in rats at doses up to
2000 mg per kg per day at exposures 12- to 27-fold, respectively in male and female,
the human systemic exposure.

Elvitegravir was not genotoxic in the reverse mutation bacterial test (Ames test) and the
rat micronucleus assay. In an in vitro chromosomal aberration test, elvitegravir was
negative with metabolic activation; however, an equivocal response was observed
without activation.

Elvitegravir did not affect fertility in male and female rats at approximately 16- and 30-
fold higher exposures (AUC), respectively, than in humans at the therapeutic 150 mg
daily dose.

Fertility was normal in the offspring of rats exposed daily from before birth (in utero)
through sexual maturity at daily exposures (AUC) of approximately 18-fold higher than
human exposures at the recommended 150 mg daily dose.

Cobicistat: The assessment of the carcinogenicity studies of cobicistat is ongoing.

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

Cobicistat did not affect fertility in male or female rats at daily exposures (AUC)
approximately 4-fold higher than human exposures at the recommended 150 mg daily
dose.

Fertility was normal in the offspring of rats exposed daily from before birth (in utero)
through sexual maturity at daily exposures (AUC) of approximately 1.2-fold higher than
human exposures at the recommended 150 mg daily dose.

Emtricitabine: In long-term carcinogenicity studies of emtricitabine, 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 therapeutic dose of 200 mg per day) or
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in rats at doses up to 600 mg per kg per day (28 times the human systemic exposure at
the therapeutic dose).

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

Emtricitabine did not affect fertility in male rats at approximately 140-fold or in male and
female mice at approximately 60-fold higher exposures (AUC) than in humans given the
recommended 200 mg daily dose. 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-fold higher than human exposures at the recommended 200 mg daily
dose.

Tenofovir Disoproxil Fumarate: Long-term oral carcinogenicity studies of tenofovir DF 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 therapeutic dose for HIV 1 infection. At the
high dose in female mice, liver adenomas were increased at exposures 10 times of that
in humans. In rats, the study was negative for carcinogenic findings at exposures up to
4 times that observed in humans at the therapeutic dose.

Tenofovir DF was mutagenic in the in vitro mouse lymphoma assay and negative in an
in vitro bacterial mutagenicity test (Ames test). In an in vivo mouse micronucleus assay,
tenofovir DF was negative when administered to male mice.

There were no effects on fertility, mating performance or early embryonic development
when tenofovir DF was administered to male rats at a dose equivalent to 10 times the
human dose based on body surface area comparisons for 28 days prior to mating and
to female rats for 15 days prior to mating through day seven of gestation. There was,
however, an alteration of the estrous cycle in female rats.

14 CLINICAL STUDIES

The efficacy of STRIBILD is based on the analyses of 48-week data from

two randomized, double-blind, active-controlled trials, Study 102 and Study 103, in
treatment-naive, HIV-1 infected subjects (N=1408, randomized and dosed) with
baseline estimated creatinine clearance above 70 mL per min.

In Study 102, subjects were randomized in a 1:1 ratio to receive either STRIBILD
(N=348) once daily or ATRIPLA (efavirenz 600 mg/emtricitabine 200 mg/tenofovir DF
300 mg; N=352) once daily. The mean age was 38 years (range 18-67), 89% were
male, 63% were White, 28% were Black, and 2% were Asian. Twenty-four percent of
subjects identified as Hispanic/Latino. The mean baseline plasma HIV-1 RNA was
4.8 log1o copies per mL (range 2.6—6.5). The mean baseline CD4+ cell count was
386 cells per mm?® (range 3-1348) and 13% had CD4+ cell counts less than 200 cells
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per mm®. Thirty-three percent of subjects had baseline viral loads greater than
100,000 copies per mL.

In Study 103, subjects were randomized in a 1:1 ratio to receive either STRIBILD
(N=353) once daily or atazanavir 300 mg + ritonavir 100 mg (ATV+RTV) + TRUVADA
(emtricitabine 200 mg/tenofovir DF 300 mg) (N=355) once daily. The mean age was 38
years (range 19-72), 90% were male, 74% were White, 17% were Black, and 5% were
Asian. Sixteen percent of subjects identified as Hispanic/Latino. The mean baseline
plasma HIV-1 RNA was 4.8 log1o copies per mL (range 1.7-6.6). The mean baseline
CD4+ cell count was 370 cells per mm?® (range 5-1132) and 13% had CD4+ cell count
less than 200 cells per mm?®. Forty-one percent of subjects had baseline viral loads
greater than 100,000 copies per mL.

In both studies, subjects were stratified by baseline HIV-1 RNA (less than or equal to
100,000 copies per mL or greater than 100,000 copies per mL).

Treatment outcomes of Study 102 and Study 103 through 48 weeks are presented in
Table 9.
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Table 9 Virologic Outcome of Randomized Treatment of Study 102 and Study
103 at Week 48

Study 102 Study 103
ATV + RTV +
STRIBILD ATRIPLA STRIBILD TRUVADA
(N=348) (N=352) (N=353) (N=355)

Virologic Success o o 0 o
HIV-1 RNA < 50 copies/mL 88% 84% 90% 87%

Treatment Difference 3.6% (95% CIl = -1.6%, 8.8%) 3.0% (95% Cl = -1.9%, 7.8%)
Virologic Failure® 7% 7% 5% 5%
No Virologic Data at Week 48
Window

Discontinued Study Drug Due 3% 5% 3% 5%

to AE or Death®

Discontinued Study Drug Due 2% 3% 2% 3%

to Other Reasons and Last

Available HIV-1 RNA

< 50 copies/mL*®

Missing Data During Window 0% <1% 0% <1%

but on Study Drug

a. Week 48 window is between Day 309 and 378 (inclusive).

b. Includes subjects who had =50 copies/mL in the Week 48 window, subjects who discontinued early due to lack
or loss of efficacy, subjects who discontinued for reasons other than an adverse event, death or lack or loss of
efficacy and at the time of discontinuation had a viral value of 250 copies/mL.

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

d. Includes subjects who discontinued for reasons other than an adverse event, death or lack or loss of efficacy,
e.g., withdrew consent, loss to follow-up, etc.

In Study 102, the mean increase from baseline in CD4+ cell count at Week 48 was 230
cells per mm? in the STRIBILD-treated subjects and 193 cells per mm? in the ATRIPLA-
treated subjects. In Study 103, the mean increase from baseline in CD4+ cell count at
Week 48 was 202 cells per mm® in the STRIBILD-treated subjects and 201 cells per
mm? in the atazanavir + ritonavir + TRUVADA-treated subjects.

16 HOW SUPPLIED/STORAGE AND HANDLING

STRIBILD tablets are green, capsule-shaped, film-coated, debossed with “GSI” on

one side and the number “1” surrounded by a square box (|1]) on the other side. Each
bottle contains 30 tablets (NDC 61958-1201-1), a silica gel desiccant and closed with a
child-resistant closure.

Store at 25 °C (77 °F), excursions permitted to 15-30 °C (59-86 °F) (see USP
Controlled Room Temperature).

e Keep container tightly closed.

e Dispense only in original container.

Gilead Sciences 38



e Do not use if seal over bottle opening is broken or missing.

17 PATIENT COUNSELING INFORMATION

e See FDA-Approved Patient Labeling (Patient Information)

A statement to patients and healthcare providers is included on the product's bottle
label: ALERT: Find out about medicines that should NOT be taken with STRIBILD.
A Patient Package Insert for STRIBILD is available for patient information.

Information for Patients

Patients should be advised that:

e STRIBILD may interact with many drugs; therefore, patients should be advised to
report to their healthcare provider the use of any other prescription or non-
prescription medication or herbal products including St. John’s wort.

e Patients should remain under the care of a healthcare provider when using
STRIBILD.

e Patients should be informed that STRIBILD is not a cure for HIV-1 infection. Patients
should stay on continuous HIV therapy to control HIV-1 infection and decrease HIV-
related illnesses. Patients should be told that sustained decreases in plasma HIV
RNA have been associated with a reduced risk of progression to AIDS and death.

e Patients should avoid doing things that can spread HIV-1 infection to others.

Do not share needles or other injection equipment.

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

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.

Do not breastfeed. At least two of the drugs contained in STRIBILD can be
passed to the baby in breast milk. It is not known whether this could harm the
baby. Also, mothers with HIV-1 should not breastfeed because HIV-1 can be
passed to the baby in breast milk.

It is important to take STRIBILD on a regular dosing schedule with food and
to avoid missing doses.

Do not miss a dose of STRIBILD. If a patient misses a dose of STRIBILD, the
patient should take the missed dose as soon as they remember. If it is almost
time for the next dose of STRIBILD, the patient should not take the missed
dose, but resume the usual dosing schedule. Inform the patient that he or she
should not take more or less than the prescribed dose of STRIBILD at any
one time.

e Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have
been reported. Treatment with STRIBILD should be suspended in any patients who
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develop clinical symptoms suggestive of lactic acidosis or pronounced hepatotoxicity
(including nausea, vomiting, unusual or unexpected stomach discomfort, and
weakness) [See Warnings and Precautions (5.1)].

Patients with HIV-1 should be tested for hepatitis B virus (HBV) before initiating
antiretroviral therapy. Severe acute exacerbations of hepatitis B have been reported
in patients who are coinfected with HBV and HIV-1 and have discontinued EMTRIVA
or VIREAD [See Warnings and Precautions (5.2)]. STRIBILD should not be
discontinued without first informing their healthcare provider.

Renal impairment, including cases of acute renal failure and Fanconi syndrome, has
been reported in association with the use of STRIBILD. STRIBILD should be
avoided with concurrent or recent use of a nephrotoxic agent [See Warnings and
Precautions (5.3)].

STRIBILD should not be coadministered with other antiretroviral products because it
provides a complete treatment regimen and because of potential drug interactions
[See Warnings and Precautions (5.4) and Drug Interactions (7)].

STRIBILD should not be administered in combination with ATRIPLA, COMPLERA,
EMTRIVA, TRUVADA, or VIREAD; with drugs containing lamivudine, including
COMBIVIR, EPIVIR or EPIVIR-HBV, EPZICOM, or TRIZIVIR; with drugs containing
ritonavir or regimens containing ritonavir; or with HEPSERA [See Warnings and
Precautions (5.4)].

Decreases in bone mineral density have been observed with the use of STRIBILD.
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 (5.5)].

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 (5.6)].

In some patients with advanced HIV infection (AIDS), sighs and symptoms of
inflammation from previous infections may occur soon after anti-HIV treatment is
started. It is believed that these symptoms are due to an improvement in the body's
immune response, enabling the body to fight infections that may have been present
with no obvious symptoms. Patients should be advised to inform their healthcare
provider immediately of any symptoms of infection [See Warnings and Precautions

(5.7)].
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Patient Information

STRIBILD™ (STRY-bild)
(elvitegravir, cobicistat, emtricitabine,
and tenofovir disoproxil fumarate)
Tablets

Important: Ask your healthcare provider or pharmacist about medicines

that should not be taken with STRIBILD. For more information, see the section

“What should I tell my healthcare provider before taking STRIBILD?”

Read this Patient Information before you start taking STRIBILD 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 STRIBILD?
STRIBILD can cause serious side effects, including:

1. Build-up of lactic acid in your blood (lactic acidosis). Lactic acidosis can
happen in some people who take STRIBILD or similar (nucleoside analogs)

medicines. 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:

feel very weak or tired

have unusual (not normal) muscle pain
have trouble breathing

have stomach pain with

e nausea

e vomiting

o feel cold, especially in your arms and legs
o feel dizzy or lightheaded

¢ have a fast or irregular heartbeat

. Severe liver problems. Severe liver problems can happen in people who take
STRIBILD. 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 turns yellow (jaundice)
o dark “tea-colored” urine

e light-colored bowel movements (stools)

o loss of appetite for several days or longer

e nNausea
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e stomach pain

You may be more likely to get lactic acidosis or severe liver problems if
you are female, very overweight (obese), or have been taking STRIBILD
for a long time.

3. Worsening of Hepatitis B infection. If you have hepatitis B virus (HBV)
infection and take STRIBILD, your HBV may get worse (flare-up) if you
stop taking STRIBILD. A “flare-up” is when your HBYV infection
suddenly returns in a worse way than before.

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

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

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

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

What is STRIBILD?

STRIBILD is a prescription medicine that is used without other antiretroviral
medicines to treat Human Immunodeficiency Virus-1 (HIV-1) in adults who have
never taken HIV-1 medicines before. HIV-1 is the virus that causes AIDS (Acquired
Immune Deficiency Syndrome).

STRIBILD contains the prescription medicines elvitegravir, cobicistat, emtricitabine
(EMTRIVA®) and tenofovir disoproxil fumarate (VIREAD®).

It is not known if STRIBILD is safe and effective in children under 18 years of age.
When used to treat HIV-1 infection, STRIBILD may:
¢ Reduce the amount of HIV-1 in your blood. This is called *“viral load”.

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

¢ Reduce 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).

STRIBILD does not cure HIV-1 infections or AIDS. You must stay on
continuous HIV-1 therapy 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.
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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.

Who should not take STRIBILD?
Do not take STRIBILD if you also take a medicine that contains:

alfuzosin hydrochloride (UROXATRAL®)
cisapride (PROPULSID®, PROPULSID QUICKSOLV®)
ergot-containing medicines, including:

e dihydroergotamine mesylate (D.H.E. 45®, MIGRANAL®)

e ergotamine tartrate (CAFERGOT®, MIGERGOT®,ERGOSTAT®,
MEDIHALER ERGOTAMINE®, WIGRAINE®, WIGRETTES®)

e methylergonovine maleate (ERGOTRATE®, METHERGINE®)
lovastatin (ADVICOR®, ALTOPREV®, MEVACOR®)
oral midazolam
pimozide (ORAP®)
rifampin (RIFADIN®, RIFAMATE®, RIFATER®, RIMACTANE®)

sildenafil (REVATIO®), when used for treating the lung problem, pulmonary
arterial hypertension (PAH)

simvastatin (SIMCOR®, VYTORIN®, ZOCOR®)
triazolam (HALCION®)

St. John’s wort (Hypericum perforatum) or a product that contains St. John’s
wort

What should I tell my healthcare provider before taking STRIBILD?

Before taking STRIBILD, tell your healthcare provider if you:

have liver problems including hepatitis B infection

have kidney problems

have bone problems

have any other medical conditions

are pregnant or plan to become pregnant. It is not known if STRIBILD can harm
your unborn baby. Tell your healthcare provider if you become pregnant while
taking STRIBILD.
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Pregnancy Registry. There is a pregnhancy 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
STRIBILD.

¢ You should not breastfeed if you have HIV-1 because of the risk of
passing HIV-1 to your baby.

o Two of the medicines in STRIBILD can pass to your baby in your breast
milk. It is not known if the other medicines in STRIBILD can pass into
your breast milk.

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

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

STRIBILD may affect the way other medicines work, and other medicines may

affect how STRIBILD works.

You should not take STRIBILD if you also take:
e any other medicines to treat HIV-1 infection

e other medicines that contain tenofovir (ATRIPLA®, COMPLERA®, VIREAD®,
TRUVADA®)

e other medicines that contain emtricitabine or lamivudine (COMBIVIR®,
EMTRIVA®, EPIVIR® or EPIVIR-HBV®, EPZICOM®, TRIZIVIR®)

e adefovir (HEPSERA®)
Especially tell your healthcare provider if you take:
e hormone-based contraceptives (birth control pills and patches)

e an antacid medicine that contains aluminum, magnesium hydroxide, or calcium
carbonate. Take antacids at least 2 hours before or after you take STRIBILD.

e medicines to treat depression
e medicines to prevent organ transplant rejection
¢ medicines to treat high blood pressure

e any of the following medicines:

amiodarone (CORDARONE®, PACERONE®)

atorvastatin (LIPITOR®, CADUET®)

bepridil hydrochloric (VASCOR®, BEPADIN®)

bosentan (TRACLEER®)

buspirone

carbamazepine (CARBATROL®, EPITOL®, EQUETRO®, TEGRETO®)
clarithromycin (BIAXIN®, PREVPAC®)

clonazepam (KLONOPIN®)

Gilead Sciences 44



clorazepate (GEN-XENE®, TRANXENE®)

colchicine (Colcrys®)

medicines that contain dexamethasone

diazepam (VALIUM®)

digoxin (LANOXIN®)

disopyramide (NORPACE®)

estazolam

ethosuximide (ZARONTIN®)

flecainide (TAMBOCOR®)

flurazepam

fluticasone (FLOVENT®, FLONASE®, FLOVENT® DISKUS, FLOVENT® HFA,
VERAMYST®)

itraconazole (SPORANOX®)

ketoconazole (NIZORAL®)

lidocaine (XYLOCAINE®)

mexiletine

oxcarbazepine (TRILEPTAL®)

perphenazine

phenobarbital (LUMINAL®)

phenytoin (DILANTIN®, PHENYTEK®)

propafenone (RYTHMOL®)

quinidine (NEUDEXTA®)

rifabutin (MYCOBUTIN®)

rifapentine (PRIFTIN®)

risperidone (RISPERDAL®, RISPERDAL CONSTA®)

salmeterol (SEREVENT®) or salmeterol when taken in combination with
fluticasone (ADVAIR DISKUS®, ADVAIR HFA®)

sildenafil (VIAGRA®), tadalafil (CIALIS®) or vardenafil (LEVITRA®, STAXYN®),
for the treatment of erectile dysfunction (ED). If you get dizzy or faint (low
blood pressure), have vision changes or have an erection that last longer
than 4 hours, call your healthcare provider or get medical help right away.
tadalafil (ADCIRCA®), for the treatment of pulmonary arterial hypertension
telithromycin (KETEK®)

thioridazine

voriconazole (VFEND®)

warfarin (COUMADIN®, JANTOVEN®)

zolpidem (AMBIEN®, EDLULAR®, INTERMEZZO®, ZOLPIMIST®)

Ask your healthcare provider or pharmacist if you are not sure if your medicine is
one that is listed above. Do not start any new medicines while you are taking
STRIBILD without first talking with your healthcare provider or pharmacist.

Know the medicines you take. Keep a list of your medicines and show it to your
healthcare provider and pharmacist when you get a new medicine.

How should |1 take STRIBILD?

Take STRIBILD exactly as your healthcare provider tells you to take it.
STRIBILD is taken by itself (not with other antiretroviral medicines) to
treat HIV-1 infection.
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STRIBILD is usually taken 1 time each day.
Take STRIBILD with food.

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

Do not miss a dose of STRIBILD. If you miss a dose of STRIBILD, take the
missed dose as soon as you remember. If it is almost time for your next dose of
STRIBILD, do not take the missed dose. Take the next dose of STRIBILD at your
regular time. Do not take 2 doses at the same time to make up for a missed
dose.

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

When your STRIBILD 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 STRIBILD and become harder to treat.

What are the possible side effects of STRIBILD?

STRIBILD may cause the following serious side effects, including:

See “What is the most important information 1 should know about
STRIBILD?”

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 STRIBILD. Your healthcare provider may tell you to
stop taking STRIBILD if you develop new or worse kidney problems.

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

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.

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.

The most common side effects of STRIBILD include:

nausea
diarrhea

Gilead Sciences 46



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 STRIBILD. For more information, ask
your healthcare provider or pharmacist.

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

How should I store STRIBILD?

e Store STRIBILD at room temperature between 68°F to 77°F (20°C to 25°C).

e Keep STRIBILD in its original container.

o Keep the container tightly closed.

e Do not use STRIBILD if the seal over the bottle opening is broken or missing.
Keep STRIBILD and all medicines out of reach of children.

General information about STRIBILD.

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

This leaflet summarizes the most important information about STRIBILD. If you
would like more information, talk with your healthcare provider. You can ask your
healthcare provider or pharmacist for information about STRIBILD that is written for
health professionals.

For more information, call 1-800-445-3235 or go to www.STRIBILD.com.
What are the ingredients in STRIBILD?

Active ingredients: elvitegravir, cobicistat, emtricitabine, and tenofovir disoproxil
fumarate

Inactive ingredients: lactose monohydrate, microcrystalline cellulose, silicon
dioxide, croscarmellose sodium, hydroxypropyl cellulose, sodium lauryl sulfate, and
magnesium stearate. The tablets are film-coated with a coating material containing
indigo carmine (FD&C blue #2) aluminum lake, polyethylene glycol, polyvinyl
alcohol, talc, titanium dioxide, and yellow iron oxide.

This Patient Information has been approved by the U.S. Food and Drug
Administration.

Manufactured and distributed by:
Gilead Sciences, Inc.

Foster City, CA 94404

Issued: August 2012

COMPLERA, EMTRIVA, HEPSERA, STRIBILD, TRUVADA, and VIREAD are trademarks
of Gilead Sciences, Inc., or its related companies. ATRIPLA is a trademark of
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Bristol-Myers Squibb & Gilead Sciences, LLC. All other trademarks referenced
herein are the property of their respective owners.
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8 A A T T AN DD R S oo 21
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L B R A oo oo e 36
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SEELTER

=& UBT Y F— SR BB &S EEOFEARUESPLRD B RFXOAMEE

STRIBILD DA THA T/ HREIL OV TAFVILITIBEEZECKBEFERLMORL ~O
VANREHAT, REHZECHBET L F—ARVERFEZ# S EEORFERABESNT
W3 [BERUREFLDZEE (5.1) £H],

STRIBILD X B BAF KA LR (HBV) BREDAMICIEERB SN TR, HBV & HIV-1 D EERE
BEICBEWTSTRIBILD R &M R UBENERFHEILEINATIVEL, £ FEFREVAIILRTE
(HIV-1) & HBV EHEBREBEICEVNT, TLMIARIFEYT7—F (STRIBILD ®AL%) MHIE
RICBEHADEENDAMBENRESNTLNSDHIV-1 EHBVDEHRREEZICH VT STRIBILD
ZHIELEBEICHL T, RETHLE» ARICHY, BREKRKERVEBREEEORBHREZ
TOTHEEZRBICBEINESTHD, BYIEEAONDIHRICTIE, MBEFXEEDRHIIRE
ZRLTHLEN [(BFERVURALDIE (5.2) £H],

1 FhEE - R
STRIBILD™ &, HTL b\ 7 A L ZPREIC K DIBENRIRBR DR A BT 5 HIV-1 JRYE TR
DO DHMIGHR L L THWD,

2 AEARUHE

STRIBILD OH#EREEIL, 1 H 1 EI18EEZRBFL L HICHMT DL THD (MK (12.3)
YA
BRepEIE A - 7 VT F =07 V7T o AHEEM DY 70 mL/min A D #F (21% STRIBILD O
5% L7222 &, STRIBILD IZEEHERAGFE THY, =LA NI FELET /JARENL ¥
V7ax V7 VN (7 /R eV DF) (B e MR OFET 23 T 2228, STRIBILD
TR VT F =07 U7 7 0 AHEEMA 50 mL/min AT L7254 1%, STRIBILD @
BehGawpibd 52 [BEROEH EOMEE (5.3), BITEH 6.1), #HHZ2EM~DES 8.6),
AR (12.3), & ORI (14) M),

JFHRERRE S « 8L (Child-Pugh 7338 A) SUEH %L (Child-Pugh 4338 B) DATHEREREE BHE T
I%, STRIBILD O EFHITLE L 72 6720, BEOFHEREESE (Child-Pugh 5358 C) ~0
STRIBILD D512 L CHEYEhET — % I LT — 213G 6Ty, LeR- T, &
JE DTS RERE T 58~ STRIBILD D G- (IHELE S L7y [FRF R IE [~ DREG (8.7) K VAR
FERE (12.3) ),

3 Flfz - 2=

STRIBILD (38EH CTH 5, 1 FEFIZT A ET 77 E/L 150mg, 2 ETAF v k150 mg, =X b
U ZEY200mg KOV /ARENL Y 7Faxi 7 < Vg 300mg (7 /A EVDF, 7 /7K
B DY Fuxiorl LT245mg) AEHAT D,
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AKENIFFED T T CNVDOT7 4V a—TFT 4 TEETHY, Fmic TGS, fhmmiZlUMA CHHE
niro M) ([1]) PSR TVS,

4 =B

IS e

CYPIAIZE 27 VT T ADFERNPRE L, MBETRE O EANEE KO/ UM I fER
Z RAETHEG L BN & HHAI L STRIBILD ORISR TH L5, £ D L 9 RFAI R OE Do
A= (STRIBILD OAZMEDEHICH AT L - CXMHEESICE L /RN H 5 L D) %
#£1ITRT

[ AN (7.4), BARFERE (12.3) M)
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&1

STRIBILD O #tRESE

EEMHET
STRIBILD & O #

RN RARE L shp | BADIXTE
ES:1l
al-7 RLF Y o2&k | Alfuzosin alfuzosin JR AN L5 U, ARIMED A C 2 wIRENED &

ERE

Do

hInBEE 77y U 77 B CYPAS0 fR#ET iR ) A ik 3¢
»H%, STRIBILD # VU 7 7 BV 0T 5 &,
TOAET T TEARKRRITE T AL v b OIMETE
FE DS KBEIZAR T L, STRIBILD D 7AH%&N AN 6594
HAEREMEN DO T, BEHLARNWZ &,
E/HFERK Vb Rux/La X | R0 AE G & O 2 Ot o #EE O E 1f. Z RF %
I LT aRMmOANREMN R Y, EELD/ T M
TAE I \ZfGRR % RIAETHRNAE L DAl BetEn H 5,
AF )T )La A K
IV
HIEEEEREE Cisapride FREENRZ: EOEER D XITAMIERE LIET
FHRNWELDAREMNNH D,
N—TJHG AT TUF XY AT UA KV VORI TA AT ST
¥ 7 (Hypericum ENAKROAaL T ALy FOREMET L, 1HBED
perforatum) RO M ORI Z 2 5 FTREMEN & 5 D T,
STRIBILD #RHA L CWAHEEIL, B/ 3 U4 b
VY ohkeERTHREEHFHA LN &,
HMG CoA ZtE%RFEE | Lovastatin RERURR RRIE 2 & 6D X A /X F— 7 PEE RSN
- VUNRAL T AT HAREMENRD D,
FEHRE EEY R REEAR 72 & OFEE KO/ UIEMITf a2z KFE T
FRWECDAREER S 5,
RARSIRFS—E5 | EARMEMENE | ST F7 40 (LAFA) % flishiRe: i s £
(PDE5) FHEE JETRHEER L NT A | JEIRIEIE L LT3 %554, STRIBILD & Of#FH
ELTOIIINT T | ORENOHEHRHEIIHL STV, TIb
74V s TF 7 4V EBET A ERES (FRkREE, K
£, FREEEhiiE, Jeth/e L) MBAU D AlRetEn &
<725,
R EIRE KU T YT A N T YT AR Z YT AR T CYP3A4 IZ

IHY T AR

XVIRFEIRHEND, NV T Y IZ LTI FY
T A0 A STRIBILD &G H &, Zhbd
R OT R RIERIOEE N RIFIZ ESHL,

PHFR OEIEOHE TR, PRI 22 EOEE LT X
IZAEMICIEIRZ I T HRNAE U D AREEN H

5

a HEREDTEDIINAT 75 LTHEETIZHEDIVILTF 7 4 MTHONTIE, EUWHEER (7)) 0FS5

=5 M,

b. IEROBGTHHEGOIFY T ACONTE, EWHRAEIER (7) 0F S5 2SR,
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5 ZERUVERALDEE
51 EE7 Y F—2 R B EH S EEDFEX

STRIBILD D&y CTH DT /R VY T ux L7 < ViRt 2 & s SR oM f (B
X oft Ly h ey A LRI E DGR B, FETHIEETeIET > R — 3 A KON 4 1
D HEEDOHERPME SN TS, 29 LIEREGIOKR T LMETH D, B & OBEH SRR
WA ERE 7 CTh D00 LI,

FTBOBER O fERRIK F 2 A3 5 BE I TEMRFER 2R 5T 0BRE, FICEETETH D,
LU, BEFIOERE 7526 S RWBFICB W THIEFHREN SN TND, AfET v R—v A X
X B0 PR A B o D ERIRFT ROUTER IR AT R (&R h 7 A7 I —8 EHZ2FD
20N, FHEREKORENIFZ B0 556030 5) Zidizda 1%, STRIBILD O#h % filfri ~&
Thd,

52 HIV-1 &£ HBY DEEREEE

TO HIV-1 EEBRE T L, HiL b oo L ZREBARTC B RAFAR 7 A /L 2 (HBV) DA
A MERT DM EITO 2 LA HELRES LD, STRIBILD (3, 181 HBV EYE O IRFICIZAR I
THE BT, HBV & HIV-1 O EEEGEE 21T % STRIBILD OZ2 2 & OV M E XM ST
72V, HBV & HIV-1 OEFHFEIEHIZBNT, =AM 2 UET /RN oY FaFky
L7 < VR (STRIBILD O 2 fi%43) OARFEH IEZIC B BUFR O B O SR E A ST
5o T UNRTIRRZ 2T 72 HBV JEEEREO—BICB N T, FRERER A2 S B
U2 O FENFR S B AL72, HIV-1/HBV E#EY T 23 STRIBILD (& X D76 2 H ik L2561,
Dip &b G PIERE Y ARNCHI Y, BIRAT AR X ORMR R EEZ MEICBSE T ~E Th D,
WY& B2 5NHLEAITIE, §LBBIFRIBEOEEZZE L TH L\,

53 BHEEEEOHBRRAAEXITEL

T AREN YTk T 2 VIR O & O STRIBILD OfEHIC LY, GHEFAELD
77 va=—dEERE (EEOKY UERIEZ M ) RMEREE) 23 0EEEREE A #E ST
o [EITEH (6.2) M,

48 FMZ4>7= % STRIBILD DK #AER (N =701) (23 C, STRIBILD #£D 8 f#l (1.1%) K&
O REERED 1611 (0.1%) DEIROAFHFROTZOIRERFEZ F11k L7z, STRIBILD #5451 D
25 461 (0.6%) T, STRIBILD OHIEICE 72, IACBIRAEHSRERE I — 8T 2 BARR AT
FARRBOHNTD, MREHTIZ1IFAGRD N7, TN 4505 H 2 FTIE, ~—
AT AV ORRTBHEERE (F L7 F=027 07 7 0 AHEEMEDY 70 mL/min &) 235580 i
Too VAL RS HEBERE E D MENRD b= 2D 4 FlORRMAAT 71X, 46T STRIBILD
ZHIEL7ZE ZAUGE LR, BEREBIEICIIES o7, T O#ERE TEAEEIEIILL
BERBRhol,

TRTCOBECTELGHBINC I VT F=0 27 VT 7 AMEME, RPNV a—ARVIREAR
HWEFTRETHD, 7T F=027 V7T 7 AHEEMEA 70 mL/min A O 45 121% STRIBILD @
wHEZBRIE LN &,
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T RTCOHBAHZ T, STRIBILD #5HF X7 v T7F =027 VT 7 0 AHEEM, RPNV a—2 KO
JREAOEMN B2 R & ThD, M T, BHEREDY 27 Obh 5 EE TIXMmEY
YHHPETRETH D,

:ny&yhim%7v7?:y®%¥®ﬁﬁ&07v7%*y7UT?VX%E@@%?
DIRTEZALDZENDHY, BRERIFERICITREZ MZ I 20 [FIEA (6.1) /], Mg
I LT F= /#A—X74/ﬁ%04mML%ﬁxTLﬂLTwé LR SN TR TR
mm T DR RE BRI NE Th D,

T D B B FHN 2 o ST L 72 3881%, STRIBILD Ol 2kt 5 & ThH 5,

STRIBILD D= A FU U HZE Uy ET /R EN VY Tafxo 7 < /VigEksix, & LT
Bl SHE S D ABNIEEHEAASETHY L N X BT JRENL VYT aF
N7 2 VBEICLBERFEERBORE N TE WY, 7 LT7F=0 27 07 70 AREEEN
50 mL/min A (AKX F L7284 1%, STRIBILD Ot 5% F k4 X&ThH D,

54 oL bODAIIRELDOHA

STRIBILD (& HIV-1 EEEIERR I3 2 BAEREE E L TRHY, fofil bu oA 23 L ff
AT & TR,

STRIBILD |%, [RIUAZISY (A MY X B XIET /AREN VY 7FaXx L7 < Lgi)
HEAT DK (ATRIPLA, COMPLERA, T A RUR, YILRE EUT—FR) L, 7317V
CEREGHRTAA] (v e, mEE/L, EPIVIR-HBV, =7 Y=, TRIZIVIR) &fFH4~
XTI\, STRIBILD (I7 TR EL T ERF LI (AT ET) LOHTRE Tidewn,

55 BEERT

ZIVE COMIKERTIL, 7/ AR E/L DF OEHICEVVEEE (BMD) O T &5 041k
v — N — (EFHENT VAV ERRAT 72—, MELAT A BT, fijECTaX7F
R, JREN 7B XT7F R) O EARRO LN, BRAHOTTENTRBRENTND, £z, B 7 —
R 5-60CrE, MmigaEFRRALVERERRNI2S EX I DIRELEN-T2, 7 /R E/LDF
(2B 95 BMD OZA LR OEH U A 7 IZKIEFT BT R TH D, ERDHIERITOVTIT,
BV 7 — FORFE#RAE SRS iz,

EHACAE GIMRMERBEBEEL, BHO—KERDIGENRH D) OIREFNT /L UV
“u ﬂ?°//1/77/lzﬁz‘%i’5%25-k@E@ﬁn_f“i&iéhfb\é [BITEH (6.2) 2],

103 HERICHB T, FEMIEL OBERF 120 B4R Z %151 & LT, DEXA T BMD % ¥
L 7z, STRIBILD #f (N = 54 fi) |Z iém—z74/ﬁ%48 H % T» BMD D4R 3R 1%
@%&@%%%k%,?&%%tﬂ~+)k%tﬂ~+/wﬂ&ﬁ(N=%)kH&E?&ot(k
HE : ZNEN-2.6%, —3.3%, BB : T EN-3.1%, —3.9%), 102 B K O 103 RERIZBV T,
FHTOVREBL L 7B 1%, STRIBILD #£2° 9 f5 (1.3%), ATRIPLA #2365 (1.7%), 7 # ¥ B
o+ U RTFEL + YANRTER6H] (1.7%) Tholo, T DORERIL, THFARRBROERE
RIS E LT-HATO 144 BEREBROT /R ENL DF + 53I7V0 + =277 E LY EEHO
T e LT,
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Jr A E 4T DRETEIE X132 O oD B FLERIE B I D FERIN F %2 A9 % HIV-1 BEgsEE T, B
%E(mm)®%m%%ﬁﬁ&%f%éoﬁ»yﬁA&@E&inﬁ%wﬁﬁzomfi@ﬁ
ENTEHW2NEDD, TRTOBFICHETHLAREEND D, BORENEDLNLGAE
WO a2 5 &,

5.6 HEEHIOBESM

L br ANV AREEZZ T ERFICBNT, ¢m@mﬁ,”%M%%mF(ﬂy77m—A
V), KIEEORE, HORE, AEREKXR, 17 v 7ML 72 & OIRIEIE O 5540,/ &7
BOHNTND, T 9 LEEFHEROREBET L OEMNR2ZBIIBED L ZARATH S, KIRH
RIZHA SN ST,

57 REEHEEEEH

STRIBILD #&®, il bu U A VAHBIELZ T TZEBE TN T, SR SRR )
HINTWD, fib ba UA L ZAPFRPRIEDIINCIE, SR OIS 18 & 5 B TR
BAAMEO BREG [~ ans TV LT E T ARG, A MATR ANV, Za—FT A
FA[fize (PCP), #kZ72 &) ICHT D2 RIELUSHTBLL, S 572255 L IBEERERShD
BEND D,

T FREL T R LTHCRIERE (L — TR, ZRUEMK, X7 - SU—IEBERR
E) MEBLLIZ L bl SN TWER, BELE CORMOEE N KX, BEHBN B A
LRIAELDHEELH D,

6 ElEMA

NIXEOZOMOEIZIBNT, LTFORHERIZOWTHRAALA TN ¢

s T v M=V R RN AL O BEOMREKR [Fr 42, 25RO o (5.1)

B,

-Bﬂﬁ*@$f®%éi B [f BB, BEER O FoME (5.2) ZH,

. BpkRE @ﬁﬁ%ﬁXiEMZ?‘&aﬁﬁiwg (5.3) =M,
&F@ﬁ?[?‘&@ﬁﬁi@&gcw)%%]
TIE B SIEMERE [ R OEH FoFE (5.7) 2,

6.1 ERRRABR COFERARRBRICELTROoNT-BIER
BRI Z RS T ORI D729, &2 HAORKFRERICIBWCGRD b5 EIfE
MRBRT, BOFEFORKABRICE T 2 BBR L EHELBETE L0 TIERLS, BRI TR
D LI DFBLRE KT D LIRS 220,
STRIBILD OZZAMFHMIE, FLL v 7 A L ZAFIERRER D HIV-1 YR N BE x4 & Lz
2 SO I AHRER (102 3B &L O 103 3UR) 128175 1408 BlOGFET —Z ISV Tn D, Gt
701 {5173 STRIBILD @ 1 H 1 [El#25-% 48 WM LL Bz Tuviz,
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FEHRS (FEEEZBDARV) 12XV STRIBILD, ATRIPLA (=7 7 E'L>Y 600 mg,/ T A K
UL HAEY 200mg/ 7 /RENL VYT X 7w Vg 300mg) KOT X HFFEL + Uk
FTEN + INANE (AN ZE200mg/ T/ AREN VYT a X LT < VEERE 300 mg)
O E T IE LT-EBRE OBIGE, TR 3.7%, 5.1%&N5.1% Th o7z, 5% EIZHE Sh
TZBIWER OBEEE %23 2 \TR T,

x®2 102 SHBR KR U 103 HEBRDO VT A DREHD 5% L LICHEShT=, HBRAETTRR
L-BMER® (&7 L—F) (48 BHE DfFH)

TAYFFE L+
STRIBILD ATRIPLA JrFEL +
N=701 N=352 YILING
N=355
IR e 2
sOE R <1% 0% 13%
H GRS
T 12% 11% 16%
3371 2% <1% 7%
CLV 16% 9% 13%
—i% - REREER L OGO IRRE
97 5% 7% 6%
AR R P
TOH 0% <1% 8%
R R R
fEH AR 1% 7% 1%
GIEb A 7% 4%, 6%
FEED 3% 20% 4%
FE
ARHRE 3% 8% 1%
LNy 2 9% 26% 3%
B2 &5 KOV T ke
3350 3% 15% 6%
a. BIVEFFEBIBEE I, W*%%Z%E L OREBRE DT, RBRIEE T TR LEZETOAEFEZRICHE S
b BT, KR, 9B, B, * O, RAVEE ORI, 2, [EINERE, SRS, BRRS,

BER Bk B2, f“?l‘%%é%, EBMERE, £ DM R OZERIZ N E N5,

FRIRFERIZ 31T 2 STRIBILD O FIRRERIZHAS < BIRO A EFEFRICHT 2 B81%, BEARKORE
HEDMEE (5.3) BRI,

TA NI ERNT R E P T rF L 7 L - STRIBILD CRish b V7= ®mIVEH

N Z, D BFRFRBRICB W T A Y VX BV LT /R EL Y Tk L 7 < LRl Lt
DHFV ~a U A NV RIEO PR G % 2 T T IRERERR 0 & 5 TR BRI O 72 R D 5%LL L
T, UTORWERRHBLLTWD @ 900, I8, HILRE, WEH, 8B\, &Jm, SIEgaK, Al

, BllSEge, RGERRYE, BAEE, IR, AR, SRR, KM= o —w 3T — CREEM

ﬁﬁé&o:n—m\%—%‘:a@), ANz, EMKHIIN & OV 2%

BEEGBRT L N 2 E U EEHNCEBEE TlE SN TWD, KEEAIIFESRIEDKE
BFBE L L CBN, ML CRE CHERMETH o, BEBF LR OBEKNERIIRHATH D,
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PR A - 102 3RER KON 103 3BRIC I\ T, STRIBILD #5400 2%LL FIZE88 Hiv7-#k
BRIGIHE F CREL LR BEERY (71— K 3~4) ORBMEEZ £ 3 1R T,

x3 102 FHER KR U 103 HERICH LV T STRIBILD 1 561D 2% EIcsE s hiz, HEAET
THRBLEBRREERE (JL—F 3~4) (48 BB OfEH)

TAYFEIL+
STRIBILD ATRIPLA ) cFENL
+ WILINA
FRKREERSE N =701 N =352 N =355
AST (>5.0 x IE#fE_E[R) 2% 3% 4%
72T —F *(>2.0 x IEFELR) 2% 2% 4%
J LT FrxF—E (2100 x EFE ER) 5% 11% 7%
JRH RBC (ILJR) (>75 RBC/HPF) 3% 1% 2%

a. ME7 I 7 —ERIEFELRDO 1.5 F 2 B2 WBRE IO VT, VAA—ERELFEm Lz, UV —8#n (7
L— K 3~4) ORFBEHEE L, STRIBILD (N=58), ATRIPLA (N=33) MOXTZW¥F i+ U e +
NWRE (N=33) T, TN 12%, 15%KLN21%TH o7,

FEAR (27 L— ) IX STRIBILD # 54510 39%, ATRIPLA #5510 29%, 7 # %+ L + U
R FEIL + VLR EEEER D 24% THEL LT~

STRIBILD ® 2By A% v Moy, 7 V7 F = ORMESWHEFEICL Y ME7 LT F=
EAESE, 7VTF=0 7 07 7 o AREEME AR T &8 5 B3ECRERIAHERR I 1T B A KX S 72
WZEPRENTWD, 102 RERL DN 103 RERICBWT, M7 L7 F=r0 EFEO7 LT F
=27 V7 T AHEEME O T2 STRIBILD OGN Z 57223, TOHEE LTz, 48 HH
BH%OME 7 V7 F =02 ki (F¥) £SD) (X, STRIBILD 7% 0.14 +0.13 mg/dL, ATRIPLA
75001 £0.12mg/dL, 7Z¥FE/L + U hFEL + VARE730.09+0.13 mg/dl Th -7, 48
W[ 54 D Cockeroft-Gault 12 X D HEFRERIR A (eGFR) D4 k& (F¥ £ SD) I,
STRIBILD 73-13.9 + 14.9 mL/min, ATRIPLA 75-1.6 + 16.5mL/min, 7 ##FE/L + U b FE/L +
YN H-93 £ 15.8 mL/min Tholz, M7 V7 F=00 EFH (2271 —F) %, STRIBILD
B 54510 7%, ATRIPLA #5510 1%, 72 FEN + U hFENL + VI RTEEHD 4% TH
L7z,

TA P EER)TT AR EIL 2 ok 7 LN STRIBILD TRE® B LT B
BEEFIINZ, MOBKRRBR T AR VXL UIT /AL Y Tafi 7w Vgl
fhoHi L hu A VAL OO G 22 T TR 2BV, LR D 7 L— R 3 X3 4 ORFIR
MRAEERENS ZNETICHE SN TS  ALT (B 215U/ & ; &M 170 UL B), 770
YRAZ 72 —F (550 U/L ), eV ve s QEFHE LR 2.5 f58), fi§ 27 /=2 —Z (40 mg/dL
A I 250 mg/dL #B), BERR (G+LAB), AFERER (750 /mm’ R, EERo L AT o—L
(240 mg/dL #8) K OZERERER Y 77U Y K (750 mg/dL ),

M7EREE : STRIBILD DEGREBRICIBNT, R—2F 4  TIEEE FEAMHH LT -k
OEIA1E, STRIBILD, ATRIPLA, 7 # %G /L + U ML + Y ANRE O GHTRFEE
Thole (ENTN 1%, 11%, 12%), 48 i H £ TOIRBIEE G- M I IREIR M EA B LT
PERA 1L, STRIBILD B3 4% CTdH - 72 DIZxF L, ATRIPLA B3 5%, 7 X% + U hFE
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v+ YSETEN 1% TH o To, IRBREERG ORI 48 HF TZHEERF 2 L AT 10— D7 L—
R3304 @ 5 (300 mg/dL ) UXZEERF R Y 727Uk Y RO 7 L— R 3 Xid4 O E5F- (750 mg/dL
) PROLNTZDIE, WTHOEGRETH 1%L T ThoT,

wal A7a—/b, HDL-2 L A7 a—/b, LDL-2 VA7 a— LK Y 7 &Y ROR—2R
TA UMb DOEEE, KA4ITRT,

=4 102 SRER R U 103 SRERICH LV T STRIBILD 2 5 IR (ZxBEZR EH THE SN I-IEEIE
DR—XSADLDEHEILE

— ] -
STRIBILD ATRIPLA 7&#*E%“*3fft
N = 701 N = 352 Vor TR
N = 355
— 25 . — 2 . — 25 .
STATAN ugmn | 27| asmm | 27T | asmn
Ve b b
mg/dL X% mg/dL EX (%% mg/dL EX (%
WalLzro— 166 +11 161 +19 168 +9
L (Z2ER) [N =675] [N = 606] [N =343] [N =298] [N =337] [N =287]
HDL-= L A 43 +6 43 +8 42 +5
o—)L (Z2fEHE) | [N =675] [N = 605] [N =343] [N = 298] [N =335] [N =284]
ILDL-Z2 VAT 100 +10 97 +17 101 +11
o—L (ZEfE) | [N =675] [N = 606] [N =343] [N = 298] [N =337] [N =288]
MU ZUEY R 122 +13 121 +13 132 +29
(Z2 1) [N =675] [N = 606] [N =343] [N = 298] [N =337] [N =287]

a N—AT A UPLOEEIE, R—ATA UREE 488 A OWSTOMENR D HE & DBEEDR—RAT A GO
bEEZFH LI TH D,

6.2 MRRIZBDHON-FR

TR % O BIVE AR E 22 B OER 2 D BRI HE SN D T2, FORBUFHE & EIZT
W2 2 & UTFEAE S L ORRBRAMHEET 2 2 LIELT LHAEETIER V. T /R EL UV
T X T VR ORRBZOBEHICHENT, TORWERARHER SN TWD, ZOfii= A
~U 22 B AR RA 7 TR ORIER TR STV,

o b
MEFEL &7 LIV —KS

{RE I K ORI E
BT & F— A, ARA U U AMSE, 1KY o ERIE

WP siiv, 8 e ONKGE B o
IR PR3

Begs, 75— LE, MR
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JFARE R
ENGAT, BF4c, RFEEEESAN (AST, ALT, y-GT 23 @k

P& % K OB TR E

i b R s L OV B A Ak

e
RIRIE, BHLE (B e LTEN, BTo—RER568083H5), HET, I43

!

B K OR EPE
SVERAE, BAe, QUERRMEEE, 773 = —ERR, EARMERE, MEMEE R
(BPHERIZ 5 Te), BYEIRAAE, BHRENE, 7 V7 F=80, AR, LR

% - EHFEE R L OB G OKEE
M S

ERTHERORHLO G LITIRLTOL LT ORIERNT, EARAMERBORRE LTEL
HAREMED B 2 MR RIARE, BRMLIE, B0 Y U AME, BIET, IAF—, KU U
mﬁéo

7 EMMEEER

22 (4) KROEGRRIER (123) b2,

STRIBILD [& HIV-1 BERIERBRD - DEMEERETH LD T, HIV-1 BREFEBED-HDMD
ML RAODAMIILREEHFATRETEGL, DL FODAMILRELOEYHEEERICET S
SEEAFERIETR L TLVEEL,

ALV RL Y N, ZAET T TEARDS LA L2t b e oA L RO Y ERE A AL
T 5 X3 T 72 578 EOEYF EAEH O RIREEN H 5 7=, STRIBILD (%, Yu7 77—+
PR LI R IR R R A E I & fFH T R &E TE RV, a2 &y e U MFELE
CYP3A 2% L CRIBEDIEM 244 5 7-%, STRIBILD {3V b ELZEET HHARLY hFEL
B LU A LT RETIIRN,

7.1 STRIBILD AMiDEAFNIZE % RIZT A REH

STRIBILD @ 1 53 CTHH AT A X v M, CYP3A KON CYP2D6 OHEKTHSL, a BT R
Zy FBHETD R T U AR—F—L LTIE, p-HEBE (P-gp), BCRP, OATPIBI, OATPIB3
RENBHD, LIEnoT, FEIZ CYP3A Xix CYP2D6 (2 L 0 A &% 3% % P-gp, BCRP,
OATPIBI % L < I OATPIB3 DI Th HIH| L STRIBILD #0FHT 5 &, ZD X 5 723H D
ERREN ER T 56NN H D, T ET 7T EILIE CYP2CY) OFHWHEHKTH LD T,
CYP2C9 DEEE O MR 2K~ S5 "lREMEN D 2,
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7.2 thDOEFEHFIH STRIBILD D 1 DU LD IZFEE RIFT AIEEM

STRIBILD DR/ T AHT/NET VT EALKFRabL T ALy MECYP3A I K-> TR s 5,
Flo, IV RAZ Y MIDOTHRNBE CYP2D6 IZ L > THIR#E S5,

CYP3A {EMEEZFET HIEANIT A ET VT ENE TV RAZ Yy vOI VT 7 AENE&
HETPREN, VALY NOWTIEZ AL ET 77 EAOmETEENME T L, STRIBILD @
TRREN R DWW K OMHPERBLA B FREMER H D (R 55H),

CYP3A Z[HET HMoFH & STRIBILD Z# i1+ 5 &, av sy A%y ho 7 VT 7 o ANKT
L, MmN ERI2aREMERH D (£ 5SS,

7.3 BREEICEEERITTE

STRIBILD Dy CThHhHT A MU T Z EVRONT JAREME, SKRERIR A & REEIN) 7 RS 4y
WOFAEDRHIZ I D BICE CTHRE SN D720, B IKT S 2 3KAICREBIN 72 JRE 73 W
B L T3 23841 & STRIBILD 2425 &, =LA R &by, 77 RELVKDEDMD
R CHEE S B FAIDOPREN EHT D AN 5, GEBIRY e IR /WA X 0 P X 5 $K5H
OflE LTIE, 77 atE, cdofovi, Hr v/ mbl, XTI 7aEn KOSV YR
BN ENB DN, TIUHIZIRD O TIEARN,

74 HRBAOHEERRVZOMOAREENHSEKRGHEEER

TR O AR AR UL ATREME D & 5 BER B E K72 AR 2 2% 5 1R d, fidi L
72 EAERIL, STRIBILD, STRIBILD ®Off%y (/L EF 7 F )L, ab v AH vk, =Ah b
U2 ROT /REN DF) A 12 O/ ATHFH L CTER L7sBRICESW b D, b
L < X STRIBILD & fffl L7255 10 2 2 AIREMEO & 2 MM A EH OWThuCTh b [FHAEAE
R ORBENZOW T HAERE (12.3) ZIR], ARIZIIATReMED & 2 ER LM AEH ZFE#E LT
DR, TRTEMEEL TWVDHDT TIERY,

x5 HIFAOEVHEERARVZOMDOTREENHDLEKRLY *EYHEEER : ZMHEEKE
ARHBRX I FPRENIBEERICEDETAEXRB LA VOEENEREEIND

CigicE S

S EE - BEADSZE® BREREI T A U b
FRINGIZE - | =VvET 7 Ze/L | STRIBILD Z##lfg3k & [FRFIC& 535 &, =L T
il e S+ 77 eV O MR E MK R 9%, STRIBILD & i
B : 7= 4, K M3t 2 RFLL LRI Z H 1T CTRGT 5 2 &0
b~ 7 %7 L) LN %,

TOrURYTHERE | =777 | STRIBILD & Hy ZHFEIEHEHE T 70 bR~
H, 52 A RS HTHE Ju FEE SR & oo OF I A Bl AN T B R,
A ERE T PUAEEIREE STRIBILD & fif #5925 &, 2 b OFIAREERE
il (R DIREN EFH T B RN H 5,
TIAEm FUARRJREE D STRIBILD & O fF FH T B A3 B0
_R7Y P ThO, FRRTHIVUNREREZBIETHZ &0
D= SV HRE X5,
VIYEIZIFR
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GidicE S
EMDHE - FH 4

BEERAIO A > b

JLhA=NK

U RAAy (2H5E5)

AXL LT

= DA A AN

F=Uv

B t 7502V AY | 75 ZAu~A O STRIBILD & OBHFHICE Y,

VAN =0 o G
TV RAe~vA v

Ve
t TV ARV
Tt aEvAZy b

77V 20w A T RO/ T ALy O
RENEAT D AREMER B 5,
CLecr 7% 60 mL/min UL DS -

77V AuvA T OHEEMET L MBI

A

CLcr 2° 50~60 mL/min O B3 :

77 ) 2awA L rOfEE S0%ET S L,
F Y Zm~<A 3 ® STRIBILD & O I LY,

TV A=A R/ T ALy FOR
FEN LR HAREENH B,

PugEEEE -
N7yl

I IV S o
- E e Nl

STRIBILD ¢ ffHT %L, U7 7 U U OREIZE
BA RAX T RIREMEN D, STRIBILD & AT 54
A, EBEE(LE INR) OBIEZE1TH 2 &1 HE
["Ind,

PUESE
T S il
oxcarbazepine

T )N ES =)
TJrx= AV

7aFERA
TR VIR

t NN
| =TI e
(=R =73 T

(7= 2o B ZA A
P =T hAZTIR

CYP3AFHEIEKTH DL I NN EE Y,
oxcarbazepine, 7 = / NV EHZ — )V (T T == A
v, & STRIBILD (&G54 5L, at v A Z y
FRORTVET 7T ELOIMEREENE L <K
T L, 1REDFEOWRES R ONMTETRSEL A H < Alaett
W5, BlOPILREIEZZET XX THD,

a3 AHy b & STRIBILD #(FA#% 5925 &,

raFERAERT hAZ VI ROBEEN EF4
AHAREMEDN B 5, STRIBILD & fHH 585613,
IRIBLE N HERE S N D,

no>20%E:
ERAE O b=
D IAABHEZE (SSRI)
i -

NaxtIF o

SBRARHD ¥ (TCA)
fil

TIMNVTFY
desipramine
AITTIv

SV TFY
buproprion

[N NS

1 SSRI
1 TCA
thTV R

a B A w k& STRIBILD 20595 &,
INHDH D SHEDIREN AT 5 A[EEMEN &
B PLHO OO EEEEICHIE L, HLo DD
IS aBET 52 ERHEREN 5,

REEE:

A NTFary—n
ko
AU afy—n

1TV ET T e
t aEvAZy b
1A hFaFy—n
1y hafFy—n

STRIBILD & ffHEEG+5 &, 7 hatry—iu, A
Noarby— ) EORY aFy —)LOEEN EF
T 5 AEREMEN I D, STRIBILD & OFHT 58413,
Fhar—=nAXiEA FTat V=01 HiEgK
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GidicE S
EMDHE - FH 4

BEADEE®

BEERAIO A > b

t ARy ar—n

FHEMN200mg B2 72N E T RETHDH, H
WHEE VA Z7DlIZEVARY aF Yy —1o
STRIBILD & OFFAMNIE YL E N2 08 Htd 25 2
ERHEREI D,

hERE t areFyr B RBRE T T RERE E O & 5 BT L T,
gk Fr STRIBILD & /bt F o 2 0FHE ST X& TRV,
IR JEFEVEDIEHE—STRIBILD ## 5. ST\ 5 H
FilanreF R ERAES T 55 ¢
0.6 mg (1 #8) % 1A% 5 L, 1 FFE#IZ 0.3 mg (3
bE) 2515, 3 HRUEIC Z 0FG51EE4#1 IK
R
I JEEVED T [i—STRIBILD ## 5 ST\ 5 K
FllareF 2B T 555 ¢
TEDOL T AN 0.6mg % 1 H2EIOATE, 0.3 mg
Z1HIENZEET S, OV YA 0.6mg &
1 H1EOEAIE,03mg %2 BIZ1ENZEFT S,
FIRME M P iR D JRE—STRIBILD 2 #5-&Sh T
WHBEIZaLe F U EFHE ST 555
1 HiRKH&EL 0.6mg 292 (03mg% 1 H2IFH
TH L),
RInBEE | TAET TN | CYP3A O RFHERTHDL Y 77 7 F U KN
V757 TF =R~ SN rifapentine & STRIBILD Z{f #5425 &, =&
rifapentine FITIEALKRPa Y ALy kO Mg E N
LR L, 1BEDFOWRTI K ONMRMEFRELZ 4 <
AREMEN D D,
STRIBILD & VU 7 7 7' F  Js O rifapentine & O ff
B HITHERE S e,
B EEMTEE 1B NI STRIBILD & fif 595 &, B3 A |
B FT D ATREMEDN B %, B EWTHE A STRIBILD & ffH]
A N Foa—L THEAE, BRMBENSHER S, HAEORE
FETm—)L LB A REME D B 5,
AN DOLFYRILE |+ WV DU AFvx | STRIBILD L& T 5L, WLy U AF ¥ 1L
B JUHE T 3 HERTEOPR D FH3 5 "Rk & 5, STRIBILD
B EOFRT DA, EENSLETHY, RS
TLAEUE Y BNHERES D,
IVFTE L
A = B S
=N
BN S

RS

25HEIBEREXTH

| =TI e

CYP3A DFFEITH LTI A ¥V v (LHkE)

1 FE [E=R = ST LR ET D L, TAETF ST UL T
DI S MHPEFE I 240 < ATRENE DS & B,

BIBRERATAA 1TINTF A WA NX 7 VT H > & STRIBILD % fif il

X D&, TNFAYOMBETREN ERL, i
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GidicE S
EMDHE - FH 4

BEERAIO A > b

/A BE
TIVFH

ANF Y = VREPE TS RN H 5, R
R 25618, BORIBREAT 1n A R
EEBETIETHD,

IR UZERKE
nE
A Z

rAREUH

STRIBILD T DEEFICEB T DR X D
e

STRIBILD % 5-% 10 HLL EZ T TWAHHRE T

1%, FHREOEEMICHESE 625mg1 B 1 BT
fBHCREv % Z2BhT 5,

R 2 AT OEEZFIZEIT S STRIBILD O
He

STRIBILD # B4 % 36 BELL LRTICAR B & o~
OFE A2 F 13 %, STRIBILD ZBAtE L TH5 10
HU ERE LTS, FEEORRMICHESE

62.5mg 1 H 1 [BIXEEH CRE & 2 BT

%)

HMG CoA EtE&E
==p-

T RIVIRAHTF

7 MR ETF

T MR ZZF o DEARBMGH R TG L, 42
PEABIEL LS DIHEICHEIE T 2,

RILE BT EE
JIWVTAFA—F /=
F2NT AT UG —
%

TSIV AF A=
| = F=1rx AT
VA=

TaFATa Ky ) VEAF A — N DYEE E5
DB ONWTE IS T 6T, (>
2 U ARBUME, BARNAIE, SV, FARMARLE O
VAR ERTHAEMELH D, FRIZZDLH 7
FROEWRIKN T 26T D METE, S AVFATF

A—h,/TF =LA KT F—/L0 STRIBILD
EDOPFRHICEEET DEEN Y A7 LA EE
bk,

DD BN RS (]« REAL X > T, BELT
JEY 7, BRIVEERAD UL VT ATF A —
KOS TT O P A = v EH 3 58 O
@ STRIBILD & OHFIZ W TR STz
Wiz, B (RVEAELISND) BEITEE ETE
L72ES ML,

S HIHIZE [EZESUE S STRIBILD & il 5-97% &, 2 & D5 HiHl#E
o DPLEN 54 2 ATREMED & 5, STRIBILD &
vrmaARY v T 25003, REMEBEEORBEBENHEE SN D,
val) LA
Zrmal) KA
A B RIBR - t FrAFH— | 8 A7 a0 STRIBILD & Ok 5 3HER

Yo xArm—)

N7y, Ye A5 a—/% STRIBILD & OFf 3
5L, QT iR, #fF, ke Ea X T7ra—1L
ERET HOLMEROEEFROY A7 )N EHT
HEEEMEN D B,

REMRE
il

GV T 2
JAXY R
thioridazine

DEANRAEEE S

STRIBILD & AT 2561, PUEMHRIEOHED
BELZEZETAZEDVNERFREERH S,
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GidicE S
EMDHE - FH 4

BEADEE®

BEERAIO A > b

RAKRSIRTFS—F
5 (PDE5) PAEZ :
UNNTFTT 4
BT T 4
INIVTFT 4 v

1 PDES [H5E 3K

STRIBILD & fE$ 5% &, IRIILE, o, HEEE,
FRGEEEIE 7 &, PDES [LESR|C B4 2 A E 5
DEEINT 2 "[REMER B D,

JHEIIRME I S LESE (PAH) {593 & LT PDE5
PO
o FENIRMEMEIMLELE (PAH) VK E LToO
VT F T 4 NVOFERIIERTH D,
o X XF 7 ¢ L% STRIBILD & fff4 234,
UTORERENHELEEN D, -
STRIBILD fE/HTPDEEIZBIT S X577 7 ¢
JLOEH
STRIBILD 0 #% 5% 1 LI EZ i Cnb
BEICBWNC, X477 40%20mgl H
1 B CRRMGT 5, A OEEOIFMEICHE
SWTEET 7 4 LVOHEE 40mgl H 1
FICIEET 5,

LT T MEIH P DEZIZ 1T S

STRIBILD Dt/ :
STRIBILD BHARHRIZ X Z ¥ T 7 ¢ V&4
L7722 &, STRIBILD % BHAAT % 24 B
MLL BRI ZE T 7 4 v EHIET 5,
STRIBILD BH#A# 1 J LA Rt LT
5, X T 7 4% 20mg 1 H 1 [A] CHBH
T 2%, ffx OBREFEOIREICIESHTHE L
T ANVOHEE 40mgl B 1 [ENIHEET
Do

PRI KT %S PDES FESK O -

VT ST 4 VT A8 T 25 mg LT & 1 [EIF 5,
IVT ST 4 UL T2 IERITC 2.5 mg LA & 1 [a]f%
G, BT 7 4 WX 72 FEE T 10 mg LA % 1 [A1#%
H.& L, PDES FHEFICEET 2 A EFHLNROH
NIRWBIER 0T,

SERGEE EAREE -
R TUTRE R
Al

il
RO IZ Y T A
7 a7 87
T L
estazolam
TITEIRD
buspirone
VILVET A

T BIERE MR

RO I XY T L% STRIBILD L FHT 5L,
H T AOMBEPIREDN BRI 2N H 5,
OFA#G1X, W8 2R BRR A8 22 K ORI Ml & OY
S AT SEER OFBIENNE U 1= A O 0 72 [ 515
BAMRLIEZ)ZTITY) 2 &, FRII XY T4 %
BRI ET 5581, I4Y T 00HEHEY
EETHZ L, RO XY T A STRIBILD & D
PFHIZEETH D,

fth D EEERIR BIRIKIZ WX, I EORE Y
TR REEN H 0, BIROBIENHERE SN D,

* MM EERRBRAEm SN2 L E2RT,
a. RFITTRXTEMEHEL TWD DT TR,
b. 1= k&, |=1KT, © = 28,1
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7.5 STRIBILD &ERFRAIICREIRE & 42 2 HEERAD T OEH

STRIBILD D53 22T E i L 7= FEiE BAEHERICE S &, STRIBILD & LUK D FEAZ ]
G- LT & ZIZERIRAVICRIE & 72 2 B EAENEER O bnZe otz HDWIETRI LR
TUTHEN, Trhvrab, KR AEY

8 FAGREA~NDIKS
8.1 EiF

BT IR /2 24 B

Wi 2 RIEUS, WEINO sy e — LSRRI T TR, B T O A SRR
FHFLbE MBI LRISETHIT 2O T ARW®, EIRTITA R IBIZICRT 2R
Pz Bl % &l S5 5EIC DA STRIBILD 2§ _& TH 2,

DL 1 o 2 X FTARIE G AR - STRIBILD (ZRE S N 7= AR O IR V2GR & B2 T 5 720012,
PLL b U AV AIARFEGIR G M T AL TN D, ERIEFH 1T 1-800-258-4263 |ZFEqh L CHEE
ZRERT D ENEE LY,

T — X

T BT 2T EVE - BRRBRIC IV T, AU AR~ DB A R T BT U R IR
ENTHWARN, IEPICTAET 7T ELERE LERT v P RO Y0548 F 07 R
T, AT 25HMEEB 2B WO CREFMICERREEIGED bNRhoT, 7y MR
P XD - JRITITHT 5 HEHEVEE (NOAEL) TOBE#ERE (AUC) X, b MIBIT5H 1 BHEEMH &
(150 mg) TOMEFEFEOZNZIN 23 EL 025 TH o7z,

ZIETRK o b ERBRICEB T, R T AR RE A~ OB A R T = T AL
HILTWARY, IERPICa e 2%y NaRG LIZRT v NRORE oA ENn - REm T
X, AT HFHMIE B IS W THEEFMICERZEBIIRO Do, 7y PERTH
FOM - FREIZx T %5 NOAEL TOIgFE&E (AUC) 1, b MIBIF5H 1 BHESEHE (150 mg)
DIFFTEEOZNEN 18 ER 43 TH T,

TAPIHE T AR TEZECOR - JBIREERBRICBWT, v U A TIEE MIBITS
1 HHESEH & CoOREER (AUC) OF 60 %, 7 ¥ TIHK 120 (5O E T, BIROZER K OH
DAL EFITRD bNRh o T,

FREN T RF I T R Ty N RO X AR, RRERE D RIS T
B hTOMED 14 5RO 19 (5O M EE CHRRBMA TR S, 7/ KEMT X HZMHED
T SUIRIRA~OEZBITER O b o Tz,
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8.3 1XELIF

KERFRAFRFH L2 —E, HIVICEELTWREHEIE HV EEYRIEEITHE=60, 3
RIZBIALGWESHERELTWS, 7y b2 HWERHBRIZL Y, TAET TN, AT RAF v
FEROT ) REVITHANTFICBIT T2 2 8RS NTND, TAET 7T ELKRDPa T RF
ME, B FREAFICHWMISNDNE D DA BTN,

E MZBWT, HIV-1 TG L TW DR 5 Bl ORI L7z MREFLEUEL LD, =AY v X
vttt MERLHFIZOWEINDS T ENRINTWVND, TA N U FEVEIRIL TWAREBLC
HATETOLNTWAARTHE, =LA RNV UHEUMMETANVABRET DY A7 13H5H, =LA
U2 eV RATORBUCRALTE CON TV AIAIRIZBIT 2 ZOMOT A MY & B 2B
THYAZIZONWTIEAHTH %,

HIV-1 (242 LTS REEL S Bl BRI L 72 REFLAREE L 0, 7 7 AR evkide M REFLPIC 0 S
NHZENREINTND, T /HREN UV Tax 7 VBRERRAFORBICILTE LN
TWOHIRIZEBIT D, 7/ FREMIEET LY X7 IZO0WTE, 7/ R EMMED A VA2 DIEBL
VA7 & TR TH D,

HIV QD TRENE L AL P OFLIRIC T 2 HERRIEH O TR EN & £ 72, STRIBILD D%
%é%ﬂtuéﬂﬁtm,Eﬂb&u;okﬁﬁiAéﬁﬁéo

8.4 INEREADEZRE
18 kAR O/ NRHEEICIIT D STRIBILD D24 I OV IMEIIMES SV TNV [l P
(12.3) /],

8.5 EMEADEE

STRIBILD D EEFRFERIZSNN L Tz 65 ik BL EOPEBRFE LI, 65 AT OB & R Fre
DNENEMET HITR DD TIE R o7, —MRIC, @EEEIRT 5 HEEIE, ITHRE,
RIFERE K OVMEREDIX T, A OHE UM OSEMIFRE e EOBERE W2 & 23 FE 2, HEEIZT
RETHD [HRFERE (12.3) M,

8.6 BEiEEE

I VT F=r 7 VT T AHEEED 70 mL/min Al O B IZ1X STRIBILD O 5-% Blih3 < =
T2, AFNTEERERAIETHY, AR VHX BT JHREN VYT axi 7<)
i (F/HRenN UV Taxvr T v V) ICLERBEERRBORESN TE VD
STRIBILD #5227 L7 F =27 V7 7 AHEEMEAN 50 mL/min R T L7254 0%
STRIBILD O 5- 4 W1 R&E Th D [ZER O LDOMEE (5.3), FITEH 6.1), Bk FERE (12.3),
K MR (14) 2/,

8.7 FTHLREfEE

#¢  (Child-Pugh 2048 A) XIEtHh%# (Child-Pugh 2% B) DORTHEAERESE B34 T, STRIBILD
O HEEIISLE L 22 57V, EEOEER SR (Child-Pugh 4338 C) ~® STRIBILD O F%
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HICBE L CTERYEET — % IR T —Z 1355 T 7wy, LN -o T, EEDIFERERE
HE A~ STRIBILD O 5-13#E5E S v7g\vy [HER O E 2) K OFEFEPE (12.3) /8],

10 BERES

W ERENE TG AE, BEEFEEOIMEZBIE S 2T 5720y, STRIBILD Oifi &
BERFOME & LTI, Ao Z YA o OB R OBE ORI OBIZE 72 & —REY 72 e ER L
DETFTHND,

TAET S ZE TV ET VT EVOIREREE EEIDHE TOBKRRIIB O TND, |
PHEORBRIZBNT, 42 4 ORFERBRE ICIREHAE (150mg 2 1 B 1[E) O 2 FICHYT 58D
T—A N LT ET 7T e E 10 ARG Lz, BEEORERITHME Shiehoiz, 2hilk
OHEZERG LIEGEOREBIIARAHTH S, /A ET 77 EVIMEEAEEEN S0, 1L
BT SUTEBLEHTIZ L > THITRE S5 ATRetE iR,

XLy pra v RAE y NORFEHAELY RS HE TORKERIZESN TS, 2
DFRBRIZENT, a2 % v b 400 mg % 7 60 44 OEEFEWBRE (R G L=, EEORIEH
THE SN oTe, U EOMEEZRE LEGAEOEEBIIAHTHD, a8 AF v Mol
WEARAGEPEWIZY, RGN ITMEBLETIC & > THOIZERE S D rTaerEI R,

TA PV HE 2NN ADOEREE A HE TOBRKERIZIELATWD, 1 O
RERFABRIZIB VT, = MU X B 1200 mg & 11 £ OREFERERE ([ Hn& 5 L=, EE O
TERITEE SN oTz, T EOHEZERS LTEGE ORI AHTH S,

MEEHTLE (=i b U > O 54 1.5 R LINIC iiRENT & Bi4s L C, 3 REEENT 9 5)
WZED, HELEZZ AR UZECOR 30%2AREIND (MEHEE 400 mL/min, TR &
600 mL/min) , JEREENTICE D =LA R U X EURRETE D2DEDIEIAHATH S,

TSREN TR F A T B ) T — ROWRFEHETH D 300 mg X HHET
DEFRBBRIIR ST D, 1 HORBRICE N T, 7 /R e Y7 afx L7 < Vg 600 mg
Z 8 AL DYERF I 28 HMR NG L& 24, HEORIWERITMRE Shiho7c, 2Ll EDH
BARELESBAORBIARHTH S, T/ A EMIMIEREITIC L 0K 54%DHHRE TR
IZBrRESN D, BV 7 — K300 mg OHREIEG%, 4 FEEOMKENTZ 1 BiTo72L 2A, 7 /7K
L OEE BEDOR) 10%035rE iz,

11 MR

STRIBILD |%, =/ ET /L, aby A4y, TARNIVEEVKRT JRENL VYT
aX VT NEBEEEERT AEERRRAE CHD, TAET I TEIMIHIV-IA VT 7T —
BARNI U NI 2T7 7 —[HEETHL, a2 %y MEIF 7 v b P450 (CYP) BEED
CYP3A 7 7 2 U —OENEHEILIZ S < BHESK (mechanism-based inhibitor) TdHh 5, T/ HFE L
U TaX VT VEBEL, invivo T, 77 /25— U VIROIEBRRX I LAV R - RAK
VR (X7 VFTFR) A TH LT ) RENMCEBEND, BV T — RiZTF /AREeL Y7 n
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XUV T VBRI OGEL ThH D, TA Y VHE NIV TF VU OARERENATH D, = A

FUNIZZ A MY U HECDORBLTH D,

STRIBILD $E13#2 A& GH TH 5,1 FEFIZT /L ET 7 F EL 150 mg, 2 B A F v b 150 mg,
TARYUHEY200mg KT/ AREL YT ax LT < VR 300mg (7 AREL UV
TuXi Ll LT 245mg) EEARTDH, £, WIFIE LT, IE—KfY, it re—X,
TRLT AT, JRAGLAR—AF RY UL, ERRFUTREAELE=R, T Y LR
TV TLRORATT Y VB~ 7R U LG/ T 5, KENL, AT HNI (FD&C HE
2%5), TVWI=UAlb—F, KV=zFL o7 Ya—n, RKYE=AT7Lra—L, ZLr, ZRit
FH O ROBEE =" 2 G T2a—T 4 L THITT 4NV ba—T 4 T ENTND,

z v v F 7 7 B o T ¥ T 7 7 v Lo k¥ T,
6-(3-Chloro-2-fluorobenzyl)-1-[(2S)-1-hydroxy-3-methylbutan-2-yl]-7-methoxy-4-oxo-1,4-dihydroquinoli
ne-3-carboxylic acid TH 5,

531 2U% Cy3HpsCIFNOs, 431 &1E 4479 ThH 5, fEXZLLFITRT,

Cl
TET T ENMTAG~EAROBRTH D, 20COK~DIEMEEITL0.3 pg/mL K TH 5,
ZEREy f ARy P OAEFA T, 1,3-thiazol-5-ylmethyl [(2R,5R)-5-{[(25)-2-

[(methyl{[2-(propan-2-yl)-1,3-thiazol-4-ylJmethyl } carbamoyl)amino]-4-(morpholin-4-yl)butanoyl]amino}

-1,6-diphenylhexan-2-yl]carbamate CT& 5,

AL CyoHs3N705S,, 3 F &% 776.0 Th D, #HEXNEZLLTITRT,

" QL
Q H : 9
HaC- J\N NNNJLO |S>
H H H G
o} N
T o
S
AEVAL Y ML, DT A RITRAET D, CERRIETARICBE LI e A Sy MY, H
E~HAGBOEERTH Y, 20COK~OEMEIL 0.1 mg/mL TH 5,
TAPYHE NN HE DL FEALE, S-fluoro-1-[(2R,55)-2-(hydroxymethyl)-1,
3-oxathiolan-5-yl]cytosine T %, A h U X NI TV OF FHEUUED (=) = F v FF~—

ThHO, ST vy FRERFFORMUO VTV U HHUIRE B D,
oy 720 CH oFN;058, 79 FHi1d 24725 Th 5, #HEXE LI FICRT,
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HN._N._O
Tloo
F \QQAOH

TARNY UH BT, AE~HEAGOREER R TH Y, 25COKR~OEEMME TR 112 mg/mL
Th o,

FOHREIN TR F TR T ) R e VY T ax VT VBRI, TR
IWDERAA TR NIVRZNA T AF IV T ATIIVHERO 7~ VBIETH S, 7 /7K
By YT e X T VB o F 4T, 9-[(R)-2-[[bis[[(isopropoxycarbonyl)oxy]
methoxy]phosphinylJmethoxy]propyl]adenine fumarate (1:1) Cé %, 57 2E C19H30N5O;P « C4H4O4,
Sy 1T 63551 Th D, WEXZ LU TITRT,

NH,
N\N
</N|/)O OJ\
N
KJQJ%OADAM : F%H
HOZC H

éHs O \ﬂ/ Y

TREN VYT a7 VBRI A~ EAAOREREOBR R TH D, 25CDKR~D
FREEEIE 134 mg/mL TH D, FRTHHR2WRY, HEIZT /AL oY 7Fafx oo~ Vg
L LTERT,

12 BEREREHE

121@%%?

STRIBILD 1%, HiV A WA TH LTV ET /T /L CEYBEHREEHEEK o B A F v b
TT—Ak L,f:%-)@), TARUTHEURERORT JAREN YT a7 < VR OEE A&
BlAEECHD [Dr X5 (12.4) M,

122 EHhZ

AL BB~ D 2

TAET I EALKRRab T ALy O QT ffHlislBR I S i, TOMD 2 3 ThH o7
JIRENVKROE L N U Z ey, FELAHE STRIBILD 73 QT MBRIZ RIZ T HEII AR TH 5,
FEREM RS 126 Bl &+ D EAEA L, 7T 1R - EHGM (X2 7 1% 400 mg),
WATREM LG QT FAHMRERICHB VT, = ET 7 F L 125 KT 250mg (U b E/L 100 mg &
OFH) ORAER 523 QT MIRIZ KT TER MG vz, DNEVIER Z 3 2 RB /) A3 NEAE S 4L
TWHRERIZEBWT, 77 B R THEE L X—R T 1 AEIZ X Y #IE L7z, Fridericia fifiiE{5 (QTcF)
IS HRD QTe DM 95%EHEIXHE O BRI, S /ARELE b HOREEHE L~V Th D
mms%T@ofmkoi»f%ﬁifwammg@%%(Uk+3»1mmg&ﬁ%)@,%%
BEROBIKC T AICEH IS & TSNS,
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TEEEHBR G 48 Bl 25 & T HIEEA L, 7T &R « M (X% 7 m X420 400 mg),
417 1 A4 — R—QT iHHliFRBR IZ BT, I BT AH v b 250 mg LT 400 mg D H[a# 528 QTc
MRS KIETER R S e, DSWER 2RI T 2R GEES LTV D RBRICEH W T,
TERTHELR—AT A NI VMEL, EABOMEE (QTe) IZHED<HEKRD QTe DA
1 95%ERIXE O EIRIZ, HHlRARELE b OREHE L~V THD 10ms Z FEl-> Tz, =
BT 24y b 400mg OHEIL, ®BBREEOHK TV AICEHIND & TSNS, FBro
BV AK v MELHIT PR BIBIERE BB bz, X—2 T A MEICK DHE%, PROTTE&
RNEDEOFEEDHRKE (95%EFXHE D LR (v 2% >k 250mg T 9.5 (12.1) ms,
400 mg T 20.2 (22.8) ms Td 7=, STRIBILD [EEMHERLAFE THHA SN TNWDHaLT 2Ly FoD
150 mg &5 H &I QT sHlielER TRt S oK &% TE-> T\Wb72®, STRIBILD O#5-
\Z XD ERRMICEFRDOH D PR IEREHE U 25 ATREMEIZR Y,

12.3 EYFRE
NN 1T S FE) B i

TR VS AT A T eV T 4

STRIBILD : HIV-1 &Y B2 STRIBILD # BH & L IR NG LcGE, =7 7 EL
3G 4 KR, € X Z y MIkE 3 RRI%Z, =L M) U F etk 3 %, 7/ R
VYT XU T < VEBITESC NI T ) AR E MR S NI O 2 BRI e g
HIREIZE LTz (ZOfMOEWERE T XA —2 3K 6 5 M),

%6 HIVERBHITHT5 STRBILD ROBEHOIILETFSEL, AELREY K, I
LRYDEEVRUT/ RELDOBBEEDENBE/S A —4

NG A—=5 s AN

FH + SD Iwﬁrf7t QEYRA Y RO IAF;(ﬂt 7/ REL®
[&F, &/ : &mK]
Cot 17204 1104 19505 045502
(ue/mL) [0.4:3.7] [0.1:2.1] [0.6:3.6] [0.2:1.2]
AUC,, 23075 834338 127445 44420
(ugeh/mL) [4.4:69.8] 0.5:18.3] (5.2:34.1] (2.1:18.2]
Coonat 045026 0.050.13 0.14 £ 025 0.10 £ 0.08
(g/mL) 0.05:2.34] [0.01:0.92] [0.04:1.94] [0.04:0.58]

SD = 1R {7

a. FHEMEWENEEMNT (N=419) 12X 2D,
b. £ YR IEYENREMENT (N=61~62) 1L D, 727 Labty 2%y bD Cuouen (2B L TIE N =53,

B ORI A~ DA F D F 25

Ze2fEHE & bl LT, STRIBILD ##%A (% 373 keal, 20%2MENiH ) BHEE ICHE L7255,
TAET T T ENKROT )R E O VRER BRI T IV 34% K O 24% N LTz, a8 R
2y PR A MY UH B O RER SO CITRRICEETII RN o1,
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Z2 R & bl L C, STRIBILD # @ f5# (K9 800 keal, 50%2MENHSK) BEZICRE L=
B, TAET T TENKOT IR ENOYEEHRERIT TN T 8T% M T 23%EIM LT, =&
ALy MO A N U F B O SRR RO EAITERIRAICEE IR o7,

STRIBILD |FE#IZIRHT 2 XxTH D,

paxiil

TAET S ZEV TV ET 7T EO e MMIUEEBREGRIL98~99% TH Y, #itiE 1 ng/mL
~1.6 pg/mL OFLFH TITHEMIREE KA L, Fh M/ iSRRI 0.73 Th o7z,

XLy p oAy ALy PO MIBEEBRERITIT~98%TH D, Py iR
MIRELITN 0.5 TH o7z,

TAPNYHZE AN UHE D invitro TOE MR AR A RIL 4%RTETH Y, 0.02
~200 pg/mL OHLFH TIHMIELITKE L 720,

TREIL P T F L T N T ) IR EVD invitro TO B ILEE B SR 0.7%
KIGETHY, 0.01~25 ug/mL OHFIFH TEEEIKE L2V,

AR

T ET T E TVET T ELOREOKE S CYPIA BERIC K WIS D, 72,
TAET VT EMELUGTIALB BRI L D 7 Vo v Vi a %00 5,

IESRKy p Aty RSy NI CYPIA IZ L AREEZT, P c CYP2D6 BEEIC L 5
R#AEZT, Ny v U BBRAIEZ TR,
TARYTHZELROT /R EVTBEEICRE S 20,

GEIRIUN

T 727 EVL - STRIBILD #5544 D)L BT 75 BV O FefF M o 0803 o v 9 fil 13059
129 B TH %5, [MClmr T 7T (U RFEL 100mg §HH) OHEFRG%, 58O
LI 94.8 % M T 6.7 %h3 IR 1 R OFEE  ic Pt < 7z,

Z B XK fSTRIBILD G545 D A B2 A4 N O iR MR 080 o0 Fh il 1350 3.5 1
Mlchs, a2y y ho6 BEORERGH%, [‘ClatyAdy NEHEZE LZEZ 5,
55D 86.2 %K T 8.2 %N E NI H K ORPITHEME S 7z,

TARNYTHEUROT /R EVE, SRERIK AR & RBEHA 22 SRS S0 OFLAE DRI XY =
WIRHICHRES D,

P75l e 2]

B E 2 H 4 2 BE
TNET T EARPIZTE XL > P ERPRE RO EEOBRERERESE (717 F=22 )
T 7 AHEEMDS 30 mL/min Kjii) AT LOMBRE ERE LT, At RAF Yy P TT—X L
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T2 VBT 7T e DR ERERER & FEh LTz, GREEERE & B OB RRERE T A A T D R
DT, =TI EATab v A%y NOEYBREIZEIRNICERO H 52T b
MNoT,

TAPNYSEERT S AREN P T F TR0 VT F =0 )T T AHEE
fEAS 50 mL/min AJ OHERE X ITEN 2 LB & T 5 KB ALWRE T A R U Z BV RO
T IR ENVOFMENENEAT D [BEHR O LDOIEE (5.3) K OFFHZZER~DES (8.6)
E YA

IS RERSE 5 & 459~ 5 IR

TNET T TENRNTE R > b R K O 55 B O TR RE IR 2 H T 2 9 &
%% LT, abv A2y hTCT—RA MLV ETF VI ey EiieRER L2 £ L7-, =/L
BT 77 EAXTa T ALy hOWTOEYEREIZ Y, PEEOFEEERTE (Child-Pugh 4
¥ B) AT A & EBEWRE OM CEERMICERO® 2 ETRO ORI 0Tz, BEND
HEEEOFEREEERE CIL, TAET 7 IEALEa v A2y hoWThoHESHET 5
VBT, EEONREREETE (Child-Pugh /0% C) ICX 2T VI EAXTAL T AL Y
k DIEMENFE~ DI SN TITRET SIVTWIR [BR R L[~ DEL 8.7) 2],

TAPNY Y TSREREEZ AT HEEICRBIT A A N VX B OEYEREITIREGT SN
TV, LALRRD, =AM & B UIHEERIC L - THEF IR SNV, FiRe
FEEOREIIRONTHWDIHEDEEZBND,

TAEN P TR F 2 T A AR E R O R D B DT REREE A G T D
W 2% e LT, EUT7T—F 300mg OHREHDT /R ENLOEYEREN B STV D,
JFHERERE S 2 9 D R & RS ORI T, 7/ ALV OERDBEIREIZIERNICEROH 575
IR BN Do T,

B ARFR KO X% C R U A VR & D B

T ET T EVE RN T — 2 MW IC R T B AT (N = 24) 1238\ C, BARUIT
RO/ T CHRIFFR 7 A NV AEGI T —A R LIz VBT 7T BV OBREBICHERMICERD
b DR IRI e holz,

XKy poBRIFR LD XL CRIFREGE RS 2 B A & v N OEYENHEIC T T R
T 5120, BRRRBRICE T 2 WERET — 2 B3R+ Th 5,

TAPNYEERFT S AEL BRFRLD L CRFR T A N A L EHEBERELTWD
BECBITLZZ AN VA EVROT JARENL Y Fafk T < LViREORYEREIX 451
BV TRV (N GAYI AN

"

PN

T BT 27 EVE HIV-1 BYBREF BT 5 BT 7T e O RHEM SR B REfRIT D5 R,
AEVRAS Yy FTT—A LTV ET 7T BV OEFEEIZAFEIC X D BRIICERDH L 5
ITRO NIRRTz,
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IETRK  p NFER A E ALy N OFEENREIC KT TR I 2120, BRI

B HEWERET — 4 B A+ 0 Th D,

TA PV AN Y ANRERZITYENREO AFEZEITHEGE STV R,

TR EI P T F I T ) T — REEE% OWER e KB RE D 75 & Y ISR
g 2120, AALSO AFE - RIBEMOPEREL DA /E LT,

TR

AV AHFy hCT—AMLEZAET VI, A NI VAU ERNT JRENL VY70
N7 VIBIEIZEI LT, BRRMIZCERD S 5 FEMENRED B L AIT580 LTV, PRI
BV AH y N ORYENREIC M T RE LRI 5 120E, BRRBRIZEB T 2R ENET — % AR
+5Th B,

/N R

TARNY UHBEAZOWTIAEEL 3 » A D 1TEO/NLEE TR SN TS, 7 /R EL ¥
V7R VT VBEIZ OV T 2 A~ 18 Al O/ N ERE TR ST b, =T 77
BRI BT ALy hO/NRBEITIT DY ERBIIRENL S VTV R [FEF R LE [~ DR
8.4) =/,

I i
I ETFTITEN, abvt v RAEy N, TARYIUEEURONT ) ARENLOER (65mLLE) B
FHICBIT BB REIL T ICRH ST [ EMI~D RS (8.5) 2],

TV A Dl

(2 (4) ROSEWHELER (7) 25 H]

STRIBILD, =/VE 7 7 Z /N (a2 &y NLY M FEALEHEE), Tz 2y
FEAEE S, TA MU HEXIIT RN DY T a7 VBRI OWT, £T KOS
(ZRCAR U 72 B AR R S s S T,

STRIBILD (& HIV-1 JEYYETEHR TS 5 BMIREE L L THW S, hofil e oA 23
PP G RETIEARWED, ol be oA L 23 E O AERICBET 2 ®ITR L
TV [BER O EoriE (5.4) M,

HHENT L ET 7T ENDREEICKEITRELRTIORL, =TAET 7T EALX|TIary
A&y MIAPFRSEOBREREIC KT TREL R IR, RS HREOHESREFIHICE T 5 Iz
WX, FEYHELZIEN (7) BRI,
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=7

EYHEER  HAEGFETICBTAIILET IS ELDOEYEFR/AZ A —2 D% ®

TJ—RH— IIETITSEILDEYEIRE/NS
e = |TIWETFHS| (AEVR A—BDEHEDLE (90% CI)
PR ﬁﬁﬁ{fjﬁmi ELORE |4y FXEY | N 287 L =1.00
(mg) FEL) © Comax AUC Cmin
AZ (mg)
TNAET IR
VIR H-D 4 B RT g 0.95 0.96 1.04
I 20 mL HL[E# (0.84,1.07) | (0.88,1.04) | (0.93,1.17)
5.
TAETITIE
NPEE D 4 1% 10 0.98 0.98 1.00
|7 20 mL H[E]# (0.88,1.10) | (0.91,1.06) | (0.90,1.11)
P 5 U hFen
MR TAETITE 50 B 100 Hi[a]
VP59 2 R RETRiT 1" 0.82 0.85 0.90
I 20 mL B [E]# (0.74,0.91) | (0.79,0.91) | (0.82,0.99)
5.
T ETFTTE
VARG 2 Byt 10 0.79 0.80 0.80
I 20 mL Hi[EI# (0.71,0.88) | (0.75,0.86) | (0.73,0.89)
5.
TAETITIE
10 1.02 1.03 1.18
{f%i‘g) 12 Hﬁg? QYRS Y (0.89,1.17) | (0.95,1.13) | (1.05,1.32)
TrEFUL f};t\;;?g 1501 B 1 [a] K
ok I 40 1 1501 A 1| 1.00 1.03 1.07
o1 (0.92,1.10) | (0.98,1.08) | (0.98,1.17)
. J R FENL 1.17 1.48 1.67
7 hETS 200 LR 208l IS0 LR LI 00y gy | 18 (1.04,1.33) | (1.36,1.62) | (1.48,1.88)
TAETITE J R e 0.93 0.99 0.94
JVPEE-O 2 AT 501 B 1 [A] 9 ' ‘ :
401 B 1[5 1001 H 1A (0.83,1.04) | (0.91,1.07) | (0.85,1.04)
TAEF T
. . 1.16 1.10 1.13
AAT T = A 50 2 A Sz | U 1.04130) | (1.02,1.19) | 0.96,1.34)
{2201 A 119]
sy EavaRE N 1 [H] K
A0 12 R 1501 A 1l | 1.03 1.05 1.10
%1201 0 1Fl (0.92,1.15) | (0.93,1.18) | (0.92,1.32)
= N
VT TF 150 A 1| |1501 A 1A 8 12| 091 0.79 0.33
S0TE (0.84.0.99) | (0.74,0.85) | (0.27,0.40)
. i TEVAS Y 0.94 1.02 0.98
0 ANALTF 10 Hi[A] 1501 H 1 [=] I 10 ©091.1.14) | (0.83.1.16)

a. FRAAEABEBRIT T N CRERMERA 2505 & L TR L7
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% 8 EWMHEBEER: TILETTSELFEETIZE ITAHBEEDOEYEIRE/NT A —2 1L ®
T—RH— BtRZEQEYENE/NNT A —2 DFEHI{E
e | (@EYR DL ° (90% CI)
e = |TZIWETIS =90
b = . . FELL =1,
G R GtREOH=Z ELOEE" Ry FX(} N 5 =L =1.00
(mg) (ma) ) bFE
9 L) OEE o AUC Conin
(mg)
B A
: . - AN 1.24 1.65
Desipramine 50 Hi[a] N/A 1501 H 1 8 (1.08.1.44) | (1.36.2.02) NC
]
B A
S =S 0.5 B[l N/A ZU by, 1.41 1.08 NC
’ 1501 H 1 (1.29,1.55) | (1.00, 1.17)
]
0.180/0.215/0.250 208 226 e
e > .. . . .
DT A — /1T;T% if;? 2.002.17) | 2.15237) | (2.43.2.92)
_ d >
b = s F = SO H LIS o | 13
R e T : 0.94 0.75 0.56
(=l (0.86,1.04) | (0.69,0.81) | (0.52,0.61)
H1/H]
‘ P
V77 7T i&Qﬁx 12 (0%2%@6 022 (ogatge
150 f@H 1B | 1501 H 1 [A] T (0.83,1.03)° | V0251
25-O-desacetyl {& 101 HTE T 4 6.25 4.94
7y TF [A] (4.09,5.74)° | (5.08,7.69)° | (4.04,6.04)°
B A
0 RNRL T 10 Bi[a] 150 B[] %y k|10 1.89 1.38 NC
/. (1482.42) | (1.14,1.67)
150 Hi[H]

o &

ALY
NiakcAcE

d. STRIBILD {22\ T &EHi L 7= 35
e. V77 7F 2 300mgl H 1[G CES< T,

124 A4 ILREE

TERET
T LT TEVL )V ET Z T EVE, HIV-L [Z3— RE&ND T A )V ABERIC LB 22 O
=D THDLHIV-IA LTV 7—EBDA NIV NN TR T 7 —i&EEZlETL (7 77—
ARNTU RN AT 7 —EHK INSTD, A>T 77 —EBOEEICLY, HIV-1 DNA Of5E4
/I DNA ~OFAAIAFHAE 4, HIV-1 782 7 A )V ZADTER K ND A NV A FEGEDARFE DL S
b, TAETTTENETE N EARAY AT =BT UI T OWTHHEE LR,

IESRXEy p Aty Ay ML, F Y 2L PAS0 D CYPIA YT 7 7 I U —DRBINA AL
BHEMELICESSPAFERTH D, a8 A Z v N T CYP3A ICX DA ETL2Z LIk,

AHAERRBII T TR xR & L CERm L7,
. NA =
c. NC=
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CYP3A \ZIRIFT DN L o TRA AT RA T B Y T o AR SR 283 G S b CYP3A
BE (27 7 e l) ORFREENENT 5,

TAPYEE NN R E UL, YTV UOABERELRTH Y, MaEESEIC &
DY UVBRbSN T AR Ry SSEY UL D, AN UH B 5 R, RIREE

BThHLTAXI Ty 5=V VBEGET DI EROHAET A /LA DNA IZERVIAEANT
DNA HDORZEILEE 5 Z LIk Y, HIV-1 HiREREFEOIEE L HET 5, MFED DNA &
VAF7—Fa B, e KNI Fa L RUTDNARY AT —By kT A5 Y FE 5=
Y ERDOHFEER T,

TREN T aF T T )R YT ek v LT VIR, T
VU UEROIEBRIRX I LAY R e IRAR VY T AT VHERTHD, T /RENL YT ax
VT VEEEEIN DT ) IR EVASOEBRITIE, BN = AT AONKSEIMLETH Y, D
BHINEERIC L0 U U b2, T/ RENLN D UEEE R D, T/ REL U VERIE, RIK

BThLTAXITT /v 5-Z0 Ui EHiAaT 52 L& U DNA IZHV IAE N 7-#IC DNA
PR AL S5 2 LRV, HIV-1 MR EEER OTEMEZPRE T 5, WFLIHD DNA R Y A 7 —
Yo, PO b RUTDNARY AT —BylZkd 57 2 REA U UEEROBREERIZTHN,

AIAEEEFE R TOHLY A )V AIENE

THNETFTTEN, IERXE b, ZAPNYZE, TR E TR F I T R
R RIC LA A v ATEERBRco LT 7T e, AN UHZEUROYT /R
O 3FPFRICHETERITR D bNT, a2 ¥y hEZBIMLTHEBII Motz
TILET 2T EVE S HIV-1 O FEBRER M OERR BRI ST 2 =L 87 7T BV DT A L A
IEPEZ, T U o/ FFEREGIaRR, HER '~ 27 v 7 7 — Uik CRIREFE RN ML Y > R0
TR L7=, 50%HZEE (ECs) 1E, 0.02~1.7nM OHEPHTH-7-, =/LET 7T ML, M
JaE:ZIZBWTCHIV-1 O 7 %A 7 A, B, C, D, E, F, G L0 Tk L TH VA NV ATEMZ R
L (ECsofE : 0.1~13nM), HIV2 T L THILT A IV ATEMZR LT (ECsofE : 0.53nM), 2 Al
AR CUTORM L ba A VAEEHHA LI EEOZ AL ET 7T ELOH Y A VAIENEICHE
FUERIZRD b e o7z ! INSTI (47 7 ZEL), NNRTI (=7 7 EL Y, = hTEY L,
NI ETEY), NRTI (T ABEL, VX /Dy, TANIVEEY, FIT7Vy, =17
Vv, TIHREN, I RTVY), PL (T LFEN, THEFFENL, XLFENL, Y
e, vES e, FALT o FEN, U RNFEL, X EILIL tipranavir),, G BEE K
(enfuvirtide), CCRS = L7 ¥ —#5HidE (v r 7)), =T 7 7 eLid, MilukiER Tl
HBV X% HCV HRAFEEN 2R S ool

IESRK y pr AV AH y ME HIV-l, HBV Xt HCV (2% L CHIREZ 2 TR Al REZe
TANATEREZRST, ZLVET T8N, Z AR EZEIT /R ELOHLY A L ATE
PEIZHEL L7220,

T f YK E D HIV-1 OEBRERMEOERR BRI T o= L R S Z B DOHD A LA
TEPEZ, T U 2/ 3FERERAIAOMR, MAGI-CCRS MHAER & OVWIRET 28 RAH M AL ER IZ 3\ TREAT L
2o TABRUTZELD ECs i, 0.0013~0.64 uM OFPHTH o772, =AHA MU X ELL, Ml
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Juls# R ICBW T HIV-l O 7% A4 7 A, B, C, D, E, F X GIZH L THR VA NV ATEEZ R
L (ECs fifi : 0.007~0.075 uM), HIV-2 (Zxf U CHRFERAZRPL Y A L AIEMEZ 7R L7z (ECs fif -
0.007~15uM), =L RU T HXELENRTI (TABENL, TITV, =17 T, T /KL
b, XEY R7 YY), NNRTI (F7eLyy, =778, RETEY, X rilpivirine),
PlL (77 LFEN, xV74F N, UbhFEl, EHFFen) KOVINSTI =veT 75
eV E O 2 FIPFREBRCIE, #EHUERITRO bnignoT,

T EIL //757*/»7:7/&,@}& "HIV-1 O FERER & ORFIR S BER ISR 357 7 R eL
DT AN ATEMNZ, T U o/ FERARMIAR, BB~ 7 n 7 7 — oA EE Ml & ORA if. )
VORERICBWTCEHMIEE L7z, 7 / AR ELD ECso i, 0.04~8.5uM O CTH -7, T/ HFENIT,
HIERE B R ICBW T HIV-I O 7% A4 7 A, B, C, D, E, F, G OO Tk LTHL Y A L ATEM:
Zx L (ECso fE : 0.5~22uM), HIV-2 (ZxF U CRREFRA BT T A W ATEMEZ R LTz (ECs i
1.6 yM~5.5uM), 7 /R E/LE NRTI (TN EN, UX /)Py, THARNIVHEY, FIT7Y
v, =Ty, IV RT YY), NNRTL (F7EAY Y, =77 8L Y, RETEY, X
IZ rilpivirine), PI (7> 7L FENL, £ P F BN, X7 4FEN, UKNFEL, IHFT
EL) KOVINSTI /LB 7 75 b & o 2 FIGFEER T, #ouERIEERO b neh oz,

it

AL FE R

T ET T EVL IR RICBWT, ZAET Z T KT DREEMESMK T Lz HIV-1

TEERE NIRRTV D, TAET VT eI T DIEZEOIRTIX, A>T 77 —EBDOFEEE

& T66A/, E92G/Q, S147G, KU QI48R &b MM IZBE L Tue, MifuisERICk T 5
?RT LD LNTEDMDA T 7T —EDELIZIL DIOE, S17N, H51Y, F121Y, S153F/Y, E157Q,
D232N, R263K &KX V28IM 3 -7,

TAPNYEERIT SR EN T RF I TR A N ) A XAXT R E
JZKET DI EDME T L7z HIV-1 0 BER 2 MR R R B W TEIR L7z, =A R U H B UIC
X9 D A MEDOIR NIE, HIV-1 RT O MIB4AV/I AR L BE# L T, 7/ REMZ LV @RENT
HIV-1 53 BERRIE, HIV-1 RT (2 K65R ZE 38D v, 7/ R EMZ #dftéﬂwriz’» 2~4fEERT L
TUWie,

TEHERAE G D HIV-1 [P

102 78R K& OF 103 BABRIZ 5T, 48 1 B X TR ERHE B 1L RFIZ HIV-1 RNA #7)5 400 copies/mL
Ze BRI % D A L AMUE A 53 % STRIBILD 1a¥# 517 54572 & A L Ak > STRIBILD M4 4
fEtL7e (B FRE KRB O T — 2 B3 5607 01% 23 6 [3%, 23/669 fill), =L ET 7 Z
B, TR TEEURO LT R E T B BET 5 1 DL Eo FEE RO
BINED DO, M AR B T T — X Do 5 U A VAMIEOWRHRE D 55 57% (13/23
) Thol, &b %%ﬁﬁf“ ICRD HIVZARIT, HIV-1RT O MI184V/I (N=12) KR ET 7
ZENVIHEIC BT 2 FEERTH LA T 77— D T66l (N=2), E92Q (N=8), QI148R (N
=3) LUINI5SSH (N=3) Tho7z, RT D K65R L bz N=4), =/LET 7 F EILiE
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D EEEREZFFOGERICBNT, AT 7T BT HECBEET 54 7 77 —8D
ZOMOZEE L LT H51Y, L68I/V, GI40C, S153A, E157Q, V1651 & T HI83P 23380 ST,
TVET 7T BV B D FEA BB RBL LR O EEE (N = 11) T, =aeT
7T BT BRSO R IAED, BAR OSSR HIV-1 KR O ZENENDORX—R T A D4rHf
PRE I L CENEAL 44 65 (DA - 6 f5~198 fi5H) KLON33 15 (H#PH : 4 f5~122 f5#8) (KT L
TWe, =BT 7T EVIEICEES 24 07 7T —BERPHEBL LI gRE O R (N=10)
T, MIS4I/VRT EE LRI L TEY, TAET 7T ENKDPZA N U E Ol FIkT 2K
SHEDIR T 2 K LT, REUENT ClX, FEM IR T — 2 D& 2 U A L A MUIE D HERTE D 50%
(11722 f5) T, =BT 77 BTk DS MEME T L7z HIV-1 S3BERE DS 38D B L, 57% (12/21
B) TE=L Y UFENTHT DBEZMEET, 10% (221 F) TF J & EASH T RS R T
DO LT,

2T

STRIBILD V&% S D 43 BERRIZIE, 5B HAVTZReE DZERIZ)E UC, INSTI & U NRTI D #E%)

O FEN DR FEMMPE DR % 72 R EE CRRO bivTe, 2 9 L72rBERIZ T X TO NNRTI KO = 7 7 —
BRHEIKIT KR LTI & #ERr L T,

T BT 27 VL S INSTI B CRZEMMENFRO T\ 5, T/VET 7T ENMEY A VAL
MBS SR IR WT, HIV-1 4 07 7 7—BOEROFHL OEITIG LT, FN0T 7T EMTxt
L Chkx 7o FRBE DA A 7597, STRIBILD 1R D 7 A /b A FH) KRB D 43 BERR IZ 35 TR HY
ENT=TVET 7T EMPEICBET 5 4 FEO EEERD 5 5 E92Q, Q48R MK (N NISSH 1T,
A AP RAOERFRICIVBAR Y A VAIEAIND &, BT LT 7T Bty D
PEIRT G2 f5#8) KOT AT 77 eAxtT 2R T (5 58) Oz k Lz, Te6l 2851
TAET T T ENMCKT DR MED 14 2B DI T 2R LTZN, 70T 77 EWxtd D
PEDOIKTIL 3 BRI CTh o7z, T/07 277 EVMMIEICE®ES S 3 fEO EEAR (Y143H/R,
QI48H/K/R, KEINISSH)D 55, 1 FE (Y143H) #FR<TRTHRTAET 7T ETHd Bk
SHEEZE LR TS ERZ G HE#E),

T A NV & B2 INSTI EICAR MRS BV TV 5, HIV-1 RT O M184V/l A FfH>=—
LR Y H EUTHESBERRIL, T TV ACRT AREME AR LT, Invivo TT N EL, ¥
&/y/&or/$twaiof%méhtmenfﬁ%ﬁonq YEERRIZ, =AY v

LD EICK L TEZ O T ER LT,

TSR EL T L 7 LT INSTI [ CARZMENTED 5TV b, 7 /KR ENLT
B S5 HIV-1 RT @ K65R 251, 78 BT D X ) v TiBWE S vz HIV-1 YL HEE O
—HIZBNTHIBEBRINTWVD, K65SR ZRAZ AT 5 HIV-1 pHikiL, =LA R 2B ROV
RTVNCK L THIEZ MO T2 R LT, L7255 TC, K65SR BRAEZFOUVANAEHT LA
FHTIX, ZAH D NRTI W CREMMENAEC D aEtENd 5, WHRERFEICY N7 Y U BEEOE
# (M41L, D67N, K70R, L210W, T215Y/F 3|3 K219Q/E/N) 2344 3 (BRI L T\ D #E (N
=20) 7>5757- HIV-1 BEERRICBWT, T/ AR BV B PRI 3.1 K T L Cuvh7z, HIV-1
WY R D UM O ERA2HF L TEB 5T, LI4AVRT ZRE2 AT 544E (N=8) Ti%, v
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7 — RIZHT 5 SOMET LT/, HIV-1RTIZ YIISE AR (N=3), QISIMZAR (N=2) X
IXTO9 FEA (N=4) BT H8ERFICHE L TR T — X IR 6TV DR, BRREBRTO
FOSIE 2 TR L CTu iz,

13 JEERIRE 145 ER
131 NARYE, ZERMYE ZHREOCET

T ZEVE A (104 ) KOZ > b (BT 88 M, MET 90 M) ZHwT=x
NET 7T e ORI AJFEERER I S 72, K 2000 mg/kg/ H & B 530X Y M e
25 mg/kg/ HIRFEE LG LI~ U X [B MZBUT2H#EHE (150 mg/H) TOEHIREFEREOD
FNEN3fEE 1445] T, FANCEE U2 EEGFR AR EHITRD b o 7o, &K 2000 mg/ke/
H%&ﬁbt7/b(M&%ftk BIFHEHBEEEOZNEN1245E 271%) T, FEFNE

U7 EER AR EFITREO b o T,

TAET 7T e, M A AW DEIFIRE AR (Ames B KOVT v MMZRBRICE
W CEBBEEE R IR o Tz, Invitro Yo R EE R TIE, RENEMHEROGFEF T ET 7
7 BV ORBAERIZENETH o722, TEMELROIEFLE N CTO NI Tl o7z,

b MBI HRFERE (150mg/H) TOREEE (AUC) OIEZ » MK 16 1%, HEZ ~ NEH 30
EOBRBET, T/AET T T EMIEDZRE~DOREBIIFRD Do T=,

b MZBI o HEEHE (150 mg/H) TOBRZEEOR 185D 1 HIREE (AUC) <, LR (+
HNREE) DO E CHEARELZ T vy NOMAEROZRRIZER Th o7,

IETXE o p AV RSy O AFIERER O RN & BIEFET TH D,

AV RE v M, MEEHOCLEIREARERFAR (Ames lBR), ~vU R Y 7 —~<ilBR Y
L7 v MNERBOWT BN T HBIEEEE R E o T2,

BV RAZ Y M, b MBI HEARE (150mg/H) TO 1 HIRERE (AUC) DK 4 50
FET, MUIHET v NOZMEREICHELY 52 20T,

b MIBITAHELEAE (150 mg/H) TOREEOKN 1.2 0 1 HiggEE (AUC) T, AR (¢
R DOMERAE CHEABRELZ Ty NOMAEROZRRIZER CTh o7,

TAPIHES T AN X ECORMINAFMERBRIZBW T, &K 750 mg/kg/H % 5
L7evU A [BE MIBITDERAE 200mg/H) TORHEERED 23 %], XIiTHK 600 mg/ke/
HE#RG LT > b (B MCBIT BRI E CORHIRGERD 28 fi7) T, AR L= EE%
R ERIIERO Lo T,

TAh R UZE AL, MEZ IV DEIRIRE R (Ames iBR), v~ AV 7 4 —~ ikl

XiE~ v AR ONT BN T HBEREE RS R o Tz,

b MCHELREAE Q00mg/H) Z#% 4G5 L2t EOBRBEOMET » MIK 140 %, Mg~ 7 21380
60 (G DOIRFTE R (AUC) T, A M) U X EUNZXDZRE~OEEITRD bR o7z, B MC

B oHEEHE (200mg/H) TORBEEOR 60 50 1 HIgfEE (AUC) <, HZERT (FENR
#) MOMERRAAE CEARELZ T To~ v ADMARDOZIRERIZIER Th o7,
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T SREI TR F L T~ D AR T y MIBITAT RN Uy aky
IV 7 < VIR ORMRE OB G 3 AFEMERRERIL, HIV-1 BRICK T D15 RGO v MR RO
RARAI10F5 (w07 2) KOV4 65 (T v ) OREEE TEM S vz, ~ 7 A~OE &R GRIZ,
b MREEO 10 fFOBREEEICB W TIFRENEN L, 7y F T, IBEETOE MREEODK
K4 (5 OMGREE & TR RO LITRETH - 7,

TREN Uy TaRe T VB, in viro D~ T A 7 g —~ i R CIE A BRI
L, in vitro DFIE 2 AW A ERFMHRE (Ames i) TIEEMTH 7=, In vivo D~ 7 AN
BB TT VRN Oy a7 iR~ T ARG L A, BHETH-T-,

T/REN VYT ax VT VB A RREREOLERICESE E NHEO 10 5I2HE TS
AET, fE7 > MIRRRT28 BRICh7= 0 #5451, M7 v MR 15 BRI OER7 BE £ T
BhH L& A, ZReE, ZRATE SUIPIIIMIEADWT I L THREITRD bivieno T,
7L, WEZ > N TIEMEEAMOZBILNTEBD b,

14 BEREREHE

STRIBILD OA#MEIX, X—R T A VD7 LT F =207 VT T AHEEHH> 70 mL/min T,
TRRERRBR D72\ HIV-1 LB (N = 1408, ME(EXA(L L CIRBREAZ G L7oE) x5 s L
2 RO 2 L R IR AR (102 BB KON 103 3B (Tk1T 2, 48 /T — & Ot
BICESW TS,

102 FABRCIE, #EBRE 13 1:1 OF|A T STRIBILD (N=348) 1 H 1 [A]# 5 XX ATRIPLA (=7 7
B2 600mg/ =R HZEL200mg/ T ) AREN VYT R F LT < LEEH 300 mg 3 N
=352) 1 A 1 EEEGEOWTHNTEER RIS T b7z, FRFEEIE 38 s (#ifH : 18~67) T
HY, 89%NBFHMET, 63%NHEN, 28% B EN, 2%0N T VT NThoTo, #BRED 24%753E A
=7 /) TT R EMR I, N AT A CREOEE AT HIV-1 RNA & (T 4.8 log;o copies/mL
(#iPF : 2.6~6.5) THoTz, N—RA T A VBED V-5 CD4 BPE T U 7 ERET 386 cells/mm® (i
3~1348) TH Y, WERE D 13% T CDA B T U o 7SEREL AN 200 cells/mm’ K Td - 7=, HRE
D 33% TN—RA T A VEED 7 A LA FDY 100,000 copies/mL % z CTu iz,

103 3BR T, #eBRF 1L 1:1 OFIE T STRIBILD (N =353)1 H 1 [a[#%5- XX 7 # ¥ E/L 300 mg
+ U RFEL100mg (ATV + RTV) + YANRK (AR XEL200mg/ T/ HRENL P
Ta X L7 )VEEH 300mg) 1 H 1 [EFS (N=2355) OWT I EIEAICEIMST bz, F
BRI 38 1% (#0PH : 19~72) TH Y, 90%BBET, T4%BHEN, 1T%RERAN, S%BT VT A
Thotr, WHRED 16%B A=y 7 /TT R EMRESNT, RX—R2T A O ET
HIV-1 RNA &I 4.8 logjocopies/mL (i : 1.7~6.6) ThH o7z, N—RA T A EEDH CD4 [5Gk
T U > 7SEREUT 370 cells/mm® (P : 5~1132) TH Y, WERED 13%T CD4 BBIET U o Bk
3 200 cells/mm’ A5 Tdb o 72, MBRE D 41% TR—RZ T A D 7 1 )L A 100,000 copies/mL
B2 T,
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malR & b, N—RZF A KD HIV-1 RNA & (100,000 copies/mL LL T X% 100,000 copies/mL
#) CHERE & JEhik LT,
102 FUBR S TN 103 FRER D 48 3 B & TOIRRMZ £ 9 1R

&9 102 FHER KR U 103 HERICE (T BB (T8 D 48 BB * D 1 )L R EHIRHE

102 iRE& 103 SHER
ATV + RTV +
STRIBILD ATRIPLA STRIBILD YILING
(N = 348) (N = 352) (N = 353) (N = 355)
74 L AERT
HIV-1 RNA 7% 50 copies/mL A< 88% 84% 90% 87%
TR 3.6% (95% CI = —1.6%, 8.8%) 3.0% (95% CI =—1.9%, 7.8%)
YA L RFRIKE P 7% 7% 5% 5%
48 B E DHFARHMAD A LR
FHT—2 AN
HEFES I L DR 3% 5% 3% 5%
Bk ©
ZOMOBHIC X HIRERER 5 2% 3% 2% 3%
Wik + Btk OFH RTEE R
HIV-1 RNA &7 50 copies/mL ]
i ¢
HRHBNOT — X X720 R 0% <1 % 0% <1%
BREE DI E- 13k L T D

a. 48 I H OFFAMIMIZ 309 HAAH 378 AHETE Lz,

b. 48 18 H OFFAHARINIZ 50 copies/mL BA =T o 72 4kBE, ARMERRO b o - UTRO bR BER L0
RN G A Il U= iBrd, AEHR, T XUTAEO XM EEUS OB TR EEZ PRI L, &5k
7 A )L A& 50 copies/mL LA LT o 7o #ERE,

c. 1 HEWLOHFEHMETOVWTNOORR THEHEL UL TIC LV EEEZPIE L7202, Z OB EHB &5+
DY AV AZHT — Z NIRRT

d. BEFESR, FECXIEDMEO X HRUSNOED (F] - FEREE], BEFRGER L) TG A4 1L Lo,

102 BRI NT, X—=A T A1 VD5 48 T H £ TO CD4 [T VU o/ BRI D 4N &1,
STRIBILD #¢ 5-f51% 230 cells/mm”’, ATRIPLA # 5-4511% 193 cells/mm’ T - 7=, 103 3BT\ T,
NR—=2F A VDD 48 H £ TO CD4 B T U > _ERF DX &1, STRIBILD #5-6ii%
202 cells/mm’, 7 ZH¥F /L + U R FEL + VL ARZELRT 201 cells/mm’ T - 7=,

16 HieHRE ITERUEY K

STRIBILD Ik TR A D T 4 v ba—TF 4 78T, FEIC TGS, fhic P Ch
ENTHFED (1) ([1]) RS TV, 130 5EAD T (NDC 61958-1201-1), U B4
IVHEIRHIIN A S THEY, BIIFT ANV RLIVRZ U bRy v 72 AL TV 5,

25°C (77°F) TRAFT D Z &, 15~30C (59~86°F) OHFPHOBRBUIHE SN D, CREHKF;
O THEINT-ER 28),

s REDOBZE LoD TR Z &,

s MWTITRORIRTRINTH L,

c A DY =BTV DA TR WEEIIMER L2 &,
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17 BEHIEYTIZET H1FH
* FDA a8 BG WX E (BT EHR) 2o = &

BE L OEFREEZ MNT ORDFELHE DA O 7 VIR S LTV 5d : FE : STRIBILD
E—FBIZIRA L TIXWFRWERIZDODWTHERL TS, BEMIFE#HR L LT STRIBILD @
HBE R SCEN R TH 5,

BER (TER

BEIIZUTOME 2T RETH D,

 STRIBILD (ZZH DA EHANER T HATREMER B D, L7zdio> T, EFRHERELC A
RIS IN—THE (B3 UA XY Y Ued) ol MIZEHL TWD T TOIEA|
IZoWT, HYEMCRET D XL BEICHETRETH D,

* STRIBILD (XERIOEH N TR & TH D,

¢ STRIBILD (Z & 5 T HIV-1 BYSEN BT 2 01 TlEWnWZ L # BFICHATREThH 5,
ARV HIV-1 Bee 2 Bl U, HIV BEELR B A 3 5 9772 O 12 fikfee L C HIV IsiRE 2 e 1T 7220 il
2BV, MR HIV RNA EO(K T 2R 2 2 & 1%, AIDS OFJEXRVUIET U X7 DIKT
IZD7e D Z L EBEICHITRETH D,

o BFIIMO AN E HIV-1 JEYYE B ST L/ EEN S D174 ERT 5 X& TH D,

MR EDEHBEEEVEIS AN &,

cWITVONATYGEE, MROEBENMMTELTLLAEEELHLIBEADHOEY FE
HALGWIE,

c IR EELTICOHADEIBEOEY I RBTHORNI &, BiR, EoWy, Mmig~o
PR OB S A ST 720 T T v 7 ARRY LA roay R—AxHnT, ®IiZ
BRIy 7 AR EIESIT 52 &,

« ®E LG &, STRIBILD A& H T 23AND 5 b7 &b 2 a3 RFLEZ T LT
WRICBITT DAL H D, ZHICE D ARICERLSENENIARATH D, £z,
HIV-1 23R 2 U CHLIRISEG T D TREED & D 72D, HIV-1 (ZJEHL LT 2 BB
BHARE TR,

« STRIBILD # R b HE ATV a—Llito TREL L HICRAL, s
WEHZTHZENEETHD,

« STRIBILD # ks 72\ 2 &, B3 1% STRIBILD #fiAmn-%Ha, B LEb-
EHICBr =& RAT 5 Z &, STRIBILD ORORARAMITOHATE, R4
ENESERAET, BEORMAZr Y 2— L THTLIZ L, WrRDEAD,
STRIBILD O & TW5 1 BIGOHEL Y B ZVESDRVEZIRA L2V L 512
BECEHAT 2 L,

s TR EZTFIET v F—3 A R ONRNIT 2 £F 5 BE DOATIR 23 #hE ST\ D, BEDH
Fe7 o R— A TBEE 72T EtE GED, EM:, BESUITH L RWEEATRE, Bzxs
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te) ZRMETDEEAIERZ 2 L5 A1E, STRIBILD O# 542 Ml X&x Th o [BEHRN
EH LEOVEE (5.1) M,

HIV-1 GBIk LTI, Bt b e oA V2R EZ Bia 3 2 A1 B ARUFR T A L 2 (HBV)
OWEE T+ & ThbH, HBV & HIV-1 OFEMFEREEZAL, TA R A FEY T7T—F
IR L7ZEBFICBWT, BRFROEEOQMEHENRE INTWD [ZERMEN Lo
HE (5.2) M), FHMERNC MR C STRIBILD O A & H 1k 3 & Thuy,

STRIBILD OfEHIZ - T, BMHEBARERT 7 & a = —EGREOER] 2 & o B I RE R A3 )t
HEINTWD, BEED D D IEF AT O5E IHEEH L7256, STRIBILD Off
RERET D RETh D [BEHERMEN EOIEE (5.3) ZH,

STRIBILD ([ HMIAEHRIETH Y, MM AR LR Z Tt rd o720, fhofil ha v
ANAIRENH L2 & [BER O EOME (5.4) ROEHIHLIEN (7) 2,
STRIBILD /%, ATRIPLA, COMPLERA, = A R U/, WANREZ BUT—FK, FI7V0%
EHTLHIA (e, TEEAXIT EpivirHBV, =73, Trizivir), Y b EL
EERTLHEAALY MFELEEAETLHLIY AL, ~TET LA L TR SR [BER
MES LEorEE (5.4) S/,

STRIBILD OfEIZE, BEEDIKR T2 O b TW 5, A E T OB L% Do
HHBRESC B OFERIK -2 A7 5 B8 T, B%E (BMD) OFHEiZRetT & Th 5
(B R O FooitE (5.5) 25,

L br U AV AREE ST TV D BE TIIRIEN O B oA LSRN Z 2 fTREMED &
D, 295 LB ORKSLRYPRERA~DORBIIANW Th 5 [BEK N LDOIEE (5.6)
2,

—EROMEIT L7z HIV EYE (AIDS) B TIX, $t HIV {5 & BARE £ 1218 25 O R YYE % i
K & F 2 RIEDBEITERDBND Z Wb D, 29 LISERIE, HEROGEISENSET
L2 LR, HDNRIER D e HRPIZHE L CW T EEYE IS ) L THERRR 2 5 L 51
ROl THDEEZ LN TS, AL DDEYYEDIERICK SN IZEAIE, EHICHEY
ERICHMET D L) BFICE T RETH D [BEERMEH LOMEE (5.7) 2/,
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BEME ITHER
STRIBILD™ (RE&YF)
(TIWETFTFEL, aEVRE Y+, TLRIIREY,
T/HRENL DVTRAXIITTILEEE) &

EFE : STRIBILD &—#ICIRAL TIEWFAHWNWEICDODWTIELUEMXIZEXRERICEZELTLE

I, I HIZEELWEHRIZCOWTIE, ISTRIBILD ZRATARNCH Y EMIT 2 T R&x 2 &
L7 A TT 2] ODIEZ 2SR EN,

STRIBILD # kM LAAD DRI OULF #5215 7=ONS, ZOREMITHEREZBHAL TS0,
FHLWVEEPSBMENTWAZ ENDHY 9, ZOFERIL, -0 EZHRE

LB DU

THYEAMIHRT 2 ZLIRDLbDOTIEH Y £ A,

STRIBILD 2DV THI 2 THELKRNERILEZLFERIIGATIMN?

STRIBILD (X, UTD LS HBEELEMEREZRECT_ELHYFET,

1.

MEPDIEDERE (FLEET > K— R), STRIBILD ML (BEERBELUA) 235 &,
NCESTIEFHBT O R—= AN HZDRHY ET, BT v R RTEERETFH
BMAFETHY, HTICELZ LB T,
T v R—2 2%, FIHERDSBI O REFEE OERICE TV EIEE L H 5720, DI
KWVWZERHVET, UTOXSIWERDHDHEEE, F=ELICHESEMCBEELTSLES
Lo AB7 Y F—L ZA0OMIETHAHAREMELHY 7,
o O EWBLIIESTH
s O EW (RER) W
o TP A B
« UTF&MES B

o TR

o HEn:
o RS (RFICH & D
e DFENRELELDOX
o DR A 22 A

EEDOFEE, STRIBILD #RHT 5 &, BEDOIFEENEZALZENHV T4, A2k -
T, ZOXHIRIEEDT-DICHETL2E 050 £, AEAREL o720 (FFEXR)
RS A E 7= (BRARF) L.

UTDE S GHEZEDERNHHISEEE, =ELIHEAEMICEREL TIEEL,
« BIERPH B O HEEL D (GEIH)

« B R A] Ok

o FNEOYEE ORE)
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s BHUL EIZHT2 2 AR

. %;;[1‘\
- B

zE, RENMIGYERIGA (BB XIE STRIBILD ZREIEMRALTLSAIL, EHET
V=LV RAPEEOREENE LSS EBYETS,

3. BEMFFXRBEENEL, BEFXVAILR (HBV) IZBEEL STRIBILD #lRAL TW5I154
(&, STRIBILD ®iRAZ 13 5 & HBV AAEIL (RMHIEE) 520 HYET, 2H4HE
Bl &l HBV BEEANALUAKL Y LB LB TERBRTSHIETY,

« BFFFHO STRIBILD V0I5 Z L DR 0K I L TL7Z&W, BFFEHO STRIBILD
EEWGILENT, WHFLTH 5 O Y ERMICHR L T ZEW,
o P EERHIC W C STRIBILD ORAH &2 H ik L TiXW i £8 A,
« STRIBILD DA H 19 545581%, HYEMPBHBEICH R O@RFREZHRL, B
HEE BB MR A 21T > T HBV Y OREB L MR T 5 48013 & Y £9°, STRIBILD &
ARA R IEIT, D72 e RSP B 7RISR S W56 1T, HYEMICHM LT T
AR
BIERICEET % & BIZE LWERICHOWTIE, ISTRIBILD Tl, ED &S GEIMERAAREZ 51
REMENHYFEIN?) OHEEZIZRITEI N,

STRIBILD & [EfaIcdm?

STRIBILD /%, b MEARET A /LA 1A (HIV-1) {REH O AR T, HIV-1 R
ENETIRHA LIZZ E03 72 WA O HIV-1 OIRIRIZ, oty ba v A L 234 —# IR
FITHWET, HIV-1 1%, AIDS (% RMEGREANRIEGRE) ORKRERDL T A NVATT,

STRIBILD ¥, WA HAEEKLTHLZ AL ET VT ENL, aBTAXy N, =AM UEE S
(L FUARY) ROTF I ARENL OV Taxi 7w Al (V7 — R 2855 LTWET,

STRIBILD 78 18 A D/NRIZBNWTLHBETHINTH D0 E D nidbinro THWERE A,

STRIBILD % HIV-1 BREDBEELEL LTHRAT S E, UTOESIG I EMNEZHATREMELH Y
E R
s HRT-OMET O HIV-1 Of (Zhid DA VAE] LWnWET) 2R FSEET,
s MOBYIEZ IR T ABE OH D, HAR-OMiET o CD4 BtE T U o R EROB A I S
e
s VA NABEEBHOEIETHRT-OMEFT O CD4 BtE T U U REROEZIMS w25 2 &1,
RO E 2T DATREMER SV £, SEECRIERDTT > TV D & X (A U D EYYE
(AFIEEYY) OFIED Y A7 K F S ET,
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STRIBILD (& HIV-1 B&ZEA5 AIDS DIRABRETIEH Y T A, HIV-1 EYYEZ 3 L, HIV B
B2 ST, ke LT HIV-1 1B 2T 72 uE e v % A,

HDANIZHIV-1 D3 D5DE[ T, UTOLSI GBI EIELANTLIZELY,

o B2 EOWEKNIMEEZMONELH LD, BEHALEZD LTEIWTERA,

s T T IRMBRZLY I Y, MRS TV D ATREMER H D By O H OE ) Ok, i
DNELHAL TIHEWTERA,

s FOLOBFEHOE Yy 7 AY, PIEDFEEZ L BTITT- TIWIT EH A, FEIR, 1B,
ME~OPERIFEI OS2 DT 7201, 77 v 7 ARORY v Ly vlloay R—A%E{f
MATsE2cLTLEEN,

> NIZ HIV-1 28 5 25 D &[5 < HIEICOWTERN B 235003, Y ERMICBE & < 7280,

STRIBILD ZRRAL TIEWFRELDIFED L SBATIMN?

UTOEAZERBLTVWAELZRASTOAIL STRIBILD ZRALAWLTLZELY,
« alfuzosin hydrochloride (UROXATRAL®)
« cisapride (PROPULSID®, PROPULSID QUICKSOLV®)
UToERAZERT DI :
« dihydroergotamine mesylate (D.H.E. 45, MIGRANAL®)
WAL =3 % X (CAFERGOT®, MIGERGOT®, ERGOSTAT®, MEDIHALER
ERGOTAMINE®, WIGRAINE®, WIGRETTES")
« methylergonovine maleate (ERGOTRATE®, METHERGINE")
« lovastatin (ADVICOR®, ALTOPREV®, MEVACOR")
BRI T A
EEVER (=7 v 7"
Jy77rEyr (V7720 RIFAMATE®, RIFATER®, U~z % %)
VT FT 40 (LAFAD) [ORE, > 0 MElkeE EE (PAH) ZiEET 57012
JRALCWa5LE
« 2 HF L (SIMCOR®, VYTORIN®, ZOCOR®™)
c NUTYI L (T F L)
s BAaUANXY VY (Hypericum perforatum) XiItEA 3 74 NV VU Ak EAT 50

STRIBILD #RAT AHINHEHEMICIEA THEKREZLITHBATIN?

LTDHZEIL STRIBILD ZARAT ARIICIEEEMICEA T ZEL,
s BEIFR A NV AEYT2 &, HIROBEEN S 5545
s BlglICEERH D55
s HICEEN D LGS

« TOMDEFHRIREDN D D56
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« BUEIEIR L T D HE0, T DIEIRT 2 TEDH 5955, STRIBILD A EIRICE 2 &IE
TRIREMED B 572 & 9 MT o> TWEHR A, STRIBILD AR HUZHENR L 72356 13 2 =R
IR 2 TLIEE N,

PERRERRHNE , IR AN AL RT T D a2 L LIDIRBE S H Y £7, =
DBGEHIE D BIE, HR7-OREFRE L H727DFRE 2 ADORFBRIBIZ OV TER 2 IUE

THZETT, ZOBREHIEICSINT 5 HEICONTHE, HYERMICHREL T ZIN,

c BUERIL L TV D HER, T bRILT D2 TEDH 5955, STRIBILD kA dssl L7z
WTL 7230,

« HIV-1 (TG L CTW DS, AT D LR D % AT HIV-1 23S 2 falRtensd 5 72
BT RETIEDH Y FHAL
« STRIBILD D43 D 5 6 2 DIIRFLFICBATT HATREMER SV £, Z Do 2 DRy
L, BFELFICBITT 2008 2 b TnER A,
REORILFTIEICONT, HYEHE L TSN,
UFERCTHIREE, X I UHl, N—TH TV A el EED, BERALTWSTRTOE
[CDWTERIZHIEEA K FZ& LY, STRIBILD [IfthDIEDOIEMITET SRR H Y, £72, il
DOFT STRIBILD OAERNCEET D AleetEni & 0 £7,

LUTOELRALTLS5E(E, STRIBILD #RALEWVTLEELY,
o fthod HIV-1 YIRS
« T ) RENLEEHT LMD (ATRIPLAY, COMPLERA®, vV 7 — R® w1 x%)
s TAR)VHELV I T I TV EEATHMOK (2 e, A RUARY, mE e
X% EPIVIR-HBV®, =72 =A%, TRIZIVIR®)
« TTFHRENL (AT BT

B2, UTOEFZRALTWSIGEFEEEMICEEACTZELY,
o RIVE BTG & LTZBRHTSE GEELEFH O B L0/ 3w )
s TII=U A, KB~ XV T AXIIRBIINY T N G8T D6, HIEEREIT
STRIBILD A H A SUEARM#IZ 2 e PL O RIFEZ B THRIT L T< 72 &0y,
o 9 OFOIRIRI
A O S 2 P 2 5 38
o (L O VR
LLFD S Bindhnmnoik
« 734 %1 (CORDARONE®, PACERONE®)
« T RANRZEFL (YE F—A® HFazy 1)
« bepridil hydrochloric (VASCOR®, BEPADIN®)
s Rerry (FF2UTY)
* buspirone
« B ¥E L (CARBATROL®, EPITOL®, EQUETRO®, TEGRETO")
« 77 ) Au~<A 3 (BIAXIN®, PREVPAC®)
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7 a -}, (KLONOPIN®)

7 v ¥ 7 (GEN-XENE®, TRANXENE®)

2Lkt F > (Colerys®)

FRY AL L hEAT B
D7 BN (VALIUM®)
Ya% v (LANOXIN®)
VYETIR (=2
TRAHY TN

ThRAZVIR (FrrFh)
TLHA=R (FrRa—L®)
A FAUA

7 )V FF1 >~ (FLOVENT®, FLONASE®, FLOVENT® DISKUS, FLOVENT® HFA,

VERAMYST®)

4 R =aF Y —L (SPORANOX®)
Fhatry—n (=V5—1"%
URBIAY (Foahagr®)
AX LT

oxcarbazepine (TRILEPTAL®)
T 2 F T

7= /)L E X —L (LUMINAL®)

7 == kA > (DILANTIN®, PHENYTEK")

7w, 7 = ) (RYTHMOL®)
¥ =3 (NEUDEXTA®)
V77 7Fr (2a7T 4"
rifapentine (PRIFTIN®)

JARY Ry (Y ARE—LE U 25— a2 4

7 )VFH V> (ADVAIR DISKUS®, ADVAIR HFA®) & #iHAHDHETHNWAH LA F o —

(BN RS I AATE—L

AL (ED) OIRERLE LTHWAIYATF 7 40 (RATTIY), 25857 40 (v
TUR®) XFAALFF T 40 (LE RF® STAXYN®), »F 0ok (KifE),
BOBALNE U 5E4R0, ShEhs 4 BRILL EICbi- o TR <AL, 7277 BICH Y Ehf

R L CEFEIRE 22T T E SN,
FHENR S M TRE DVREIK L LTHWA X XSG 7 40 (7 RIAh®)

FYVARYA VY (T v 7")
thioridazine
RYaFy— (P4 7z R

777 U (COUMADIN®, JANTOVEN®)
Y LESF A (AMBIEN®, EDLULAR®, INTERMEZZO®, ZOLPIMIST®)
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ARAHFOHN EFLOY A RO DIZETITE D0 E I Db B RWIEAIE, 124 & ffi<e KA fifi
IZBM & <723V, STRIBILD Z M HE, HYEAICHEARINARRETITH LW IO IR % 46
BHIRNTL TEENN,

BAMNRA L TOWAEEZHE L TRV TLZE W, IRALTWAED Y 2 F&2/ED, #H LK
ZH 60 & ZIXHYEMEFEAMMCZD Y A R ELETIIZEN,

STRIBILD [ZED &K S IZRRATRETIMN?

o FHMEROEREEB Y I STRIBILD ZRA L CTL 72 &\, STRIBILD [FZh 21+ TIRAT %
(DL FA DA IVAEEZ—HICIRA LG HIV-1 BREDRERETT,

« STRIBILD (33, A 1 BRA L £,

« 3L L H |2 STRIBILD #fiRA L TL 72 &0,

o HYERICAHZETIZ, STRIBILD ORA&EZAEE LY, RAZFELEZD LTIWTE
/A, STRIBILD [ZH S EATOFEE F CTIRA L T 7ZE W,

+ STRIBILD %A SN2V TL 72&, STRIBILD #fASENTLE 72 &%, Bl L
O EBICBAEN T ERA L T EEW, ROBRAREM AT OEET, SAshiz
SRS, ROSERD GTZRERICIRA L TS, AN D Lo T, H
DEPEIC—EIZ2EGEMAIZYD LTIWTEE A,

« STRIBILD #Z% < IRH LT E T L E o7 HE1E, 2 BICH Y ERMICETFT 220, &K&50 O
TREE DR AR RITIT> T EEY,

« STRIBILD 283%% V) D 7e < e o T& T2 b, HYEMXITHEFA S STRIBILD # AF L T 72E
W, ZHUTECHEET, e LB THo CHORAZTW T2 &, migFho v AL
ABPNEEINT A REMERH Y £, 5705 &, UA /L AN STRIBILD 2% L THlHEIZ 220,
BFRLICKLS o TLEI>Z LB £,

STRIBILD Tl&, EN&LSBEMWERNEC SRR HY ETITH?

STRIBILD Tl&, UTDXSGEELGEIMERNREC HFIREMNHY F7,

« [STRBILD IZDWTHI > THELARERIVEELBERIIGATIN? IQIEZEHEA LY,

o BlEEORIETEN (BARR L), HYERMIE, H7R727 STRIBILD Ok 4 BHtA7
2 HTCAR A I B g O R BE & HEGR D 720, MR SCRMAE 21T 5 LENH Y £, Bk
BEENFIE L2 0 B AL L7120 LA, Y ERX STRIBILD ORA 200 5 X 5 124
RTHZENRHY ET,

« STRIBILD ZfRHFO—EFONCEBENELZ 52 L1350 4, BEEICIE, BW, 50
HALLCIER LR B0 £F (ZODENCEDLIHAEND Y £), HYEAMT, Bk
AR T DT DITRELZIT IO LENR DL DD 7,

« HIV-1 Z2EZIRAL T2 NITEIEOZERN R Z 52 E08H 0 £, 2D L5 72E{ke LT,
BHOEDOIFOISREDOIEMNE A0 (IRXy 7 ya—n 7)), BERoHEOHLE (K
) OV ORI 2720 LET, £z, M, B, HEOBMRELIZ bbb ET, 20D
LD 7RREBDIT - &V LRSI 5 R OWTIE, bro THERA,
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c RERDEL (REBEEEREE) 2 HIV-1 RORHBBRICEZ2ZE083H0 £, b7
T2 DRIEZNIL Too T, EHIMAENICE A TOTERYYE EBIWVAED D Z E08b D £17,
HIV-1 A BRI CH I RER A BLNAE O T2 3561E, T SICHYERMICH S E T2 S0,
STRIBILD T b L < O 0 BHWEHICIZLL T3 H 0 £,

N
o ML

o I

BIVER TR - TV A IGEC, BITERN 27l 2 2 WnEais, HYEMIC EE S Z S0,
ZA 575 STRIBILD THE Z 2 AlREMED & HEEH O X TTIEH Y £ A, S HIZFELWER
IZOWTIE, HYEAMSUIFEARNC BRI TEI W,

RERNCRES 2 EFRB S S LB R GG TS ERMICERE L T 2 &0, BIEMIZ 2V T FDA
(1-800-FDA-1088) 1Z#i5 L CW a2 T nENEH A,

STRIBILD [FED K S ITRET HIRENAHY EFITMN?
« STRIBILD (% 68~77°F (20~25C) DA THE L T E &,
 STRIBILD (ZTE DR O E EHRE LT EE 0,
s RNenDHEZ LoD LD TEBNTLIZEN,
s BEO OO BN TND = AR TN DIGER, ¥ — AR5 STRIBILD
ZHEALRZNWTLZEWN,

STRIBILD ZEHITRTDEZEZ, BFSFDFOEIGVEAHITRELTLESL,

STRIBILD IZB89 5 —A&HIIE$R

FITBHEMHEROM ARSI TV DA OHI T &5 2 L 23% Y 3, STRIBILD
%, BTSN HE TR RDIERDOTZDITMHET LN T 723, o ANITIE, 72 xZDA
DIERN B 727- L RITTH-o72L LTH STRIBILD % HIF 2N TL & W, HTEOEFEICRDEBZ
nnd»H ET,

Z OfftF1%, STRIBILD (ZBT 2 b EHERFEREZER LD TT, I HITFELWEHRZ
D 72D EE, RS ERNCHRR L C < 2 S0, ER IR AT IC/ER S 47z STRIBILD Off#H %,
Y EERT ST IEAIRI A CAFTHZ N TEET,

SHILEZL OFHmAEHmET 256 1F, (1-800-445-3235) IZ B EFE W72 72 < 0,
www.STRIBILD.com. % Z & < 72 &1,

STRIBILD O FTEATT M ?

BEMHSD A ET VT EN, ATV REy N, TANIVEEY, TORENL VYT axy
LT = )V lRth

Y HAE—AKR, Rt e—X, b AHK, se AN A —AF Y TUA,
[NI=IE Sl =R g = R S AV 2 1 - R UV SO SVl ING | /i SV VNN -l | = &
ATy (FD&C HH25), 7/VI=vbhl—F, RKVzZFL o7 Ja—j, K=
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VT Na—), AN, TS ROEGE Mk AE AT 22— T 4 Y TRITT 4 LA
aA—=T 47 ENTVET,

ZOBFEMITHERIKERLEERLROAKREHFTOET,

RERTETT

Gilead Sciences, Inc.

Foster City, CA 94404

FEATH 2012 4F 8 A

COMPLERA, =& kU /X, A~ 5 STRIBILD, Y /L 3 (Xt Y 7 — KiZ Gilead Sciences, Inc.
T2 O BE A D X ERpFHIE T, ATRIPLA (X Bristol-Myers Squibb & Gilead Sciences, LLC D%
BRPEIR T, ANLEFEPTTELAIN TV D ZTOMT X TOREMEIEIL, FIAEOTAWTT,

203100-GS-000
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1.7 AERMA—E

24U e RUEEEEE, A>T 77 —BlREELOZ L ET 7T e, eIk 1
DALY ALy N EBAVIREHERAAEEOZ AN X E KT JARENL PV rFxi L
T NEE ST HEAITH Y, FFERZIEITFE LR,

FDiH, TAETZITELORBRSGE TCHLINT 7T AT Y T LK AZY EL R
BLESEICER SN TVWAZ AN UHEVRT /AR EN VY7 aXxi T v Vgl oOR & i
ThHDHYNAFEL G PR & L TR LICE# L,
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N HaC™ OK F
0

— R4 T TAETFSISENL Aty ALy NS AN VA o TARYTHEL -
ST REN YT ax VT < Vi TNTTTENT YT b T )REN DY T a7~ g
Roes 24 ) eV R A 7 A & kL AE 400 mg VNS L R BE
ey AT E 2 RS MSD k&1t AR E 2 R A S
KRR B — 2008 4F 6 A 24 H 200543 23 B (YA F%ELE LO)
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FR - Gk BRS (LEED) | =BT 7T 150mg, A BT AL v G AT/ FEAE L | 400 mg AR (LEET) | A RV v EY 200mg ROT /7
k150 mg, —A kU & 200mg K < B Uy T u kLT v LR
T JREN Y Tax 7 Vg - B . L
#300mg (F/FEL PV TaEon A - i U 7 NN 300mg (F/KEL DV TaEL
& LT 245 mg) CIEE - ) FTORE & LT 245 mg)
PR - FE FOADT AV ha—T ¢ T PEIR - I FaDOT )V ha—T 1 T

Zhie - SR HIV-1 & HuiE HIV Y E HIV-1 J&YeiE

BIRE - BT | 1L RO HIV-1 EYYERFICHHT 2 2 L £ | AFNC L 2IBRICH - TlE, BEORRELOEA | —

B % Al 7o, BUHIV I X D 1EHEBROH 5 HIV-1 BYYERE I | TERESRESEZBICTHZ &,

MEoEE | * LT, RBIR G L B A00E R V2T LT
720,

2. FANC L BRFCHIZ - T, FTRERL A I EEAIMT
PERRA GBfE TRUENT & 5 WIZRBUAURNT) 2851275
Z e,

3. /N HIV YSEIC KT L CiE, ARG X D a8,
FERMEDHEST L TR,

AL HE WE,RAE I E (A ET 7 I 0 e LT 150me, | 8%, MAIIETIZ AT 7 ZE4ELT400mg 2 1 A 2 | #H, AR EE(= L R 2 v & LT200mg
AT AZy FELT 150mg, =AMV ZEE LT | HROKEGT 5, £HE, BFEOFEICHIDLTER | ROBT /7 AENL DY Taxi L7 v Vglie LT
200mg RN /ARENL DY TaRI T MBEE LT | 5TE 2, ok, B5ICELTE, LTMoFtHIV # | 300mg #5HA) 1 B 1ERAKEGT S, 2k, &EIZ
300mg #E4) % 1 B | AAFPIRERICROKRE | LOHTDZ &, B LI odt HIV R &5 2 &,

T 5,

ik - &I | 1. AANE, =AvEeT77J8L, aby A ¥y b, AN | — . KFNT= L RS FZEROT JREL Y 7%

B2 f UL A EVROT ) BRENL PV Faxi L7 < LiRED TSRO ERBEEERTIEGHTHD D

MEDEE | 4MS2 86 LEEREGHE TH L, ARIOHADHS THLT T, TARIVEECNTT /AEL VYT rF L

LARNYUHEIIT /AR EN YT aR T < LR
WEELRA LA LN &
2. BHBIMEICZ LT F =22 YT T AM 70 mL/min
UETHBZ L aMRT AL, 2, AAIBE%, 7L
TF=2 7 VT T AR 50 mL/min RGIIKT L7284
WIIAA OB G2 ikt 5 2 L,

7~ VR OE B O L - HEOFRE 23 HER R BT
i, RO A RY X EVRAF (A U AYH TR
200mg) XII7 /ABREN VYT uxiL T LRl
Fl (BU7— K®E 300mg, LAF 7 /7 HRevilsm) &
B9) ZHNWDZ L, 8B, =AY & EURERN
7 REARBOHAICH - T, ThEhoRELER
MU ELRFT DL,

2. AFNCMZ T A M) U E EVRIFITT /FEL
WA ZOFHEE LRI &,

3. BHEREOHHBHFETIE, =AY ¥ e is
LT 7 R eV RF oKy B ERBIc ST A R Y
VEABEUET R ENLNOMPIREN EH L L OWE




22 BV KU A EE
1.7 FIFEREZYG—E

NHBHOT, BEECKTIIELT, ROELHiEEH
LZE3 5 VHEANICRT 2 EMBRERBARIC L D),
JVTF=

27 U752 A (CLer) Besx#®
50 mL/min 24 I AFN 1 EER 1 A 1A S
30~49 mL/min AF 1 5EE 2 ARENC 1 a5

AFlEFEEGES, =AY EE
CHFIR YT AR BV &
0, RN - RO AT

P

30 mL/min A 31
BT B

IE
If

B RUEMEAT R 2 5 0F L TV 2 F T, AAlo&E-Hhikic
&0, BREBMEFRAHRT 2BENBH DD T, AHDO
B b2 P DB AT ERT 5 2 & RSN EME
DY, HELT2BENRHL2OTEET LI L,

B BUB AT & & 0F L TV D BE T, Aflo#kbHik
&Y, BREMIFAPERT 2B8ENRHL0T, K
FloOB G2+ 2583 H0EET 5 2 L, FRCHE
REEDLE, LT 2BZNRHLOTEET S Z
L

#E ROHR
FHITIIE G
LAgnz &)

(1) ARFNOESx LiBBUE OB D & 5 BFE

Q) WOFER 2 G hoBE V77 ey y, L3 Y
FRXVU V1 (St.John'sWort: T2 h « Vg —r X - U—
N GHERE, Yt Reoirdy I v ARG, o
I AR, AN v LA VR, AT LT
NIEA RN LA VR, YURARETF Y, BEETVR,
VT F T g Tl (LAAFAE), ST T 4
W KT, 225740 (7 K Ah), Zurrt
Vo, 7TEAL=VEY, UN—aXxP Ay, NUT YT A
14T h (FEEM) OHESHR)

ARAHND Sk LIBBUE OBEERE O & 5 BHE

ARAEND RSk UIRBUE OBEERE O & 5 B

R Lo

=

HER S

1. HERE ROBFIIIEEICKRETL2L)

(1) BEHEREDH 5 BE [PHEKLCEEZOKHKERSE
DOHBHBETIE, =L NI FECKROT /R ENLDMF
RIS ER$ % (THEyEe ] OB, ]

(2) EEOIRIEEREOH 2 8F (21 ET 7T B ol
PRED LA-§ 2 ReMEAH 5 (HEWEIE ] DHSH), ]

1. HEELS ROBEIHEERICKRS T L)
BEEOH LEE [THEEROCEERBHEREDOH S
BFEFCHE, =AM VX EVROT )R EAD ML E
BN RS (THE - ARICEET 28 EoEE), [\
PR BORHEE ] RO ERE ) <HAMENIZIB T 5 s
>¢ 3. BRERE ] OEBM), ]

ook

M=

HEREAR
EOFEE=Y

2. BERIEARPER

(1) ARFNOFERICEEL T, BE UTENID 5 )7
FIZROFHEIZOWT LA LREES%, HHT5
Z &,

1) AFNT HIV BEYYEORIEFEETIE RN L2vn, H
FFLIRYSE & & e HIV JRYE DO HER IR 9 B & 58 0E L
felT 2 ATREMEDS 0 D DT, AAIFG-BRhath O AR IO 2
BN T T R CTHYEICRESTH 2 L,

1. EERIEANER

(1) AFOMICEE L TIX, BEXIThICRD5E
B2 #, WOEHEIZHOWT L 3 LIRS 2 587-1%,
AT L,

1) AFNE HIV EYYEOHIARIEE CIE 20N &b,
AR SR Y % G e HIV RYE D HER TP 5 SR9%6 % F8 I8
Ligeld 2 ATREME DN B D DT, ARFIB G-BhATE O S AR
OB ONTIE, TR THYEICHRETHZ L,

2. EHERILAMER

(1) AFOFEAICEEL T, BEXIZNDb 5 HEY)
RENWCROFEHIZONWT LS LRE 25721, HH
THI L,

1) AFNE HIV BIYEORIGHIEE TIZ RN &b,
HFn FURGYE &2 & de HIV BYYE OHERITHE © B & 5%
iE LGS D ATREME DS 8 B D C, AFIISBRMGHE O F ik
WOEALIZ O TR THYEICHRETHZ L,
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2) AFOEMEEICLDFE
HTHDZ &,

3) AANC & DWFRDS, PEROER MG GBI & D
F~D HIV BEGEOfERMEZ R T S 508 5 MIFGEd &
NTWRWnZ &,

4) HMEOHERRLICHREZER LY, RHZHIEL
2 Lienz b,

5) AANIOFHEA AN ZRE T LR H 2720,
RHAFOFT N TOREAM AL EICREST D2 & (FEE
M OEZM), Eiz, RFITHETITH MO R %
RS 256, SN EICHRT S 2 L,

WZOWTIBIED & Z AR

(2) AANE, CYP3A OBRMHAERTHLI LT AH ¥
FEEHT D0, CYP3A ICLV L LTR#ESh 53K
A EOERT 2856120, fFREOMFREE=2 1 7%
PR AT, I MEITE U RO S8
oA ERERICEETS L (THAER)] RO M5
WEhRE) OIEBM),

(3) AFNZ, HIV-1 BYYEICK LT 1AITHREEZTI HO
ThHaID, ot HIV EEHH LR &, £, =
vy ALy b EEUOERERNEALTWD Y FFEL
ZEDRAL RO A MY & v LA ORI, ©
A VAR Z A LTS T 2 TV B E Al L
ALz L,

(4) TANYVHAEUIT /ARENL Py TFaxiouT
~ VIR % B e R R R B 3R B SR 00 B B 5 T
CHHOPFIFREIC LY, EERAET v F—v AR OE
WAtk XD EEOKER BRI 23, LrEics s
ENTWVWDHDT, LT > F— 2 VNI &b
NDBRRIER IR EMREY (T /) v AT7=2F7—8
ORI FRHE) 2330 bR E A, ARIORES E—
Rirh 192 2 & FRICIPREOERK 4269 2 BEICE
WTIHEET D Z &,

(5) AH % E&THLHIV EO LI IIRIEEAT > 12 BHF T,
SR FHESUE RS WS ST\ 5, REGBHMGHE, e

2) RRADOEMEGIC L HEEBIZONWTE, BIfEDE Z
ALRHITH 5,

3) AN DIMER AR ST MG YT K B A~ kY
OFEFMEEZIE T SED008 9 MTFEH S TR,
4) REDOFLY AN AR E FBRICT Hoolc, HYE
O R LICHBEZEE LY, RAZHIELEZY L
A ANP O

(2) AHZETH HIV KO LA EIE 21T > - B
T, SEEREEERE SRS ST D, B BREATE,
S RSRE S BITE L, SEEME O e & T IE B B i R
B (A ans T VAT LAY T Ly TR,
A MATOBTANA, —a—FLAFREZLD L
D) FIZHT DRIESVSNRFBRT L &R dd, £z,
G RERE DRI B s R (ORI RE T
K2, BTN, T - NU—EERE, 7R WL
L) BREBETHLEORENHLOT, ZNLOERE
FEAMG L, MERFICITEO AR E BT D L,

2) AROEMELHIZLDHEBIZOWTIBED L Z A
THTHDHZ &,

3) ARHNC X DIRWEH, MEREEMSOXMIRIE &I L D
g ~D HIV &GO ERIEZ KT ST 25008 5 2ITFE
HEnTninz &,

(2) AH % & Tolils R W TRE R SR E K O Bl # 5 3UT
INHOPFAEIEIC LY, EERAET v F—3 A KD
HEWAILAE IS X D EEDOKFIER (EMIRTF) 23, &iEic£<
WEEINTWDHOT, BT ¥ F— v AU
BEEON B EEFRER IR EERY, (T hFrR7
=T —POAML L% BROLNALEAIIE, KA
O¥ G E—Rph 5 2 &, FRCFRBOGRRE T %4
THBECBONTCIEETS 2 L,
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ELN SERKTE, FUENE, HSRhROTERE L S
e, FlEREE, WHaEEsR D, BLY, W
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W, MRS, RAETE, g ZES
R, SEBNCHH, ERORMETAE A EE K ETIE, $EIT,
HR p FEIEAR, Rk, IRE 55 O 5 /AT FEEN, FEIE, B
JiE, TRIEEN, AREzE, ARAG kkE &%, BH R,
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fEEeE, NS, REE FhEE i, AR, IRBEE, &
%, EhEE R Wi D 7 53 [EREE
B R K OVBe 5, X OPHE, 2EEE D i/ EH (%R FE RO | g aFRE | B5 9 FEIE,
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Kk, Wiz, KIEER, i W RIE, B EIE, 1095,
FRERMESEE B M, BB o, HL AR 98, N8I,
BB, BEZ, RRMAIEKSE it , 5% HE i RS,
G EY P, FABIEAE R, FEK, JiE) Bt~ L
[ON =Ry kil T HeIR, PUBCRIR, fhe s R K BAER, 9, Z, KER
[ i, EHERAE, PAER OV A kLA TR, W E R MY
B R OVR MR, BEAK, BR, B, [ H, A EEREE, R O BERARIR, T Mg g
[ I aT AT IR, B LR, Helias AT, | MY K
JiE K, I, % TR A kmr7
i . k| BEYT BRI, WEJJE, FEEN, B, FEMEREI% 74—, KHE
s 2 OO SR, S, O, RS PRCREETE | BEIR FEWED Y, | /R E B, @
CRHIIVADEN VEVRIE, A v 7 v P RRR —a—ussy | Bk L AT a—
i B, 2N, A fa, M —, SE, 1 NS,
finaa=pill] iR, EXaRM:EA A, 1KY
i R CK (CPK) #4 | ALT (GPT) H4lm, y-GTP #4 i, ik, RO >R MAE,
£ M, REARMER | M, U S—H, R Bk ExY 5 A
Bk, 77— | UG, AT e— FEthpEE 5 0¥, RIR | BR&EX Jillk
BN, AST | BN, iR Ko RN, JE, RERE, QiR RERHRE, B
(GOT) #4m, M e Y e s, iR R, SEELIREE & %, JNFHgGE
I P ERSR D EREm, (s, R B OVR % %, VRIS B
EEBME, M7 R [ K, BHREARE, GREEYS Wi, B
B, AT T R Y, R [OF =R ik 9w, B,
LT =W, Y B K OV W%, HITIE, i AR,
VD, P Y 7Yk Y R R R RLBE, BT, 2 MR,
BN, ~E S E LD, B, #E95, & T, ik
M Y o A8 8, BB, T e, oA
DA AL, Leo< v, Fmifl D FEAE )\“?‘"ﬁ
E, 1ITY, N—%w hU AR A AST (GOT) ML g, Ha KB X,
S, W, SEMSREGE, (5 &, ALT 2B % OitRe a2k, R
D EV, IFEE, EE (GPT) L5, & PR, A
VAR SR, (REED, A weyre ; %
M7y, Yk, Bk % v k&, CK FRAERAET | 7 27— | AP #0, U R—P
BRI R T (CPK) k5 EHIIN (7.5%), M7 ko |, mhe
= \ s 1
WD) AR s e AT R Dy raronae || O ;ﬁ%f‘;ﬁg@ glf (gclp/K)) ﬁ j;f”“’ ® ;u,/ﬁ;i;ﬁ
IR BRI O EE R RER, TG TER A L OV A RS S T S R4, AL EL Ry YR U,
IRIER 2R L, 7, BHim, K UK o IS TS
o . . . . e 1 EPD, (REHY (43%), AST b, BAR,
H3) 7 L— K3 kU4 OfRRAER T 2R LT, ., E (GOT) 7 s LF
(2.8%) , i HrEk F = #
b (2.8%), i, y-GTP
ALT (GPT) #4 M

M (2.0%), i
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22 BV KU A EE
1.7 FIFEREZYG—E

SR (2.0%)

ZOfth F 1 ER s
i, I L
BR, A~
2=
JEMERE, B
TR, %
R, T L
X — s
H3) =AM UHEURFIITT 2 A VREIORRRER, T
With OFRAE K OV E S Cll S RIER 2R LT,

W) = AR HERAIE T R e VBBIONRIC L B ik
AR CTHRILLIZZ L— R 3 RO 4 (NIAID 20%) OFHBR AR
WER L,

R o 5. minE ~OiE 4. FEHE~OEE 5. mEEE~OEE

=3 AR O EE 30T 2 BRI STV, BA | SEE BT LM R OEZEIIMEL L TRy, | REIDSEE ICS T 2 EpEEITREF S h TRy, K
OEHIZEEL X, BEOH, BROUEREDIKT, &0 | —MIcmEE CIx, M, EXLOBEMITL, &0F | AloREICEL QX BHEOM, BROUHEEDIKT,

B~ iE, DFHIESZ 0 BET 52 L, JEZH LTV DXIMOEAEZGH L TWLIGERE | GiHE, iHESEE2 0B ETLHZ L,

#5- WoOT, EFELTEGETLZ L,

A o | 6. i, ER, RIWE~ORL 5. b, ER, RIS ~O#L 6. thw, MEhw, IS ~O®L

M=

WL, PEhm,

R~

OG-

(1) T SOTHENR LTV B ATREME D & 2 i NI, TR# L
OFWIENEPEE ER D L S a5/ IcORES
T5Z &, BERTFORGICET 2 22X ST
7200, ]

(2) AAIRAPIIRLEZHILSEE L, [ZArET T
EARRab R Zy SOt AT ~OBITIIAHTH
LN, TARNYUHEUROT JARELOE MR ~O
TRRESh TS, BER (7> ) BV TZLE
TITTEN, ALV AL Yy ROT ) RELVOHLHA~DOR
TS Tn5d, £, o HIV EREBE L,
FLIEO HIV YA BT 2720, LRI E 22T
EREFE LW, ]

(1) g TR LT 2 FTREPE D & 2 far AT IETASR
EOR RN ERIEE B D LRSS HEICDA
Beh3 252 L, UBRICHT 2L 2T L TR
W, 7y PR FIZET 2EHERE T, hER
TRROLNTND, £, Ty MIBIT 2EHAER
G, wmREpE G ST, )

Q) AR EGER IR LTS EL 2 &, (@R (T
v ) THIFA~BATT D2 Ll sh T, K
FIAE FOHINPITBATT 200G NI AHTH D, A
24 LT HIV BRSO FREMER & 5, )

(1) 3 OTEENR LTV 5 ATREPED & 2 I NI2IE, TR
LOFREREHRIEE LEIS LB ENDHBEITOR
BhET2Z L, UHRTORGIZET 2RI X
T, ]

) AFRAPIIRLEPIEsES 2L, [TA MY
ZERRT JRELDOE SR ~OBITHARE S
TEY, TR Py Taxi 7w mgEsfln
EMER (Fv ) T, T/ HRELVOLNTFT~DOBIT
BHESNTNWD, £z, HIVIEELEESE I, Lo
HIV Yz 5720, LRI E 202 &L
F LUV, ]

it koo

M=

SN~

#5

7. RSO
IRHVEREIR, B, TR, DU NRICH T B %4
PEIHEE S0 TR,

6. NEE~DORE
INRERIZ IS B2 A OVE SIS L TRy,

7. MNESA~OEE
RHAKER, FrAa, LR, SO NRIcxd 2%
AR LW (18 mlAln o B k3 5 4l e
BRASZ2UN)
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242 ¥ R4 e
1.7 FIFERIZDS—

A Lo 8. mEEs 7. BEBY 8. mERY
3 AR OBELEGICET 2T —XIFRoNTWD, WBERE | BERGICLA2T—XIXROTWS, AAI 1,600 mg $ﬁ%@i&%bkrmi%¢éhfﬁ%f -
WH A OBECRERII R CTH 5, BERGRICIE, A | OHEHEG K OAFK] 800 mg | H 2 [l KB L O A R ORI TH 5, @g&+%m
R ROEWER (TRIER) OESR) IZONWTHaIcBlEts | IOV TRF LR, #EERDonznote, F ﬁﬂ@@ﬁ%(@%ﬁj@%ﬁ%) DWNTH57d ﬁ
1TV, BEE U SHERIEEZITH> 28, =L bY | 72, 1,800 mg OBFEHIFEG 8B o720, FHHEITRD S %%ﬁw,%EKWD—%%&%E%&%ﬁQ_&Oi
VEEUROT AR EVTMIEEITIC L D —EBRE SN | el ARYTHECROT /R ETIIEETICE Y —8
5, TAETFTIZENKPa YR Yy MIMEEA L O | BEEL5OHAITE, FHENRIFHLE GEEE»D | RESnd (TEpBgE)] <SEANCBT 2> o 3.
FEARB BN, MRENT XIIEEEENTIC LD BREITHE | ORBIMEORSE, LERMEZ & TERNE =4 2] OHEBR),
ATiEz2nEZzons, U7, BEG URRER E) 2ERT 5008
BWUITH D, MIEENTIC LD ARAREORREIIRHT
b5,
R Eor 9. WA FoERE - -
3 B DR EVET — 2 135 B TR, ARF % i
LA LN &,
WA Lo
i Eon 10. ZOMOEE 8. TOMOIEE 9. ZOMMDIER
B (1) T 7FhEN Py TFaxi 7 BEo~y 2%/ | 1 B0 Ml 50 o T v M, TRENT AT T | T /R E)N DV 7axFi 7w LD~y A% fAn
WS AJEPERRER (2 4R 12T, BRRHEICRIT S | T e 50 (MERE), 150 (FE), 300 (MERE) 1% 600 (#f) | 7=A3AEMRER (2 /) 2B\ T, ARHARICRIT
Z OfhoVE v ORHEFZEED 10 {5 THEIC TR ED SAEEIC % | mg/key/ B A #5 Lo RH QER) RARMEREBRAE ER | © hORFIREERD 16 15 CHEIZ MR E mEE
=3 LI oBEND D, L& 24, 300 TR 600 mg/ke/ B ¢ 58T/ SIHSH | ELLIZ L OWERDH D,
(2) MR &> 2 VTR E ) D T EEOBHKERELZ A | OEE (B LS 238N, ZibolEE
T HWERE OBHERE (GFR) ICKIETTa v Ay b | FFEBERNTHLEBZZDND, 8B, YUVABRAM
BERE LT, A AN — NI VT T AIEER e | BRI W TE, FAT7 7 7 ELORNAMEITRD
SN, ME7 VT F= iR RWERE S LT F =0T | bienoi,
U7 T AR 24 BERINRIM 2 LT F=0 7 VT 50 R
17T B RICTH AR K TR 28%IK T L7z, 7238, (e
FCEMEREZIE LIz 25, BT hoTz,
RS 1. AANCOWTHE, FBSEICRWCIRYIMERBR A E | (1) AFIOHHICY 72> ik, BEICH L TAANCE | 1. KAV, BiE, EWNMCE W TR R %2

ENDEMD, HAICY = TE, BEICH L TAAIC
BILTHEARDZ AN - BREOT —Z 5 & & NEF T
HDHEEE T ZICHAL, A7y —b Karkr b E
/5 &9, ERICEFTDZ L,

2. WAENCIR T 2 B RERBRIC OV T, R E
EMRNCHET D L & bIT, B TRESISHERRGE M O
FRNTAE R 2RI T2 2 &, Fiz, WMV CBIE RN
VEEHE  OREARFBRIC OV T b, #& THIECHICHRBR

LCHERDLENE - BEMEDT — X 25| & INEF
ThHhHZEEEIZHBL, £ 77— RKarvk
VENEEDHLD, EANCEFETLHI L,

(2) WESMT I THLE F i L F o B PRSI
ST i,ﬁ?%ﬁ%ﬁpﬁ%mﬁﬁﬁﬁﬁ%%%%
Hysz L,

(3) MEFEAMMAKR T2 oM, AL LTEN

FEhiPThHodZ b, ALY TE, BHEICHL
TARBNCE L CTHEARDEMME - B0 T — % 251 &
TWEFTH DL EEETHITHPIL, A7+ —A R
arky bEBLED, BERICEFETLHI L,

2. BWEIZ I T B BRI OV T, BRI
ZEMIICHRET D L & big, KTHRER _u&tﬁﬁﬁkrﬁﬁ
K OSRATHER AR 2 2 &, F7z, WMV THIE
St P S EE T DERRRERIC OV T, # T RERH
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R ORI R 2 4R T 2 2 &

3. HEAHMBKTT2E oM, FHlE LTENOA
BIEG x5 & U SOEITE R IR A 2 2 L, AR fE
MEREICHT D (BEE R, A - Lt (HAIGF
MDA - et i ate) KOEMHEENOT —~
%) ZE L TEMMICHmET D L L b, REDKRE
FFEARGERICHFEEIRER L LTRIET 2 2 &

DEFRGIEGIE R L Ll A L, A
O ERICHE T 20 (BEE R, A - Laeh
(AP R D HE - ZetEa&de,) ROFEMHL
TEHOT —2%) IR L CEMMICHET 2L LD
(2, WO R HEERFERHICHFEERMTERE L
TR Z L,

(CRRBRBR B O R 2 fR 2 2 &,

3. HEEHMAKT T ETOM, Bl LTEAND
SRGREG MR E LIRS RA % ik L, AFI O
FAERICET A 1E® (BEER, A0 - 248 (fha
OFARFOANE - Zoatkd &) ROSEWHAEIERO
T—AE) FIE L CEMMICHE TS L big, A
O R % BHFEPFHERICHFETRMERE LR
52k,

IS SCE O
TERAEA A

204+ FAERL (55 1 hR)

2013 4 1 AT (55 8 hj)

2013 4 1 AT (B 7 /)
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24 L RS EE
1.8. WA SCE (R)

1.8 FXE ()

DITER 112, IRSCE (R 2r Ll

1.8.1 $hee - MRRUVZDHRTEER
1.8.1.1 $hEE - IR (F)

[%heE - 2R ]
HIV-1 JE&YLE

1.8.1.2 BhEE - R DRERM

22V L RYELAEE (A ET I N (BVG) /2B 2&Z vk (COBID) /=AY v¥
vy (FTC) /7 /AREen vy 7uafxi 7=k (TDF)) OF M B (GS-US-236-0102
PR M Y GS-US-236-0103 3BR) DEGKRERT A > R OGEBRIIRIIZ >\ ClE, ICH E8 X TV E10
HA RTA K, £, AINER OZEMEOFHEIZ W TIL, FDA OHL L Fa A L 2D
FHMZ B4 % 74 &4 A (FDA Guidance for Industry: Antiretroviral Drugs Using Plasma HIV RNA
Measurements, Oct. 2002) (ZHEVY, +0 WS S VT2 RFE B 2 AW T3 Sz, s Ol
DXFGIT, L b a U A )V AFEIL X DIREDPRRERO HIV-1 EYWEBE THDL 2 &b, AH
U EL RUBLABEDORER TR B 2% AL S LT, HKOH HIV BT A RI A BT
FIENEHE CHERE STV D LU A & aRGE LTz, GS-US-236-0102 sBA TlX, Ny 7 AR—r & LT
R TR E I ES (NRTD) O FTC/TDF (VY A ARZYRGEE) &, ¥—FF v 7L LT
i R WiliE GRS ES (NNRTI) O 77 L2y (EFV) % 1 8ETICEES L7z Atripla® (EA
AKFE) ARTIRIR L LR E &z, GS-US-236-0103 #ABRTlX, Ny 7 AR—>2 & LT NRTI ®
FTC/TDF &, ¥—RZ v 27 &L TCU hFENL (RTV) TTZ—A ML rT 7 —EBHERE (P)
DT ZWFFEHEE (ATVA) ZAGDEE LY A URRREEE U CRE S,

ERE2 0% N AAHRBROBE A% 1 LU 2 1R LT,

#1 GS-US-236-0102 RERDIHE

Pl b o oA LV ABRIEIC K DIRIEDSARRER O HIV-1 JRYMERE 2 XIR L LT, &5 48
F = H M LT AT HIV-1 RNA 73 50 copies/mL Aiii & 72 - 72 i OFI G 2 51
WV, AZ U EL RUELAEEICOW T IRIK Atripla® & OIELMEE BGET 5.

I HIV-1 RNA 75 5,000 copies/mL BA_EDHT L b 1 7 o L ZFFIEIT & B IGFEA AR

R T ¥ A B> HIV-1 EYERE 255 & Lz, ¥ TNF I —IEIC X D8 I H - EEAL - &
B - SRR ILR - KAERE - FEHOFIR - AT
A K BV REE
Z 4 L R A$E (EVG/COBI/FTC/TDF 150/150/200/300 mg) QD &% + Atripla®™
BRI e Ot B E oD D77 & RELERT QD ZEE
JER & sAtripla Bf :

Atripla®3t BT QD 22l + 2 Z U eV RUBIA8ED 7T &R QD £%
B 5300 - 192 W (FEAZhIEREM T 48 )

Be 5B oW Rk MAEZLALE] - 707 B (A2 U BV REE : 353 B, Atripla B : 354 1))




Z 2 B RO A EE
1.8. e (%)

# 2 GS-US-236-0103 SRER DK E

PLL v U AV REIEIC LD IRIED KRR O HIV-1 YYERE xR E LT, #5 48
£ ®E H B TP A T HIV-1 RNA &% 50 copies/mL i & 72 o 724 & OB 2 1
VY, AZ Y EIL RUEEEEIZ OV T RIS ATV/r + FTC/TDF & OFEL LR+ 5,

M HIV-1 RNA 7258 5,000 copies/mL BA_EDHL L b~ 11 7 A JL RFFIEIT & B IGHEDAHR
BT 1 v SR> HIV-1 EYERE Z G & Lz, ¥ TNF I —IEIC X D8 M - EEA - &
B sk - ROERG - ER IR - WA TR R

2 XY B REE
Z &Y L R A SE (EVG/COBI/FTC/TDF 150/150/200/300 mg) + ATV/r + FTC/TDF
PRI K OVt B E oD D77 &R QD &%
MiER = *ATV/r + FTC/TDF ¥ :

ATV/t + FTC/TDF + 2% J E)L RUEAEED 7 5 &R QD &%
B 5 2 192 R (A 2RI 48 )

BHR Oy ERE L HEVEZAE] 0 715 6] (A2 ) Ev REE 357 6, ATV/r+FTC/TDF £f : 358 {31])

2 OOFE N FHRBOFEE, WTFNoORBRICHENTH 22 Y B R AEEITRHREE & IEHMET
HHZENREN, INLOBKRBEEICESX, 22U v RUERASEDIRE - 1R ()
Z THIV-1 J&YYE ] EfE LT,

1.8.1.3 $heE - R Z X T HERIRHARBIE
1.8.1.3.1 DA JLRZEHIFHER

FDA OFLL b v 7 A )V AIEDOFMIZBE T 2 A X A TiE, miEH HIV-1 RNA Ok RS
LLF OERI L2 H D EEFHBER & 32 Z E AR STV D, 2 DOF THHRBRIZEB W
T, AREDO EEFHIEH & L FDA & L 7= Snapshot f#HT 7 /v = U X A& AW CH5 48 1
# OIEFR HIV-1 RNA &% 50 copies/mL it T db > 7 BB L2 2 514l L, stIEEE & DIELPEIZS
WCHREL7Z, FRTORV LD E LT, AROZED 95%(EHEX[# (confidence interval : CI) @
TIR2-12%% FRIGRWEEICAZ Y eV REERHREE L IEBETH D L EFR LI-, 2T, &l
WEIREAN & L C FDA 23 % L 7= time to loss of virologic response (TLOVR) fEHTDO 7 /LT Y X L%
HONT T A NVARZHPHFIZ O W TRRET L, & 512 Missing = Failure (M =F) OHF{EIZTU A LA
S EyE St O

GS-US-236-0102 FABRICH\N T, 5 48 @ DI E HIV-1 RNA £723 50 copies/mL Ajifi T -
TIEBIDOERIT, A X U BV FREET 87.6%, Atripla # T 84.1%, AR DZ1T 3.6% (95% CI:—1.6%
~88%) TH Y, FANIHE LLIELMEOREEMA L2 &b, 24 ) L R AT
Atripla®lZxt LIELMETH D 2 EWRENTZ, ZDOMD 7 A L Z559%0 B ORIV AYEEARE B (230
T, AH U eV RUBEAEEE Atripla® 2k LIESETH 5 2 L SHEER S, FEAHGE H Ofighr
fER L O—EMN RIS, &5 96 B#% O MAEH HIV-1 RNA &3 50 copies/mL AJifi Tdb - 72 4iE
BIOHHRIL, AFZ U /L REET 84.2%, Atripla #£T 81.5%, AZNED 2L 2.7% (95% CI : —-2.9%
~83%) ThHV, #5 48 W% LEFEFEORERTH 72, T OMD 7 A )L 2 ZZHH R OB B R
HAILBWT S, 5 48 % L ARORER IR I,

BRMED FEFARE B ICBI1T D VA VA FZRIRIER L 7 A NV ZAFZRRIEER K EONREE 3
R LT,
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1.8. WA SCE (R)

&3 BEBEABRRCES 96 EED YA /NVAZRZE (GS-US-236-0102 AER)
5 48 Wk #5596 4
A& Y B REE Atripla £ A5 Y BV RRE Atripla £
(N =348) (N=352) (N =348) (N=352)
Snapshot fi#AT
7 A L A SRR

I3 HIV-1 RNA 573 50 copies/mL A3

305 (87.6%)

296 (84.1%)

293 (84.2%)

287 (81.5%)

FGRERZE

3.6% (95% CI=-1.6, 8.8)

2.7% (95% CI=-2.9, 8.3)

7 A L ARSI 25 (7.2%) 25 (7.1%) 22 (6.3%) 27 (7.7%)
Mm% HIV-1 RNA £7° 50 copies/mL P4 _E 13 (3.7%) 11 (3.1%) 4(1.1%) 7 (2.0%)
M2 K A IRBREER 5 Ik 4 (1.1%) 2 (0.6%) 6 (1.7%) 5 (1.4%)

- NI SHe N
;ﬁ%g%ﬁf;;ﬁéﬁiﬁiﬁi& ff(ﬁ” 8 (2.3%) 12 (3.4%) 12 (3.4%) 15 (4.3%)

A VR EH T — 2 KA 18 (5.2%) 31 (8.8%) 33 (9.5%) 38 (10.8%)
BEFRS I & 5 1Rk 5.0 1k 10 (2.9%) 19 (5.4%) 17 (4.9%) 22 (6.3%)
ZDOMOBRRIC K DIREIEE 51k + Ff&ll o 0 0 0
E M4 HIV-1 RNA #7350 copies/mL it 8 (2.3%) 1E1%) 16 (4.6%) 14@.0%)
T =2 KPS, 1RSI G I3k 0 1(0.3%) 0 2(0.6%)

TLOVR fi##r
7 A L R EHIRR )

MAEH HIV-1 RNA &7° 50 copies/mL A

299 (85.9%)

294 (83.5%)

276 (79.3%)

272 (77.3%)

FGREMZE

2.4% (95% CI= 2.9, 7.8)

2.1% (95% Cl1=-4.0, 8.2)

M = F fi##f

7 A b R L)
3% HIV-1 RNA £7% 50 copies/mL Ajii

309 (88.8%)

301 (85.5%)

300 (86.2%)

293 (83.2%)

LR

3.3% (95% CI=-1.6, 8.3)

3.0% (95% CI= 2.4, 8.3)

BeH-BAMAED B 85 96 I £ TOIMAEF HIV-1 RNA £2% 50 copies/mL Aiis T & - 7= HEBI D L D
i M=F) ZM 1IZRL7e, AU EARBEHZEWT, MmEH HIV-1 RNA #72° 50 copies/mL
K TH o TIEFI ORI, 5 16 H % T Atripla B & X THEICHE <, MHEF HIV-1 RNA
BOMTIX, Atripla BE & LR THONTH D Z BRI,

%0 * P k90
b - . T W e
. B cal o o
- b S
E ® b 2 0
3
g
Q 70 / 70
3 .
v ]
< © | &
F2 |
|
T |
> 50 | 50
I |
£ |
2 40- | 40
8 |
RN {
'g 20 [ 3 0
0 i
'8 I}
g 2 | F20
g
§ w 10
0 @ Lo
BL 4 8 12 1 k-] 40 48 80 72 84 %
Week
+  QUAD (n=)348 348 348 348 248 48 348 8 248 48 348 48
o ATR (n=): 352 352 352 352 352 a2 352 as2 352 a2 352 2

X 1

(GS-US-236-0102 3B%)

I #E HIV-1 RNA &3 50 copies/mL K T b o T2 AER] D LR DO HERS
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GS-US-236-0103 HERIZISUNT, #5- 48 % DI sEH HIV-1 RNA £73 50 copies/mL A T -
TIEBI D ERIE, A4 U BV REET 89.5%, ATV/r + FTC/TDF #£ T 87.0%, AR D 71E 2.7% (95%
Cl: 21%~7.5%) THY, FANCHE LIELMEOIEL M- L2 &0 h, A4 Y EL RO
A HEIL ATV/r + FTC/TDF (1% LIELETH D Z EWRENT=, 7B, TOMD 7 A Vv AZHh T
DEIRIFHHEEICB N TS, A& U EL RRAHEL ATV/r + FTC/TDF (2% LIELMETH 5 =
&SHERE S, FEREMIE B O R L o —BMAVR S, 5 96 i o M H HIV-1 RNA
B8 50 copies/mL Afii T - THIEBIOLERIT, A H U BV REET 83.3%, ATV/r + FTC/TDF £
82.3%, AL DFEIT 1.1% (95% CI: 4.5%~6.7%) TH VY, 5 48 1k L FEOER TH - 7=,
ZOMD T A N ALHEHROBIRIFTE B 128\ T, &5 48 1% & RO RN RSN,

AEIMED FEFHHE HIZBIT 5 U A VA PRI L 7 A )V ZAFHRBCE R N ONREE 4
R LT,

# 4 BEBBHBROES 96 EBD T AL RAZENE (GS-US-236-0103 3RER)

#5548 1% #1596 1%
(N=353) (N = 355) (N=353) (N = 355)
Snapshot fiE#T
T A b A EH L) o . . .
{4 HIV-1 RNA BE7S 50 copies/mL A 316 (89.5%) 309 (87.0%) 294 (83.3%) 292 (82.3%)
i e iiatibs 2.7% (95% Cl=-2.1,7.5) 1.1% (95% CI =—-4.5, 6.7)
A )b AR R 19 (5.4%) 18 (5.1%) 24 (6.8%) 26 (7.3%)
MR HIV-1 RNA 73 50 copies/mL LA | 7 (2.0%) 7 (2.0%) 7 (2.0%) 11 (3.1%)
NI K D IRBEE Gk 4 (1.1%) 0 4 (1.1%) 1 (0.3%)
Z OO K D IRBEEE G L + FAHl . o . )
FE MAEH HIV-1 RNA £2% 50 copies/mL LA |- 8 23%) 1G.1%) 133.7%) 143.9%)
U A VAT — 2 KRB 18 (5.1%) 28 (7.9%) 35 (9.9%) 37 (10.4%)
HERG I K D IR 5 1k 11 (3.1%) 18 (5.1%) 15 (4.2%) 21 (5.9%)
Z OO X HIRBRIEE G IE + HAHl ) . o o
FE MAEH HIV-1 RNA A% 50 copies/mL A< 7(2.0%) 2 2:5%) 17(4.8%) 16 (4.5%)
T =2 KPR, IRHIEOE G 13k 0 1(0.3%) 3 (0.8%) 0
TLOVR f#4r
T A LR R ) . . . .
L HIV-1 RNA BE7S 50 copies/mL Al 307 (87.0%) 303 (85.4%) 287 (81.3%) 275 (77.5%)
B 5REE A 1.8% (95% CI1=-3.3,6.9) 4.0% (95% CI=-2.0, 9.9)
M = F fiftt
T A b A EH L) o . ) .
{4 HIV-1 RNA BE7S 50 copies/mL A 323 (91.5%) 314 (88.5%) 306 (86.7%) 303 (85.4%)
B 5REEZE 3.2% (95% CI=-1.3,7.7) 1.4% (95% CI=-3.8, 6.5)

BeH-BMA D 5 85 96 1 £ TOIMBEF HIV-1 RNA £A% 50 copies/mL Afii5 T & - 7= HEBI D LD
#HH M=F) ZM 212”07, A&V EARBEZEWT, MmfEH HIV-1 RNA &7° 50 copies/mL
K Th o TIEBIOLLFIL, #5516 # B & T ATV/r + FTC/TDF B & LR THEICHE S, MmiE
HIV-1 RNA &K FIX ATV/r + FTC/TDF B & bR THCTH 5 2 & D3R é:mio
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X 2 M3 HIV-1 RNA 723 50 copies/mL i T & o IEH D LR D HER
(GS-US-236-0103 3XB%)

1.8.1.3.2 REFHIR

FDA OFLL b1 v A )V AIEOFMIZBIT DA X ATIE, CDABE T U v ERE D EIT A
MEDFIE B ICE D D& L ENTWD, AZ U e RYRAEED 2 SO M AHRBRICE N T
b, CD4GMET U v BB O GMEHTN O OE(E, BIRIFEHEEE O 1 >& L TR L7z,

GS-US-236-0102 FRERIZIBW T, HGBHAERTN DO CD4 BE T U > 7Bk O ¥ b &1L, #
5. 48 LK TlX, A4 U BV REET 230 cells/ul, Atripla #£ T 193 cells/ul TH Y, A X U /L
REED DA REICKRE Do T, £ G 96 WHEFFRIZH TS, A4 U BV REET 230 cells/uL,
Atripla # T 193 cells/uL TH Y, A X U BN FEOHFBFEICKE holz (R S) .

#5 BE A8 BB KU E 96 HE D CD4 BIET U U BB DE(LE (GS-US-236-0102 3RER)

24U BV REE Atripla ## &ﬁ‘gi:i]% =
(N =348) (N =352) val BED
PVAE (9504 1)
5 48 1% 230+ 167.3 193 + 154.0 0.002 37 (13, 61)
CD4 [GHE T U > EkE D
2t (cells/uL)
5 96 1% 278 £212.4 247 +188.3 0.046 30 (1, 60)
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GS-US-236-0103 RERIZ BT, HGBHAAERTN DO CD4 BE T U > Bk O 2 b &1L, #
5. 48 % IF AU TIE, A U EJL REET 202 cells/uL, ATV/r + FTC/TDF #£C 201 cells/uL TH Y,
MERICHEZITRBDO N R o7, £ E 96 HEBERFAIZBWTY, AX U EJLREET
242 cells/uL, ATV/r+FTC/TDF #£ T 240 cells/uL TH Y, WfEMICAEZITRD DR ho Tz (F
6) .

# 6 BE A8 BB KU E 96 HED CD4 BT U U BB DE(LE (GS-US-236-0103 3RER)

A2V e R FTIET/;/]/;FJFEi ?&“Eﬁf‘??\i
(N =353) - val AR D7
(N =355) PYVAE (9504 1)
P 5. 48 W% 202 + 165.5 201 + 156.6 0.99 0 (-23, 24)
CD4 [5G T U > Bk D
L& (cells/uL)
5. 96 1% 242 +169.7 240 + 180.5 1.00 0 (-25, 26)

1.8.1.3.3 5 Il fHRERRICH 1T 5 BRI fZ4T

2 DOH I AHRER (GS-US-236-0102 7R & O GS-US-236-0103 5Bk) 123851) 5 A 9MED E T
MEE CTH 5, &5 48 % OMAEH HIV-1 RNA &3 50 copies/mL Kiilli T - 7= EH D He R
L TR 21T > 72,

7 A VALY R D FEfEMT & L C FDA M3 EFE L 72 Snapshot f##T 7L =) X A% FVWC, ICH
M4E A RT A ATESE, Filn (40 mokim, /LA L), MR (BM/ te) KOARE (AN %
WLISN) ZRERIR & U CRE LTz, £70, H5-BMRTO MAEF HIV-1 RNA £ (100,000 copies/mL
UITF/#) KOWES-BIRERTO CD4 BPE T U o 23ER¥ (350 cells/ul LLF/#8) 12T b J@BifR
MrziT -7,

JERIEAT ORGSR, Fln, YR, AFE, & 5BAARTO MEET HIV-1 RNA 8 K& O 5-B46H10D CD4
BRtE T U o REREED TN END RN D 7 A )L ZA R R O O i HEE IR Y v Lk
ThHY, AZVEL NRHTMREE L i L, BRAIME R L, £/, 2Z VL RRE
FEIT BT 50 HIV-1 BYYE OB BRHEIC DD BT 7 A VAN R AR 2 L AR Sz
(1= 3),
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Overall |

236—0102
236—0103

Age (years)

< 40 236-0102
2360103

>= 40 236-0102
2360103

Sex |

Male 236—0102
236—0103

Female 236—0102
236-0103

Race

White 236—0102
236—-0103

Nonwhite 236—0102
236—0103

Baseline HIV—1 RNA Level (copies/mL)
<= 100,000 236—0102

236-0103

> 100,000 236—0102

236-0103

Baseline CD4 Cell Count (/uL) -

<= 350 236—0102
236-0103

> 350 236—0102
236-0103

X 3

[GEE D ERIFENT 2 5 5- 96 BRI DWW T BT o7, FDOFEE, FEin, PER, ANFE, B5-RHMARTD
MAEH HIV-1 RNA & & O 5-BHAERTD CDA EME T U U RO Z N ZE o Eilicis i b v A v
AR IR OED SR EMEI IR o fhEicH v, 2 Z U e REETIREE & [REED AR E %

wLTz (X 4),

< " BS0
236—

ears)
0103

Baseline HIV=1 RNA level (coj ‘mL)

<= m,uuu( ﬂ;éflw%

236—0103

Pooled

> 100,000 236—0102

236=0103

Pooled

Baseline CD4 cell count gu‘!.%
<= 350 236~

Pooled

> 350 236=0102

236=0103

Pooled

X 4
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5. 48 W DO M HIV-1 RNA &2 50 copies/mL i T & o 1= FE 5 0D J& B ARAT 5 52
(GS-US-236-0102 3Bk K (¥ GS-US-236-0103 3RBR)

50

5 96 % DT HIV-1 RNA £2° 50 copies/mL K T o 7= SEH D J& BIARAT RS 2
(GS-US-236-0102 B & ¥ GS-US-236-0103 FAHR)
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1.8.1.4 $hee - R () ICBHT H4ER
UL DR IC S X, 2% U B RSSO -2 (R) % [HIV-1 &Y &
RTE LT,

1.8.1.5 28 - HRICEET HERALDIEE1 (F)

TBIRRRBR D 720y HIV-1 JRYWERE IHE -T2 2 &, £72, HLHIV T X DIEERERO H 5 HIV-1
JEYYIEBE 16 LTI, AAER G X 5 H M O VST L TV Zeu,

1.8.1.5.1 #hie - DRICAHAET H2FEALDFE-1 () DORTEEH
24 B RPEASEEOS 1T FHEER  (GS-US-236-0102 Bk & T8 GS-US-236-0103 3Ek) 12350
TERGINZEEERICESERE LT,

1.8.1.6 28 - HRICEET HERALDIEE-2 (F)

AANC X DIRIFIZH T2 - TUE, ATRERGAICITEAIMERA GBIs IR & D \ T B ARNT)
EBREITH L,

1.8.1.6.1 38t - IRICEHAET HAERALDEIE-2 () OHRTEEH

HIV EHIMMHARE T A R T4 2B\, HIV YO F B WI  OVARRBGFEHC BV Tk
AR FREDOENEE LN E SN TWD, AFIORA KT ﬂ?éiﬁﬁ%ﬁ%wx
ZHT D HIV-1 [EYMERFICAKINE G IND Z E2RT 5720, KA L DIRFEICHT- > TlE
ATREZR G AT I RBN MR T (& T BURNT & D WX RBBURNT) 2 5B T 2 L ERE LT,

1.8.1.7 hee - MRICEHET SERALDEE-3 (F)

/N HIV I EGYEIC R U T, ARG X2\, ZRMEDSHENL L CTUen,

1.8.1.7.1 ie - HRICHAET HFEALDEE-3 () DETEEH
ﬂiﬁﬁiﬁiim, *ﬁﬁi/h, /L, j] E[EX id‘/u%)‘j‘%(‘i Lfiﬁi%%%ﬁ@ Lfb\fcﬁb\: CE 75‘%%&%
L7z,

182 A% - AERUVZDOREEH
1821 Hix - HE ()

[FiE - AE]

W, A IE 18 (2T 770 ELTI50mg, 2B AHX » hE LT I150mg, T4
U HELELT200mg KT /AREL VY Fuxi T < /Uit e LT300mg 2 &64H) %
1 B 1 EEEPUIRERICEARLT D,

10
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1.8.22EVG OR% - AE
1.8.221RTV L DHAIZEL S EVG DI 1 ILRA{ER

HIV-1 EYIEIZ3ET 2 EVG O A WV AER Z R T 5728, i hr oA LV AEIEIZ L D18
FERRER 2 [, RERBIAARFICHIL b o A L RAEEREIT STV e HIV-1 JEE B35 % %t
B L U758 U A BR (GS-US-183-0101 5Bk) %, TreoMfEICCTEmBLE (£ 7).

EVG I35 h 7 1 A P450 (CYP) 3A IC X W RRE@f &N D72, CYP3A OFAEEHEZHAT 5 RTV
EOFHT 52 LT EVG OROBEZLDODNSAFTT XA YT 4 OKREREEME, BFors )
TIUADIKRTICE Y, 2HBREE (AUC) & b7 7IRE (Cu) MHEINT 5 Z EnHIfFINT,
Z D= OAER T, EVG 200~800 mg BID £} (Y EVG 800 mg QD #EIZHN %, RTV Z0FH L7
EVG (EVG/r) 50/100 mg QD FEMFRE Shiz,

# 7 GS-US-183-0101 3B DAEE

E = B W EVG Oz, BEMEROPLY A NV ATEEZRETT 5,

L b oAV APREIC X DIERRBROAEE DT, REBREIBIFICH LY e v AL
BT A ARFEDFEIT ST 72V HIV-1 [EYERE x5 L Uiz, B VIR - \iEAL - &
B - POC » ZFR 2k — b - HERR - KERE - 77 AR

B R O RRHED | A : EVG 200 mg BID, B : 400 mg BID, C : 800 mg BID, D : 800 mg QD,
FER & E : EVG/r 50/100 mg QD, #5-#if : 10 HRE, 524107 &%

LAV GAE - BREEVG 6 B, 7T &R 24

BEGRDBEREI | e vt - 48 1, 43501 - 40 B, 571 - 40 6

ARBROFER, 77 v RBELE L, 33To EVG # CIiLEF HIV-1 RNA &8 EI2HD L
7. FFIZ EVG 400 mg BID #f, EVG 800 mg BID #f & () EVG/r 50/100 mg QD #£ Ti, M HIV-1
RNA DD EIEIL 1.94, 1.91 KT 1.99 logyy copies/mL T o7z, AL O G-HEM TIHLiE
HHIV-1 RNA EOB/DICH B ZITFRD Sy~ 7228, EVG/ 50/100 mg QD #£i%, EVG 400 mg
BID #£d 5% EVG 800 mg BID #f & it L TEFIREBICHE W TREWVIRE R (AUCq, X O Cuy)
N (& 8),

ZOXEITRIV 2T D2 LKV, EVG O IMHE B R IEH IR R & Frec IR 95
ZLEMAREE 22D, 1 B 1 EH G- TR BT Y A L AER DR S 47z,

ZORERN G, LIEDOBRBIZEVGr © 1 H 1 [ERGE2ERL A& L, UBEORBEEIT o7,

11
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#& 8 EVG DIEMEIE T XA —%F (GS-US-183-0101 FHER)
EVG 200 mg EVG 400 mg EVG 800 mg EVG800mg | EVG/r 50/100 mg
BID (N = 6) BID (N = 6) QD (N = 6) BID (N = 6) QD (N =6)

1954.65 2335.30 5512.87 3566.35 8843.50
AU i) (46.35) (54.52) (53.59) (36.83) (25.46)
C.. (agml) 479.03 606.87 939.92 835.53 744.65
max (42.58) (77.58) (54.31) (48.20) (20.40)
Con (ag/ml) 30.73 48.68 13.62 47.98 135.00
(0B (39.98) (64.84) (68.64) (32.65) (36.55)

() HBRF A= DFHE

(ZEWR¥) ZmLic,

1.8.2.2.2 EVG O AEXRTHER
EVG O HAEZBETT 272012, WELTZHL ba v A L ZEIC X D15 2 £l o HIV-1 &

JUERE R L L,

511 FHFRBR (GS-US-183-0105 3ABR) 23320 X7z, FRolZilBR O3 4 R

L7z (% 9),
# 9  GS-US-183-0105 HEBRDOHEE
HIV-1 BEYERBFIZSWT, igxt 7 a7 7 — B %3 (comparator protease
* = H B inhibitor : CPI) \Z%f9° % EVG OILM% ERIEOH L ha v A LRI E OFFH THh
%,
TELIEPIL ha U A NV ARIEIC X 21882 M O HIV-1 BYYERE Z2xtg L Lz,
REBT VA WM - EMEA(L - R (EVG OBE 5t - ZHk3tR - HERE - £
SRR - SEATRE M AR
WRBREEN Ot IREE D | A : CPI/r, B : EVG/r20/100 mg QD, C : EVG/r 50/100 mg QD,
FHYE A & D : EVG/r 125/100 mg QD, #&5-#ifH : 48 @M, &EZ 1 I 7 8%
L AN e 7/ 4o = . . . .
B O BRVERENTRIGAER] - A 6341, B: 7141, C: 7141, D: 734l

MAEZLE - 297 B, #56] : 278 ], FETH : 211 f

AABROFEHINX, EVGr 23 3O = (EVG/r 20/100 mg, 50/100 mg X% 125/100 mg)
T RTIZEWT, RTV T — R b L7zt 7 1 7 7 —EHESE (ritonavir-boosted comparator
protease inhibitor : CPI/r) IZXf L C, FFEHMETH LB EHIT 52 & ThoTz,

i HIV-1 RNA 7% 1000 copies/mL LA T, 715 7 — P L EEK 6 5 i En A R %

DYial b1 o875

HIV-1 BYYERE x5 & LT, bib ha A )V AFEIC K 5 RS

% (optimized background therapy : OBT) & OOFH F CIEERIED & G- 21T -7, %4, OBT (ZDOW
Ti&, PI3LE NNRTI 28 £ 7220 2 AILL L THERL T2 L BUE L7272, OBT (I NRTI DA, 65
VMENRTI & T-20 (enfuvirtide) DHFHDOWTINTH T2,

5 8 AR DOT
DERENEZZT, 1R

— 2 ZFHili L7 N T — 2 =2 ) o VBRI G LT OIRBR SN
BRIEMFTEIE N L L ST,

12
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« EVG/r20/100 mg BED 7 A LAV Ry REPRE WD, KEGREOR G 21k Lz, A&b
BEDOREFNZ DWW TIXBASEZ TV, FEER T CEVG/r 125/100 mg & #EfF D OBT & OfFAIZ
Yl Bz Hiiz, EVG/r 50/100 mg £ &% O EVG/r 125/100 mg #E D B MRMHEITHERE X7z,

« EVG/r 50/100 mg # &% O EVG/r 125/100 mg # CliX, # /L7 E/L (DRV) XiZ tipranavir (TPV)
EDOHFHAZFREE LTz, Z DS, RTV OHELEHEIZ DWW TIE, DRV OFA1E 100mg 1 H 2
[El, TPV O%E15200mg 1 H 2 [Al& L7z, 723 EVG/r20/100 mg 2> 5 EVG/r 125/100 mg ¢ 5-
[ZHI 0 Bz S IEFNC R LT, DRV XX TPV L OO ZATREE LT,

AR T A HERIEO EEFME H L, MAEF HIV-1 RNA E2OX—2 T 4 b #E 24 1
H & CORBIIMENEE O (DAVGy) Th o7, ITT ETISERIL, EEAL S, 1B5EK
DOFE NV LY 1R Tz 278 il & LT,

# 102 AEF HIV-1 RNA BEOR—2 T 4 U 6851608, 2
oLz,

ITT TR SGERIC BN T, ERROFKRERIZEIT 5 EVG/r 50/100 mg £ & EVG/r 125/100 mg #f
® DAVG %, CPUr BEIZKT LTI fi#ﬁ?/émuéﬂ“bho & 512 EVG/r 125/100 mg #EIC BT 5% 5- 16
I B KON 24 3 H O DAVG (%, CPIr BEICK L CHEZENRD bz,

INLOFEFR XY, RTV HHH T CTO EVG OFE#H EIX 125 mg & I7E L7z,

B M ON48 1 H £ TD DAVG

£ 10 DAVG OZEAL (GS-US-183-0105 FRER)

DAVG CPI/r EVG/r 50/100 mg EVG/r 125/100 mg
(logyo copies/mL) (N=163) (N=71) N=173)
5 16 H £ T?D DAVG (DAVG,)
SEH)E £S.D. -1.15+1.21 -1.51+1.07 -1.68+1.17
CPI/r b P fE - 0.096 0.008
CPIr & D7 (95% CI) -0.30 (—0.66, 0.05) —0.48 (—0.83,-0.13)
#5243 H £ T?D DAVG (DAVG,,)
SEH)E £S.D. -1.19+1.17 -1.44+1.07 ~1.66 +1.20
CPI/r bi P fE - 0.29 0.021
CPIir & D7 (95% CI) -0.19 (—0.54, 0.17) -0.42 (—0.77, —0.06)
5 48 i H £ TD DAVG (DAVGys)
SEH)E £ S.D. -132+1.12 -1.45+1.03 -1.68+1.21
CPI/r bi P fE - 0.65 0.084
CPIir & D7 (95% CI) —0.08 (—0.44, 0.27) —0.31 (-0.67, 0.04)

13
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1.8.22.3 EVG L DHAKIZH T2 RTV DAEFER

EVG #7—A M 5B2D RTV OHEZRIET D720, fEFERAGERFE 2 %15 & LT, RTV 20,
50, 100 & U200 mg Z EVG 125 mg & fFH 579 535 (GS-US-183-0113 #klk) % %k L7-, K
BROMEZFR 11 1R LT,

# 11 GS-US-183-0113 RER DI E

RTV 20, 50, 100 } O} 200 mg QD ¥ 5-K¢12 511 5 EVG DO IEMENHE~D FE K N CYP3A

£ BB W e (450 MDZ) BHOCHE LI CYP3A M~ 5 a5
T I L % — B AL B - E i - 2 BER ] =
B o gaéﬁk)\%&’%%%ﬂ%&& U, % 1H - BRI - FEH - W i - 2 P G
I A : EVG/r 12520 mg QD — C : EVG/r 125/100 mg QD
%ﬁ?ﬁ%ﬂ%ﬁmﬂiﬂﬁﬁﬂ) B : EVG/r 125/50 mg QD — D : EVG/r 125/200 mg QD

1, 11, 21 HEIZ MDZ 1 mg & §lRNE S, BeGHIR : 10 B

» VAT RIS ER - A 1261, B: 1241, C: 1140, D: 11 4], MDZ : 24 {5
BGRIDBEREE | e ppeon v - 24 1, 274 - 21

ARBOFER, EVG D7 VT 7 A%, RTV 20 mg #%5-8f & b L CRTV 50 mg, 100 mg &
200 mg % 5 TEAVEA 38%, 52%M Y 52%MK F L72, RTV 200 mg £ 5-R¢121% 100 mg $¢5-
B & HE T EVG OB ENBE I Loy » 7= 2 £ 225, RTV 100 mg T EVG OBEE R
T DRRKOT — A MARBELND Z LR SN (R 12), MATIF¥Y F 25 (MDZ) O
77T Z AL, RTV Z0FH L7e WA & bl LT RTV 20 mg, 50 mg, 100 mg & OY 200 mg % 5-
RECENEI 66%, 80%, 83%M N 2%IK T L7=Z &b, RTVIZL DM CYP3A BHEIL 50 mg
L 100 mg DG EOM TRARE D Z EPRBI NI,

DT EMNDL,EVG % RTV T —A M5B80 RTV #5813 100 mg S#@UI TH D L5 2 7=,

#£ 12 EVG OEPYEEE/ T A —F (GS-US-183-0113 3 ER)

EVG/r 125/20 mg EVG/r 125/50 mg EVG/r 125/100mg | EVG/r 125/200 mg
(N=11) (N =10) (N=11) (N =10)
Crax (ng/mL) 1369.9 (43.0) 1558.2 (36.4) 1830.1 (19.9) 2032.1 (37.4)
AUC,, (ngshr/mL) 10,204.5 (36.4) 15,793.0 (24.5) 20,235.9 (24.6) 20,544.0 (24.2)
Cuw (ng/mL) 60.9 (85.6) 250.8 (27.7) 380.2 (39.9) 410.1 (26.0)
CL/F (mL/hr) 14,155.1 (43.7) 8407.9 (27.7) 6488.9 (22.0) 6468.9 (28.5)

() #1372 =2 OWEE (EERK) 2R,

1.8.2.2.4 BFOERENA AT RAZE ) T4 K

55 N AHRABR CREM 3% EVG R R AT, i bib&E Iz md €, 5 AR TR
o QM7 & Feai (b AN B ATz, & OFER, FrifiE DR Z 5 F T 2807 O RFID e STz,
Z T, B UARRBRTHW A (IRRA) & Eai b3 X 67z 55 I FRRER 32 RA1 (G
BIF) % TR ASA A7 XA Z 2 7 ¢ 3Bk (GS-US-183-0140 #BR) % 5 L7= (£ 13),
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# 13 GS-US-183-0140 KB OE

T B2 B OB BB DFARI I ASA T _A T Y T 4 ZREFT 5,

B v TR AR E 2t G & Uiz, W 1A - IERAL - FEEM - H—lEa% - KEHRS -2 ¢

o Bl 7 b 24— " —3Bh
BB O REE D | A ¢ IHEUH] EVG/r 125/100 mg QD, B : #8i#1 EVG/r 150/100 mg QD,

FVER & 58 - 20 HEE
y LR EVERRAT R REER] - A 25 651, B : 26 {5
BETRIDTIRATC | e v - 26 1, 5271 < 24 B

AR CTlE, EVG #HHFI L RTV 0 (EVG/r 150/100 mg) (Z31) 5 & #IREE T O IMEh e &

EVG [H##] & RTV OfH (EVG/r 125/100 mg)
FHEZE ORI, 90% CI 2 80~125%D#ilH &

-

B L EFRETORYEEZ L LTz, W
RE LTl 40 L7 R, # 141000

72eB0, 2BBNEYFHICRETH D Z EDRHERI N,
TDZEND, BKIIC EVG OEE A EIE 150 mg & E LTz,

# 14

EVG OEMENEENT A —F (GS-US-183-0140 RER)

defiie/ N —FEYIE (%)
(90% CI)

[HEA] (N =24)
EVG/r 125/100 mg

BridA (N =24)
EVG/r 150/100 mg

AUC, (ngehr/mL)

20584.8 (35.7) 22120.7 (32.3) 108.7 (102.6, 115.2)

Chax (ng/mL)

2033.3 (39.3) 2126.3 (37.6) 105.4 (98.8, 112.3)

Cuu (ng/mL)

407.7 (51.1) 439.9 (47.8) 110.1 (99.0, 122.6)

() H/XF7 A =2 OFHfE

(R ZmLic,

1.8.2.3 COBI MAL - AE
1.8.2.3.1 COBI M A ERER#L

B R AWRBRE Z %4 & L C COBI D3R ENTE,
EVERZBRHD, etk OREEE BT 53k (GS-US-216-0101

WA 151R LT,

5 (MDZ #3E & L CHWT CYP3A BH
HER) 2EMLT7-, RO

# 15 GS-US-216-0101 B O E
T omop M COBI @ f i Hi[E & O AE#R 1 ¢ G- RE O M R OB RMEZ MG %, COBI OHL
[ 5 RE D PK K OVEHIREED PK KOV PD (CYP3A BHE) ZMid 2.
T TEFERL IR et G & LT TR - ME(EAL - ZHEM - 77 2R KOS -
o H—JgR - Bl - g H G &R E R
Fak—bNT, 4:1: LITEESICEN 7,
e a7 — k1 (COBI50mg, RTV 100 mg XIIxf)sd 577 4R) HEl—14 HEKHE
0 S o AR .
%&ﬁﬁ%ﬁﬂﬁéﬁm 24— k2 (COBI 100 mg, RTV 100 mg, XIIxti&d 577 2R) HE—14 HHEKE
- Z17k— b 3 (COBI200 mg, RTV 100mg, XIIxH&Ed 27 7ER) 14 HRKE
MDZ 5 mg % & HE#5-0OhiiH, KEEG O A R OEK B ISR D&
HEAE 2B 2 60 B, SETHI : 48 B
e 53l D BRE L WEVEA LS,/ 52 T ] : COBI 200 mg : 15/11 #], COBI 100 mg : 15/9 %4, COBI 50 mg :
12/12 5, RTV 100 mg : 9/8 fil, 7*Z &R : 9/8 4
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24 L RS EE
1.8. WA SCE (R)

AR OAES, COBI 50 mg, 100 mg, 200 mg & TN RTV 100 mg TiX, MDZ O &NFDO 7 V7T
7 Vv AlL, MDZ HAEEREL D &2 88%, 93%, 95%K& TN 96%(K T L, MDZ @ BT D
70T 7 ADOME, COBI 100 mg TIXRTV 100 mg LY 3227228555 <, COBI 200 mg
TIX RTV 100 mg & [RIFREE & 72> 72, Z4Z)E LT MDZ @ AUC (% COBI 50 mg, 100 mg, 200 mg
JCOVRTV 100 mg TEALEIL MDZ HAIR 58D 8 £, 12 %, 12fEK 13 5L 72o72 (F 16),

ZDZ L) COBI D CYP3A BHEMEMIE 100 mg THRAEAMITE TEL TS Z LAURER S
iz,

# 16 MDZ OEMERE/RT A —F (GS-US-216-0101 #REx)
v MDZ + MDZ + MDZ + MDZ +
|
MDZ iﬁj COBIS0mg | COBI100mg | COBI200mg | RTV 100 mg
(N=60) (N=12) (N=11) (N=12) (N=9)
Chnax (ng/mL) 14.5 (28.5) 45.3 (26.6) 55.0 (17.5) 56.0 (20.7) 58.5(16.4)
AUC, (ngehr/mL) 58.0 (29.2) 493.2 (34.1) 665.3 (17.8) 690.1 (16.2) 729.4 (22.9)
AUC,¢ (ngehr/mL) 64.1 (33.3) 626.0 (49.9) 855.7 (18.2) 1219.6 (26.6)" 1526.3 (42.8)
T,y () 1.00 1.75 4.00 2.25 3.00
max (1.00, 2.00) (1.27,3.75) (2.50, 4.52) (1.75, 4.25) (2.00, 4.00)
Ty () 5.23 8.89 11.23 19.35 25.79
1”2 (3.85, 6.89) (6.35, 10.89) (824,12.92) | (11.34,2822)° | (16.37,35.10)
CL/F (mL/hr) 87336.1 (35.4) | 9660.6 (41.8) 6019.8 (17.9) | 4351.4(243)° | 3935.5 (45.4)

(F) BT A—2OFHE (EBRE) 2R L7, L Taa KO T, 07 — &3 RE (5 1,73 Worhn) 25 L,

a) N=11

COBI OEHMABEAZIET L7290, BAsEx AW B (GS-US-236-0101 #ER) 2 FEhi L7~ (&

17), A#BRTIX, EVG 150 mg, FTC 200 mg & O TDF 300 mg & &% [EE L, COBI 100 mg &
HNNX 150 mg O EZE G 2 FEORARAZMEH L7, 2 b OEER & EVG/r 150/100 mg %
Fe 5. L7=B D EVG BEBZE RO I X > T COBI O E i &4 Mt L7z,

# 17 GS-US-236-0101 REX D E
: moH M EVG/r OB % 5. K OV FTC/TDF OB G5 & OH#RIC L v, BlAsEs LTG5 L7z
® EVG, FTC KL ONTFV (F /R EV) ORHINA T XA S0 F 4 a1 5,
B MR AR E x5 & L2 1A - |EA L - FEEM - sk - KEHRE -2 &5
e NERE - 4 7E - 4 BV 0 A F—N—T X 75 ¢ 7T A LR
A : EVG/r 150/100 mg QD
. B : EVG/COBI/FTC/TDF 150/100/200/300 mg QD
[P iz S BE\
*&Sﬁﬁ%%ﬁ;%@ C : FTC/TDF 200/300 mg QD
- D : EVG/COBI/FTC/TDF 150/150/200/300 mg QD
BEHIM A adk— 10 BRINE
" FLA AN 52T Bl : 44/42 f5
BB OBEEL RN IR : A 44 51, B: 445, C: 434, D : 43 #i
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22 ¥l RUELABE

IR A PE ES)

AREROFER, COBI 100 mg #&H T HEAHETIE, EVG/r 150/100 mg & Lb# L C, EVG ®
Conax XY AUC 1T A1 TH o 7273, Co 13 40% 1Ko 72, COBI 150 mg % 5 A3 HELA§E T,
EVG/r 150/100 mg & Fft LT, EVG @ Cog [X[ASETH 572723, AUCy, I3 TE <, +4372 EVG

N7 7RE (Cu) &85 2 EMHNKE (3 18),
DT kb, COBIDEMEMHEL 150 mg & E LT,

# 18 EVG, COBI, FTC, TFV KO RTV OEYEFERT A —~& (GS-US-236-0101 7RER)
Ficd &5 5 b s il fe/ N FEIIE (%)
(N =42) (N =42) (90%CI)

EVG EVG/FTC/TDF/COBI 100 mg EVG/r -

AUC,, (ngehr/mL) 21102.1 (25.4) 22514.3 (23.4) 93.4 (89.3, 97.8)

Cpnax (ng/mL) 2246.6 (26.3) 2498.0 (32.1) 91.8 (86.4, 97.5)

Cau (ng/mL) 282.3 (60.4) 408.5 (40.5) 63.2 (56.6, 70.7)
EVG EVG/FTC/TDF/COBI 150 mg EVG/r —

AUCy, (ngshr/mL) 26986.9 (29.4) 22514.3 (23.4) 117.7 (110.1, 125.9)

Cinax (ng/mL) 2660.5 (27.6) 2498.0 (32.1) 108.1 (100.3, 116.4)

Cau (ng/mL) 489.8 (52.9) 408.5 (40.5) 109.9 (95.3, 126.7)
COBI EVG/FTC/TDF/COBI 150 mg | EVG/FTC/TDF/COBI 100 mg —

AUCy, (ngshr/mL) 10405.0 (35.2) 5153.5 (31.7) 195.4 (177.1, 215.6)

Cnax (ng/mL) 1566.1 (29.7) 855.4 (27.6) 179.4 (165.0, 195.2)

Cau (ng/mL) 227 (107.2) 7.6 (124.4) 234.5 (210.6, 261.2)
FTC EVG/FTC/TDF/COBI 150 mg FTC/TDF -

AUC,, (ngehr/mL) 11526.9 (19.4) 9326.7 (22.1) 126.8 (114.5, 140.4)

Cpnax (ng/mL) 1858.9 (22.5) 1603.5 (26.1) 121.0 (107.1, 136.7)

Cau (ng/mL) 100.5 (26.8) 80.1 (25.9) 126.3 (117.6, 135.8)
TFV EVG/FTC/TDF/COBI 150 mg FTC/TDF —

AUCy, (ngshr/mL) 3011.8 (20.4) 2552.6 (22.6) 118.0 (114.1, 122.1)

Cinax (ng/mL) 331.5 (28.9) 251.8 (24.9) 130.0 (122.2, 138.3)

Cau (ng/mL) 64.7 (26.0) 52.0 (25.4) 123.7 (119.0, 128.6)
RTV - EVG/r —

AUCy, (ngehr/mL) — 5746.5 (38.4) -

Cnax (ng/mL) - 1033.1 (47.8) -

Cia (ng/mL) — 37.6 (52.2) —

(1F) HATA—2OFHME (EBRE) 2R,

1824 XA EIL FCRRE&EODRE - A
18241 R4 EJ R REEDEES

22 Y L RUBLEEEIC OV T, Bk L7z EVG &Y COBI O i i &

(EVG : 150 mg, COBI :

150 mg) &, BEARRIETH 5 FTC KO TDF OA&GEHE (FTC : 200 mg, TDF : 300 mg) % f\»
T, £ EH EVG/COBI/FTC/TDF % 150/150/200/300 mg &4 5 HHK| & L7z,
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Z 2 B RO A EE
1.8. I E ()

1.8.242 BEDFEIZHT 515t
22 e RORA R GHEOBREORELRIT 5120, mhnl — SIEHETEe %
IR AR 23 59 5388k (GS-US-236-0105 #BR) # Fhi L 7=, REBROME LR 19 127 LT,

#F 19  GS-US-236-0105 RBOBE

L omoB M 2%V L RYELAEEE L TG Lo EVG, FTC, TFV %O COBI @ PK IZ%9 %
BE (FEhel— /BEHEIRE) OBERFTT 5,

KBRS o TEHERR AR E 2B & U2 THE - B1EAL - JESR - Bk - Bk G - 6 &5

i NEFs « 3 P 58f - 3 #1271 A4 —3— « PK 2B

o Z &Y e REEASE (EVG/COBI/FTC/TDF 150/150/200/300 mg) %, ZEfERE (A), #%
Bk SRicE - -0 ,
w%%§§£é£@ EHRE B), WY — WIRAERE (©) (5T 5,
e 5 AR - HER
" FEAATBIE 52T BIEKL - 24/24 15
BETRIDPIBRATC | o bttt G2 A 2 24 (i, B : 24, C : 24 fi

24 Y EIL RURLASEZ ZE I, BAERE UTE A v Y — EE AR RIS LA
® EVG, COBI, FTC KU TFV OIEMENRENNT A —F a3 20 TR LT,

EVG OWEFERIE, ZEMERER G & ik U<, BEBIREICK G L7c8E, AUCk 1 34%, Coa
X 22%HIL, @A e ) — /@RI S L7238, AUC 13 87%, Cuax 1 56%3800 L
77

COBI O &I, ZEERHRE L REBRGK G CR%E Tho7T, —F, mun ) —/&El
BEIZICES LG E, ZZHEREG L i L C AUCie 1T 17%, Coa 1E 24%0800 L7,

FTC OIS &I, BABIE LRI v ) — /SEMEERZICEE LTESGE 0T ik ny
Th, ZEEREE LR%ETH T,

TFV OIRFEREIT, BEBIEICEE LI2GE, IR G & i LT AUCxh 1 24%, Coax 1
20%IN L7z, —J7, @A m U — /@R BRI RS L2 s 6, 2EERR G & Hi LT AUC,y
1 23%H ML, Chuu ZFRIFRETH T,

EVG OFLY A NVATEMIZ N7 7IRE LFHBER SV, i A VAER 2Rt S 5 72 9OIZIX EVG
DT 7ML —EDOEVEREICHERT S ENEETHDH, AX U L AR ARG T
HZET, ZERERGICHANTEVG OFmOVIBERN/GOND Z 8D, A4 U EL REEAHEIC
DWTIE RS G BHELE ST,
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24 L RS EE
1.8. WA SCE (R)

# 20

EVG, COBI, FTC X' TFV O¥EYENER/XT X —F I (GS-US-236-0105 3A5R)

BHEEMN N=24) |

Conax (%) |

AUC;y¢ (%)

AUClast (%)

EVG

A vs. Z2fE

121.91 (107.98, 137.63)

134.28 (119.17, 151.30)

136.42 (120.97, 153.83)

mhul—/EER vs. 2288

156.29 (138.44, 176.45)

186.55 (165.56, 210.20)

191.20 (169.56, 215.61)

A ) —/EEE vs. BRA

128.21 (113.56, 144.74)

138.93 (123.29, 156.54)

140.16 (124.29, 158.05)

COBI

A vs. 22f8

103.52 (93.64, 114.44)

102.67 (89.87, 117.29)

102.70 (89.64, 117.66)

mh e ) — EENIR vs. 220

75.66 (68.44, 83.64)

82.85 (72.52, 94.65)

82.40 (71.92, 94.40)

mh e —EIER vs. BR

73.09 (66.12, 80.80)

80.70 (70.64, 92.19)

80.23 (70.03, 91.92)

FTC

R vs. ZEfE

95.39 (86.46, 105.24)

95.30 (91.23, 99.56)

94.33 (90.28, 98.56)

mh e —/EER vs. 22

96.23 (87.22, 106.16)

95.68 (91.58, 99.95)

95.56 (91.45, 99.85)

Emhul)—/EEHE vs. R

100.88 (91.44, 111.29)

100.39 (96.10, 104.88)

101.30 (96.95, 105.85)

TFV

A vs. Z2fE

120.02 (103.76, 138.84)

123.50 (117.50, 129.81)

125.14 (119.16, 131.42)

mhul—/EER vs. ZEiE

103.39 (89.38, 119.60)

123.07 (117.08, 129.36)

125.07 (119.09, 131.35)

A ) —/EEE vs. BRA

86.14 (74.47, 99.65)

99.65 (94.80, 104.74)

99.94 (95.16, 104.95)

(1F) BT A =2 ORME/N"FFHME (90% CD 2L,

18243 R4 1) EJL KB & DIRETIAER

Z 2 ) L RUELEEEE -V EERBR L LT, 2 0% I HH

R (GS-US-236-0102 3Bk KL O

GS-US-236-0103 #kBR) 2 FEhE S iz, 26 OB EIC >V T, 11.8.1 ZhEE « MR KL OZF D

BOEPLH | (ZRCH LT,

HIMEIZOW Y, FEFBEE & LT FDA 2 7EF% L7 Snapshot fifAT 7 /L3 U X A% W,

5. 48 % O I ffEH HIV-1 RNA #73 50 copies/mL Kiili T - 7 EFI DR A FHM L, XFRRRE L
DIFLMEIZHOWTHEE L=, ZOFEE, 2 £ U L RUEA881% Atripla® &% OY ATV/r + FTC/TDF (2
KLTHAEMETHL Z LR nT, £, &5 96 %O MAEH HIV-1 RNA &7% 50 copies/mL
KT > THIEBDEERIZHONT S, FREORENE DN,

ZEMIZONTIE, &5 96 HEORER TAKZ Y BV REEE XL O TREREWITR L,
WTIOEGRETY RGFREFEEL R L (& 21,

£ 21 AEEZROMEE (GS-US-236-0102 3B K% X GS-US-236-0103 FR5R)
24 v REE Atripla F¥ ATV/r + FTC/TDF #
(N=701) (N =352) (N =355)

AEFS 673 (96.0%) 342 (97.2%) 343 (96.6%)

Grade 2 LI LA EHS 456 (65.0%) 224 (63.6%) 251 (70.7%)

Grade 3 DL EOAFEHSL 116 (16.5%) 51 (14.5%) 61 (17.2%)
BITEH 330 (47.1%) 239 (67.9%) 212 (59.7%)

Grade 2 LI _EgEIER 97 (13.8%) 98 (27.8%) 75 (21.1%)

Grade 3 UL EOEIVEH 21 (3.0%) 17 (4.8%) 13 (3.7%)
EELAEER 90 (12.8%) 33 (9.4%) 50 (14.1%)
HERENEM 5(0.7%) 7 (2.0%) 2 (0.6%)
B G IEICE > A EHES 32 (4.6%) 24 (6.8%) 21 (5.9%)
FET- 1(0.1%) 2 (0.6%) 3 (0.8%)

() Grade % GSI Grading Scale for Severity of Adverse Events and Laboratory Abnormalities % i\ CH]E,
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Z 2 B RO A EE
1.8. e (%)

1.8.25 % - AE () ICET &

LU EOERFABRRARIC IS &, 24 U L RSO - AR () % [W@HE, AT
Bl 18 (ZAVETZ7ZENLELT150mg, 2BV AX vy FELT150mg, =A R HE L&
LT200mg BTV ARENL OV FaFxi 7@l LT300mg #84) # 1 H 1 [E&H
HXIREZICROEET 5,1 ERE LT,

1.8.2.6 A% - AEICEEY SHERALDEE ()
1.8.2.6.1 A% - AEICEHEY AFEALDEE-1 ()

1. KHNE, =77 J7EL, atvAXy b, TAHANIVEEUCKOT JRENL oY ad
VT NRED 4 K EER LTZBASETH D ABOENESY THHTZ LN U Z B X
T R e Uy a7 ViR A ST RIKI L OE LAasn D L

1.8.2.6.2 it - AEICEET HFERALDIE1 () ORTER
FTC ), (R TDF IZoWTlE, Z2Z VUV EL R ERAEEICINOORSEZEHE L THY, BEEE L
BT, ZAZ YL REEEEIHT S 2 L 2HIR L,

1.8.26.3 FHix - BEICEET HFEHLDFE-2 ()

2. B HBHMEREIC 7 LT F = 2 U T T AN T0mU/min UL ETHAZ L 2HERT AL, 77,
AKFNeG%, 7 LT F =227 0T F AN 50 mL/min R T LSS IR R o5 2 h
kT 5z L,

1.8.2.6.4 % - HEICEHET AHERALDEE-2 () OHRTEEH

Z 2 L RUBLAEED GRS Th D TDF IZOWTIE, BLEIRFE#% OFE BV TRREE O
RIWERSERN S5 Z Enh, A4 ) e RPRAEOBKERBR TIX, BEEOFEHREGICONT
FEAICIRE M TN, B, A4 U e RIAEEDOMOEH KD TH 5 EVG KU FTC (290
TiE, BREEEOBEEME RSN TWRY, F72, COBI OEEIZEIVMmEs LT F=v0 L&
2L DHEROCRERIK A (eGFR) DK FAFRO LTV DA, FERIEIEAER (GS-US-216-0121
RER) OFER, A A~F Y=V VT T ANBREM LIZFEEED GFRICITHE LW Z LR E
NTW5, MMz T, FEERHBRIZB VT COBLIE, 7 LT F=rORMEDSWIZETIE T
AR—=H =Tk UCHEBEERHZ/RLIZZ 00D, COBI dRERIKAEMAEIC B2 KIS TICs
LT F =V ORMESWEIRET 22T L7 F=v % ERIEEEZ LD,

24 Y EJL RUBLASED S I AHFRER (GS-US-236-0102 545k 2 T8 GS-US-236-0103 #ER) (2350
T, 19 TR ENT-HEREEE, BEFEOAFFRICL LR ILD 5V TN AR5
WCERE LTEBEEOFERERO I D, 16BIIXAX Y ENRBETH-Z, 1668095, 1B
TEERBEENRO LN, 10ITFFEEOFEFRICLIVABR I Ro7, £/, ZFV
IV REED 4 FIZ BV CENIRME R E 2 /e 2 R AEOLT AR I N, 2 b 0L
VT b G 48 % E TICRD B, Fh 48 MB LMD I 238U e h o7z, £12, Th
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Z 2 B RO A EE
1.8. I E ()

SOBERBEOLEHTNFRLOWHRE BN TE, A& Y L RUERAEEO# 5 L% ICEE
T 52 MR I, B, IEMIRMERER DI 4HD 95 2 IO >NTE, A7) —
= VR E 5RO eGFR 728 70 mL/min Ajifi Tdb - 7=,

—J7, AZ Ve RRAEEE R ST H Z LIC X AMIEY VT F =2 L eGFR OB OV TH
11 FHERBR (GS-US-236-0104 #X5R) e OV 111 FHERER (GS-US-236-0102 75k &% Y GS-US-236-0103
FRER) (ZIRWTRHE L7z, £ ORER, KGR 2 B B2V T eGFR DDA HER S, €0
#% eGFR I —/E & 72 o7, GS-US-236-0103 ERDOXIRIK TH 5 ATV/r + FTC/TDF (DWW T h,
eGFR OZLIZA X U BV REEL AR CTH - 7203, WO OREIZA X Y BV REEL W /NS oz,
—J5, YAZF L CEHOWTHH L GFR (cysGFR) X, T X TOHGREICB VT, T
EFRAZRLTED, EEDO GFRIZELNR 72T Z EDIRIE I LT,

LLED X 51T, 24V EL REEASEOBRARRBROFER, HEIXEV L OOFRENRE Sh,
BRI BB E ORI 2 AT D TOMENETH -7, £z, 2Z U L NRAGE#R 5%
\Z eGFR DO/ BB SN TV 5,

ZOZEND, AL HECEET M EOER (8) 2B\, #EINEBEICHTS
BRERHEO Y A7 2L, KEMEERERT 5720, A4V L RUEAEEO# 5 BtaHIC 2
VT F=2 7 U7 T AN 10mL/min UL ETHD Z L 2R T 5 BEZLHE L7, 70 mL/min O %
v A ZEIZOWTIE, A2V E/L RUELASEDE I AHRBRIZ IS 1) D e B R HErE C D & 3
L7,

Fm, WERBBICZ LT F =207 VT T2 ZAH 50 mLimin Kl & 72> 72354, A% U EL R
Bl A BED B ARG Cdh %D FTC X° TDF 1%, ERNCHEHEORENLEL /D, L LRNDL,
24U eV R A EIIEEARTH S Z L AROFMEN TE P, 7o, MRELGTIIES
F Td % EVG ORRDBHIFF CT&E 2 MIEHPIREDHERF CERW I ENBESND, EDI2D,
PRI LT F =07 VT T 2 A 50 mL/min RIS > 72 BE2E, 22 ) e RS
BEORGEFIETHZ L E LT,

183 FEALDERE (F) RUZDHREER
1.8.3.1 EEHH
18311 & (%)

(&%

B RBMERT R 2 G0 L TV D A TIE, AFoRGHIEICE Y, BREBHEIFRABRT S BZ0
Wi DT, KFOEKEGZPEr« 255813 HoEET 5 2 L, FIIERERDSS, HELT
LBENDHLOTEETHZ L,

18312 & (£) ORTHEH

24U BN RUBASEDRS Tl % FTC KT TDF TV d, B RAFL 7 A L 2 (HBV) (Z%f
LIt AV AVER 24 L, TDF (%, #E54 C B AUEMEFRIZ K3 20 2 Bl L T 5, Wk Tl
HBV/HIV &0 T U 23 AT 2 WA o 591 11218 B AUEMERT R 3 L L 72 ER]
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Z 2 B RO A EE
1.8. I E ()

PNEE STV 5, £72, Pt HBV fEZ2 AT 2MAIC W T, FHIIEREETREZ AT 54
B CRGRTRIHRPEIERT O LBH LD, BHL L,

1.8.3.2 £ S
18321 %5 (%)

(5 ROBEFIITERS L2V L) ]

(1) ARAFN DR %t UiEBUE OBEERE O & 5 B3

QRDOIEKN ZHEFDOEE V77 B, BT T4 XY V7 (St John’s Wort: 22 | »
Va—UAX-U—]F) GAERMN, Y Rz I X I U AVVERE, =32 I U EATBE,
TN IRXA M)A UBE, ATFLTLITRA RN LA VERE, VR AXTF U, BE
R, VAT T 4T 2R (LoXT ) ST T o MEERE KT, XX T T 4
V(T RYVA) , Tatfrkl)y, TEL=UE Y, UR—aFH Ry, RNUT YT A,
YT L (HAEEH] OESHR)

1.8322 %% () OHRTHEHR

() IZ20THE, A4 U BV RUBASEDR TR LIBBUE D & 5 BEIC AL U ev RUEE

bEa G Lich, MEUEA R TR Em N Enh, ERL L,

(2) IZ2NTIE, A4V e RERAEEOEARY TH 5 COBLIX, A7 CYP3A EIEM %
A+ %5, £72, COBI KUAZ U EL RUEIASEDRS T % EVG 1%, CYP3A DREETHH 5,
ZOlzh, AZY L RUEASEE CYPIA 28T 254 (V77 vy, ¥/ 3 U4 hFY
Y7 (St.John’s Wort: £ b« ¥ a—r X U— ) SHAEM) Z0FH L7254, COBI XUEVG
DOMmBETRENE L AR T T8N H 5, £12, A& VU L FRAHE L CYP3A TREI &R
HHEHF (Vb Rex 3 Z I AV, 3 X I UEARE, VAN v bA U
, AFNLTALITRARN) e LA VR, VUNRNRETF L, BEVR, VAT F T 4T 2R
H(UANTA) , ST T T o VBRSO, 2T T o (T R, TartbrkY Ly,
TEL=VEY, UA—aRPay, NUTYT A IF4Y L) 20 LESA, fREOM
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SUNRREFY, EEDER, VILTFIAILI I URE (LATF
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Eo

4) HUEDKRTRELICHEZFERELREY, RAZHLELEY LA
WnWZé&,
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TRTCOERIZHEEECHRET S (HEERIOESRE),
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7 U RIbKFRERIE K CYP2D6 I=xt9 %
i EEERANEZ
b,
AhTO00—LER | ChLSEFOLFREN | aECRE Y b
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FEO—LILAY | ChoEFEHAT S5 | 2BAEEALE
iz:ge=A Blx, BEOREZIE | AbN5D,
LTEHEL, REZDHE
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AEEENH D,

AXEE /LT R
FA—F+ (AR
RAE) RUT
FZILIRLS
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<SEAIZH TS >
1. BRIRBRUISMAFRLASEY T+
HIV-1 BREBFICAF ZRERITKRES LEER TILETTSEL,
AEVREY M TLARN)VREVRUT/RELOIERRER,

ZThEN 4R, 3 BERIE, 3 RRRKRU 2 BfE&I

(ZEMBIE]

fzo TENTNOEYPEE/NS A —2FER1ITRT,

IREEISEL

#£1 AFREKOB/SEOIILETFSTSEIL, aELX4Ey b
ITLMYIAECRUT/ REILQEDEIRE/INNF A —4

ILETY aEy ILbYY | T/REL
5 I:“)l/;} 4) xg v |~53£5) /)-z ty} 5) 3E5)

Crax 1.7£0.4 | 1.1x0.4 1.9+0.5 | 0.45+0.2
(pg/mL) [0.4:3.7] [0.1:2.1] [0.6:3.6] [0.2:1.2]
AUC,,, 23.0x7.5 8.3+£3.8 | 12.7£4.5 4.4+2.2
(ug-hr/mL)| [4.4:69.8] | [0.5:18.3] | [5.2:34.1] | [2.1:18.2]
Crroen | 0.45£0.26 | 0.05%0.13 [0.14%0.25 [0.10=0.08
(ug/mL) | [0.05:2.34] | [0.01:0.92] | [0.04:1.94] | [0.04:0. 58]

FEELRERE [&/IME . &ZKE]

T4 BEAEMBEMITER =419
FED) /ravii— AU MRITHER, N=61~62, OEL XAy
b Cirougn D+ N=53

. BEOEE "
AE|ZERFICIRS LI5E, B8 (373kcal, 20%H\5RHEIE) &
BEELLEELTILETISELRUT/RELD AUC,: (X, Fh
FNFEY 260% RV 19%ETFT L=, AEVREY FRUIL M) VA
EDAC ¢ I1E, FRENFEYIBETRLI%ERE LT, -, B
BERAE (800kcal, 50%A\iERAEE) EMBELBELTILETYS
ELRUET/HRELDAC, 1, TNENTE 46% KTV 19%ETL
fre AESVRAY FRUILRYSBREDD MG &, FREFNTE
B 21% RV 5% ER LT,

. B

IIETYSEL: £ FEERICHT HESEDE Ing/mL~1. 6ug/mL
DEEHFEICEWTEEIZKELET 98~99%TH o1z TIETS
SENLDMKEREE, MFHERELX0.73 (F9fE) THot=o P
AEYREy b E FMEEAICKHT 2EAEEIT~98%THY ¥,
miEARE  miEhRELIEZ0.5 (F9E) TH-2,
IALMYLREY B MOEZEHICHT HESEF, 0.02~200ug/mL
DREGFHICEVDTEREIKREET 4%RETH 1=,

F/HRENL SVFAOXVIIITITILEE £ FIEEAICKHT AES
F(Z, 0.01~25pg/ml OEEHEICS VN TEECKEET 0. 1%kRE
TH-o1=

. R
IILEFTSEL  F3o0Y—LRUE P 74 YHA LEAL-
invitroRERIZHE VT, EIZCYPIAIZK Y KBS, Fi-UGTIA1/3
&Y TLyBrEEasEEZTEY,
AEYREY R 290 Y—LRUCP 74 YHA LERWE: /n
vitrosBRIZE VT, EITCYPAICK YRBEHh, —E CYP2D6 Tt
#EIN2, T, invivoREBIZT LY OUBEBARKIIRESH
7:‘:;’3\91‘: 2)0
ILRYDBREY : invitroREBRUY /in vivoREh TREMIZIF
EAEBRHEEShGEMN o1 D19
F/HREIL SVTOFVIINITITILEE  BOKERZFONCT /K
ELICRBIESh, ZO®RMBIATT / RELZY VEEICKRBI ST,
Ft=, invitrofBgMNS, T/REIL DU TAFIIIRUT/ KRE
LEWTHE CYP OEETEANI EATRESNE T,

. 3

ILETTSENL  BEEREAFREREHZOILETSISE
IV EFIALH 12. 9 RS (hRfE) THo= 7, “C-TILET
FS5E)L50mg £ FFEIL 100mg TT—RFLTEELEES S,
BEED 94.8%AEHIZ, 6. T%MNRPIZHERS NI,
JEVREy b BEURBICAFHIRERSHDIEIRE2Y LD
SEEEHHATH 3. 5 R (hRE) TH o= aELXE v k 150mg
# 6 ARIRERE L=&IC “c-a BSR4 v ~ 150mg 20O 5L
=&2%, BEED86.2%AEH(Z, 8. 2%ARBICH SN2,
ILFYSAEY  BEGHBEICTLAN)SAEY 200mg BEES
FBOHEKEFRAIH 0B TH- -, BREEBREIZILRN)ISE
Y 200mg REHZRER “C-TLAMYVEREVEERAKBRELI-ECS,
ETREE D 86% (LRI, 14%(FEDIZFLICEWREShE™, BY

YFSVRDHEEI LT F VI VTSR ELR SIS EMD,

RIKK 218 L RIEA~DEEEEE DT A L SHEMATREEINY,

F/REIL SVTOFIIITIIILEE  HIV-1 BEREIZT /K
Bl £V 7OxI )L T7<ILEE 300mg EEIZ SO T/ RELD B
HERBEHN 17 BRTH-z. £z, T/HREL Dy Tz
T < I)LEEE 300mg1 B 1 BIBZREZRORE LK #5220 32% (T
JREJVRE) A 24 BREUAICERPICERSh, T/ REILEER
A5 LE-BAEX BE5E0D 10~80%A 712 BRI E TIZ, T/ KRENL
ELTRFICEREhE O, BYUTSVREHEILTF=0Y
JTPSVREBATWDEEZON-CEMD, RBEAKABERMA
E~DEEBERIC K 2BEHMATIESINSZ Y,

. BHREERE

INETFISELRUVAEVREY N JLFF=UIUTIUR
A 30nL/min RKEDEEDEHEREETEHT H2HBREICELT, T
EF45SEL 150mg RUAESRA Y b+ 150ng R 5BOENHES
BELI-, BEERECH LEENDTHEET 28T 5HBED
AUC,,, X, TIVETFIFEILTH 25%ETL, aELRXA Y +TH
5% EHF L2,

ILRMYSBEVRUTF/HREL SvFTaxo Lok oL
FFZUHYTSUAMN0N/min REDWERETIE, FLT7F=Y
JVT T URH 80mL/min BOWRFICKHLILR)SRZELD Gy,
BEUAC F1.3ERU30ELRL, T/ KREILD C, BT AUC &
1.7 RU6.6 LR LD,

. FFHRERERE

ILETFTSELRUVIAEVREY b hEEOH#BERES
(Child-Pugh 289 S5 X B) #H T HHWEHEIZEWLNT, TILETS
SEIL 150mg RUAEL RSy b 150mg B 5BOEMEREERETL
fzo BEWBREICH LHEEORBEESZET HHERED AUC,,
&, TWETYSELTIIHBERL, aELRE2 Y FTIXELENER
Hohlimotk=?,
ILFYSEEY  FBEEE2E T 2HBREBICETHILNY D
AEVOEYEREIEIRRFATHD, LML, TALARYIFZEVIERF
BOEMRBBRICEIVFLEAERBINGV O EEEEDS
EFZHFII<WVEEZLNDE D,

F/HRENL OVTOXIIITTIEE T/ REL Py TOoxy
IWIRNBIEZhEEN S EEDEEET 25T 2HBREICERS
LIz Z2DT/RELDOEMEREEZRE L, BREREICHLE
EORITHEERES (Child-Pugh 2#89 5 X C) 289 5HBREDEE
TlE, CuBUACIEFAENIABREVC1LAEERLED,

. EMHEEHER

HAZESEEROIILETISEILOEMBE~DSZELR 2 12, #
AELSFEOIECRE Y FOEYBE~DEZEER 3 I, TILE
FISELEE, TILETTSELEF+aEL RS2y K| OB
DRA Y FPRRIRUAFIREHEOHAEOENBE~DEZELZER 4
12/,

FTRTCOEYHEERRBRIBEFREZXNRE LTER LT,

®2 HAEBRSHOTILETTSELOENBE/NRF A4

BHRE e 2 £ ILETFISELD
omE |2 |25yt EMBAE S A — R L
BRE | - &5 ELD Xix | HI% FEiiE (90%=3EXRE)
#E | e [V FFEL B8 L=1.00
O = | oBE Co AUC [
20mL 0.05 0.96 .04
shEn 8 | (084 | .8 | (09
B 1on | tow | 117
X 20mL 0.98 0.98 7.00
Sk % p
Zﬁ‘fz gfﬁl& somg | fo?)’mf” 0 1(_0ig§' 1(.063)]' 1(.0i19)0'
S=TUoml | BE 0.82 0.85 0.90
%fﬁﬁﬁ” 2h B BE || o7a | ©79. | ©s2
B 0.9 | 091 | 0.99)
200 0.79 0.80 0.80
oh 1% 0] ©7n | ©75 | 073
BE 0.88) | 0.86) | 0.89)
é?}"‘fi 1.02 1.03 1.18
1B | y5omg | FE> 10 1(0i?>9' 1(0i39)5' 1(]ég)5'
77z 1m | e | xs ok ' : :
b ‘I‘il)'gg 1@ 115505”%1 1.00 1.03 1.07
]“‘ = 16 | (0.92, (0. 98, (0. 98,
= 110 | 18 | 11D
b has 2|2]0Ergrg 150mg |1 b5 E U 1.17 1.48 1.67
JRA%| TS | e [ome |18 | cLoa | (.36 | (148,
g | 1B [181E 133 | 162 | 1.88)




;ﬁmﬁ% Somg |1) F3-E 0.93 0.99 0.94
T2 1E | toome |9 | 083 | 091 | (0.8
(g | 1E [1ETE 1.04) 1.07) 1.04)
20mg

_| 20me 1.16 1.10 1.13
32‘5?3) 2 Lo | M| oa | dloz | @
150mg i 1.30) 1.19) 1.34)

1 18 AB Yk

20mg 150mg
ARIE! 1.03 1.05 1.10
112th§2 TRTE | 0o | © | ©o2
= 1.15) 1.18) 1.32)

aEY
2277 e | T 252 M 12 Ga | o | o
| 1| | ]% 0.99) 0.85) 0.40)

aEY
oxig| o [t | S om | v | e
7 BE | 1@ 151% 1.07) 1.14) 1.16)

E6) TILETT S LRSS 5O (h: FiE)
&3 GHAXBREROIESRE Y FOXENEE/ 5 A—2 1

AELREY RO

BRROIZLE) aey BB/ S5 A — S L,
B (s | Lo 25y b\ FI9ME (0%IEERM)
TR0 e | ORE FEEL=1.00
= Co | AC_[ G
]‘;?]’"é 1.04 1.05 1.15
T8 10| 9, | (.02 (1.06,
Sres 1@ | 150 | 5o 1.08) 1.08) 1.26)
U 1H
vy ‘lﬂj”gg i@ |TBTH .06 1.03 111
fE' 16 (0. 99, (0. 97, (1. 00,
.- 1.13) 1.11) 1.24)
223"1% 0.90 0.92 0.93
’ g 1| (.82 (0. 85, (0. 74,
7{;(_7}’; = l]50éng 5omg 0.99) 1.01) 1.17)
) 122?]“1% 1@ |'B1E 0.94 0.99 1.02
T 11| (0.85 | (0.8, | (0.82,
'@ 1.05) 1.09) 1.28)%D

FET) Cpin DA N=10

R4 TLETFISELEA INEFISELHAOESRS Y
FEF, OEYRS Y FRAIRUVFRBRSROGFRAEOENE
BNSA—FLb

el FFRARORMME
BEED| 755 aEY /\5;‘—211:
BRE|"mE | CLg | A2V B FHE (90%(SER)
= | kg | oRE B84 L=1.00
= C AUC [
JIL 1.12 1.35 1. 66
T4 (0. 98, (.18, (1. 43,
> 5 |16~24mg ‘foé“g 1]50gg ) 1.55) | 1.93)
LI EIE| g - 1.24 1.42 1.57
L/ (1.03, (1.22, (1.31,
1% 1.49) 1.67) 1.88)
TTS
AR 150mg 1.24 1.65
ER | NA 18 8 (1.08, (1. 36, NC
RAEER) 1E 1.44) 2.02)
IS 50mg T.41 1.08
R O;Ef NA | 18 | 22 | (.20, | (100, NC
- 1 1.55) 1.17)
1. 150mg | 150mg 0.72 0.72
TEE Grelim | 1 | 17| @6l | 059, NG
1= 1= 0.85) 0.87)
0.180/
0.215/
J LR 0. 250mg 2.08 2.26 2.67
FA— N/ LT R (2. 00, (2.15, (2. 43,
RU |FA— k| 120me | 150me 21 | 23 | 20
7= iB1E }EI }g 13
TR |‘5 0. 025mg %8) E8)
CA—IUTFZIL 0.94 0.75 0.56
RIS (0. 86, (0.69, (0.52,
- 1.04) 0.81) 0.61)
181@
1,01 1.07 1.10
R-A4
R ®| 80~ | 150mg | 150mg Vi | e | e
120mg | 18 1 ' ' '
18 0. 96 1.00 1.02
s-A4[1E1E| 1@ 1@
%) (0. 87, (0. 89, (0. 89,
1.06) 1.12) 1.17)

1.09 0.92 0.94
1 77]0)7 (0.98, (0. 83, (0. 85,
F 1.20) 1.03) 1.04)
150mg 150mg | 150mg E9) E9) 9
25z BB 1| | E‘ } E‘ 2w 6.25 4.94
2 F LN (4.09, (5. 08, (4.04,
e it7] 5.74) 7.69) 6.04)
10) %9 E9) #9)
OX/N\A 10m 150mg | 150mg 1.89 1.38
5Tv g@g 1H 1H 101 (1.48, (1.14, NC
1@ 1M 2.42) 1.67)

NA:#5€9, NC:RHEH
E8) KEIERAL-EMBREHER
E9) UT7TF300mgl B 1 EIHRGHEDLEK

473549

<HSHEAIZEITZHEE>

1. 2360102 RE& : KFNET I 7ELVY/ TALAM)LBEV T/ K
B ovFnxoIovILBIERE&E (EFV/FTC/TDF) & o) Lbssk
EﬁZG)
FHIV ZEIC & ZAEBBROLZVDHIV-1 BREAESRE 700 flEexike L
EAFIOZHEEXRA _ETRARZERE Lz, HBRMABBORED
DQLT7F=2oo)T7S52RIE 10mL/min LETHY, EEBEOEHE
BA(X 38 /%, 89%MEME, 63%HHAN, 28BHNEARY 2%HBT 7T
ATHoT=, HAERBIABE DT CD4 1) o/ Ek%kIL, 386cel |s/mm, I
##h HIV-1 RNA 2D FH{E(E 4.8 logcopies/mL THo1=, HAERE
TREED D4 1) L/ XEREA<200ce | |s/mm® D EE (L 13%, MmiFh HIV-1
RNA £A%>100, 000copies/mL D EEIL 3% TH > 1=,

2. 236-0103 A&k : XHFIE Y FFELTT—R M LET7 2T FELER
15 ATV +TLbYSRELD/F/REL SVFTAXILITN
EIEEAE (FTC/TDF) & MHEBEHER 7
FHIVEICK ZEERBEBOTVHIV-1 REESE 708 Flextgke L
EARIOSHEEXFA _ETRARZEZERE Lz, HBRFABBORED
DQLT7F=20)F7S52RIE 10mL/min LETHY, EEBEDOEHE
BA(X 38 /%, 90%AN B, T4%HAAN, 1TTRHEARYSNHT T
ATHoT=, RERBAIAEE DT CD4 1) L/ EkEIL, 370cel |s/mm, M
##h HIV-1 RNA 2D FH1E(E 4.8 logcopies/mL THo1=, HERF
TREED D4 1) L/ XEREA<200ce | |s/mm® DEE (L 13%, MmiFh HIV-1
RNA £A%>100, 000copies/mL DEHEILZ 41%TH 1=,

236-0102 BHERDEXERBAIAR 48 BR U 96 BDWERERSIRT, &
1=, 236-0103 HER D HERFAIR TR 48 B R UV 6 BOFERER6ITRT,

+® 5 236-0102 HERDFER (48 AR U 96 A )
4838 9638
A& | EFV/FIG/TOF | A& | EFV/FTC/TOF
B8 RES B5E #58
(N=348) (N=352) (N=348) (N=352)

A ILAREH]
HE 305 296 293 287
HIV-1 RNAR (88%) (84%) (84%) (829%)
<50copies/mL
= 3.6% 2. 1%
(95% S HBRR) (1. 6%~8. 89%) (-2, 9%~8. 39%)
==}
Z&%Qﬁ“ 25 (796) ‘ 25(79%) | 22(6%) ‘ 27(8%)
BI% (%)
& 6 2360103 HERDHE (48 B R U 96 SHSEE)
188 968
RE] [ ATV/r+FTG/TOF | A& [ATV/r+FTC/TOF
BEEH BEEH BEE BEE
(N=353) (N=355) (N=353) (N=355)
A IILRER
HE 316 309 294 292
HIV-1 RNAR (90%) 87%) (83%) (829%)
<50copies/mL
S 377% P75
(95%{EHERM) (-2, 196~7. 5%) (-4, 5%~6. 79%)
Z&%;ﬁoﬁ‘“ 19.(5%) ‘ 18(5%) 24(7%) ‘ 26(7%)
BB (%)

E 10) RERBAIR1E 48 EXIX 96 A Mm#Ed HIV-1 RNA EA 2
50copies/mL DIEHFI, AEHMEORMKB LEHTEIZKY BEIC
ik L-fEfl, BEER, T, AEDREORMXILFHEBLL
SNOBHETHIELEEFDS S, FibomiEs HIV-1 RNA
EM=50copies/mL T > 1=EHI

236-0102 ERI< &5 UL  TEHERRASA TR 48 B D CD4 V) o/ BRE D T 38N



21X, X¥ /5T 230cells/mm®, EFV/FTC/TDF #% 5 # T
193cel Is/mm®* T o 1=, Ff=, HERBAIAS 96 8D CD4 1) L/ BRED
TEmMElR, AFIRE5ET 278cel ls/mm, EFV/FTC/TDF 58T
247cel ls/mm* TH o 1=,

236-0103 SHER ICH LN THLERBALA R 488D CD4 1) >/ SEREL D F 91E N
ElX, XFI®E5EEHT 202ells/mm*, ATV/r+FTC/TDF R 58 T
201cel ls/mm® T o1=, Fi=, HKERFAIAE% 96 B D CD4 1) 2/ BRED
TgEmME L, AFIREET 242cel |s/mm®, ATV/r+FTC/TDF 2 58T
240cel Is/mm* TH > 1=,

€3/ E-3::))
. ERERF
IINEFTSENL: TLETFSTSELE, HV-1 A4 oF5S5—EDME
EETHD. A VTITF—EDOHEEIZKY, HIV-DNA DOTEE DNA ~D
HAAFHEMZ, HIV-1 OO ILRADBEEUV YA LR EREZEIE
T5, TIETFTSELIE, ERFRAVYAS—FE IRV Z1NT
NEEELEND
ARy MaOEYRE Y M CYPIADBIRMLGEEETH D2,
ILRYIREY  ILARNYVBEVIE YFOUDERXY LE
CREEARTHY, HEABRICKY Y VEBIEEShIALN)OEE
Vb -ZYVEEERBY , ILN)VAEYY - VBRI HIV-1
BEEBROBRETHLITAFIOOFOUE -ZYVBEERAT S
CERUFHEDAILADNAIZERYAENTZIC, DNAHBERZFELS
€3I EIRY, HV-1 BERERFROEEEEET S 0 , HEED
DNARYAS—FH o p, e RO PV KYFZDINAKRY AS—EyIZ
WMTBILRYSEELD = UEEOBEEREHEL,
F/REIL SYTOXIINTRIEE . T/ REL Sy Toxy
IWITLBRIEIX, 7T/ 20— VBOERKXI LA R KRR
RUBPIRTILGEEARTHD, T/HREIL Dy TaxLoviL
BIENS T/ REILADEBRIZIES IR TILOMKIENIBETH
Y, TORMBBNERICEY Y VEMEERIT, T/RELZY VB
LB, F/RELZY UBEE, HIV-1 BEEEREOREETHD
THXIOTT/IOUE -ZYUBERAETHIERVDNAIZEY A
FNZICNAEHRREZEILESIEEZ T EICKY, HIV-1 BEEERD
EUEEET S, BIBEONAKRYAS—F o PRUI VK
FONARYAS—E y 12T BT/ RENLZY VEEOBREERIEEH

Ly 32) .

. BOANRER (in vitro)

EEMEERWE: /invitroffREERTIE, TIETYISEL, TLA
FUSEEVRUT/HRELD 3 EHAICKZ2ERERELRL, O
EVREY FEMATHEEIBDONEL, DT,
IIETTSENL: E T ) /FEREME, BE5% ~vo077—
CRUFRMMY D N\BRORESRABEEANT, HIV-1 OEBREKRY
BERR D BRI T A TILET S ELDIRIA WA FEZTME L=,
TILETITIEILD 50%EERE (ECy{E) (& 0.02~1. InM D FiE
THoE=®,

AEYREy bk aEY XAy MIE, HIV-1, HBY BRUTHOV 2149 %
MO IWREREEBST, FLILETSTSEL, TLMN)IRE
UHBWET/ RELDOIRIACILREEICHT BEHRERIZRS S
niEmo1=3
ILRYLREY £ FT Y oSk, MAGI-CCRS #Rakk &
UREMEBERIIEEREZRANT, HIV-1 OEBREXRRE VERKS
BRICHTEILN)DAECDRDAILVAFEEEFMLIz, TLA
ML EDEC I, 0.0013~0.64uM DEETH 1= 3
F/HREIL SvFaXTIIILEE: £ T 2/ SEERERR,
Bk /7w/077—CUREEMEBRUERENL Y V/RBRZALT
HIV-1 DEEBREBRE VKRS BHIZE T 5T/ REILDIRYAMILRE
HEFHE LIz, T/ REJLDECs, &I, 0. 04~8. 5uMDEE TH o 7=,

3. FEHImE

(1) in vitroiRE&
ILETTSENL: invitro B THEESNIIETISEINIC
®FHEZHEAMET LIzHIV-1 D BERRICIE, 4 TS5 —HEDT66A/I,
E92G/Q, S1476 R U Q4R AEXELXE L L RO NIz, FHEEL
E %3 & - HIV-1 4 B #% (2 (X, DIOE, ST7N, H51Y, F121Y
S153F/Y, E157Q, D232N, R263K R Tr V281N £, 2 5 t=,

B HIV EIZ & DREEBROLEU HIV-1 BRRIERE - 236-0102 HER,
236-0103 SHERICH VT, VA IILRFHEBREFIFEIN-HBRED S
5, 48 B, 96 BEE XITREAICHER DI & 4 > B D m e HIV-1
RNA EA%>400copies/mL T & - T=#ERE D HIV-1 2Bk Z#24T L, 36
51 (5%, 36/701 ) DEEFERUVURREBINERNIE O, &
EFRBERND, TILETISEL, TLMNIVAEVURET
JHREILD 1 DL EOEEMMEBEEERE, 1651 (44%, 16/36 4l)
IR NI 1640 5 & 136lIEHERRIR R 48 BORIZFEH S h,

3 BlFEERBARZ 49 @AM 5 6 BDRICRO N L SEETE
Hon-ERE, HIV-1 HFEEEEZO M84AV/I (154), TIETY
SELDEEMEBEELERTHDA 0TI S—EDT661(24),E920Q
(9451), Q148R (341) BV NI55H (5 ) THo1=, HIV-1 FEEE
=D K65R (5 ) RO, TIEFSSELOEEMMEREE
EEEZBDEHIV-1#¥%TIK BIRERELE LT T 5—HEDHSY,

L681/V, G140C, S153A, E157Q, V1651 R U H183P £ EH LT, &
EFRBTERETILETSSEILOTEMERELTRE 38D 14
Bl HIV-1 %%, RBEEBFERCILETISENLICHT HREZ
HAMETL, FCE (hRfE) NHFEKRRUEZHEEEDOARFIRSFID
HIV-1 EERICxt LTENR T 64 5 (F6E ; 6 1545 198 F#8) R
Y50 1% (86 ; 40D 122%8) ICER Lz, 10T 5—ED
EEFXRO-HEBEEDNDZ < (1341) (X, HIV-1 FEFEEZRD M1841/V
3RBHLoN, TIETITFELRUVILMN)DAEVIZHT HREZ
EAMMET LTz, RIRBMBITOLER, 13 41 (36%, 13/36 f5l) IZT)L
ETJSENCHTHRZEMETLIZHV-IBNED Sz F Tz,

ILFYDRAEVRUT/RENICRT H2EZEEMNET L= HIV-
I, EhFh 15451 (42%, 15/36 1)) B 2 5 (6%, 2/36 ) 2
Hont-,

. XEmE

REIDBBEEBRBEINSSBE LT HIV-1 81, 4> T95—EREE
RUBBRSEEERAMEEEICH LELALRTEMEEZTL, T0DIE
EIEBENDT7 I/ BEBRICECTELELE, Zhdd HIV-T &I,
TRCOIKBRIGEERZEAETERV IO0T7—EHEEEICHL
TREZMEEHFLTLV:,
INETFISEN AT 9S5—CEREEDOHTREMMENRD 5
hi-, EEMERIZEVWTILETISELMEISAILRIE S
FUSENCH LEREREMEZRL, TOEREQEHIV-1 12T
TS5—F¥N7 3/ BEBROBCEAICIELTELELE, AFIOYA
JLRAZEGABRKXBSINORHE SN 4 BEOIILETISELDOE
EMHEEEZEED S5, E920, 0148R U NISSH DE<Z DEEIL, T
WETTSELRUILTISENIRT H2REZHDETERL
FCEIFFNEFN 2 EULRU S ELUIEIZER L=, T66l (X, T/
ETTSENZHNT HEZMEMETL, FCEMN 14EULEICER L
N, SLTISENZHTSFCEEIFEZEUTTHo1=, 3BENS
LTS EINEEMMEREELE (Y143H/R, Q148H/K/R B 1* N155H)
D36, YIH ZBRTRTOEENTILET Y S ENICHT 5REZ
HDETERL, FCEIXSEULIZER LT,

ILMIDREY  BBRPGERZETEOH TREMMENED
S, HIV-1 BEEERO M84V/| BT S HIV-1 #IE, 53T
VIR L TREMEETR LIz, £z, ZNAEL, P/ UKDV
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1.10 &

BIEFOREEEEHOFT LD

22 YN RS EICEENS T AET /I EN, atyAZy b, ZAN)EZEY, T
JIREN O NN T BEO ARSI, AT ST ENAVERaE A Xy RD 2
AT AR G A ER ML T, A M) X EVRONT JREL Y TaF LT~

JVIRHE D 2 FRTIIWT IS BRICBERICHE E S T D
6-[3-7 v a2-7 AT == )W) AF N1 [(2S)-1-8E R XV 3-AFNT H 24 )V]-T-A FF
4-FH V14V Fax /) U3 IVRCEE QAT A ET 77 EN) ROV ORI
{(2R,5R)-5-[(25)-2-(3- A F/V-3-{[2-(1-A F IV E=FN)-1,3-F T V' — bbb A V] AF N T LA R)-4-(E /L
BV A AT Z T I REL6-T T 2 S ANNK Y U2 A NV AN VBT T — -5 A VAT
b4 - A, N BB E VA Y B ROZE ORI
4-7 3 ) -5-7 A r-1[2R55)2-(k FrF U AFN)13-FFVF 4T 54 VY IV -2(1H)-
Fv Gz L Y EY), ZOHEROZ LS DA
EA(S Y T aRE T DIIVR=V A F 2 A FIN{[(1IR)-2-(6-7 2/ -9H-7 Y »-9-A JL)-1-A F )Lt k%
VIAF IR AT =k BILT AR EL DY T axl), ZOWERUER L ORKA
TIET T T e AR THFEYS
CH, NH,
HO—. F
?I N H CH, j\/ ‘
0. N
CICOH Hoi*o © N
! J ? H/EJ\H
HE1E
aEVRF v b TREN YT ax T~ ViR
_> NH, o cH,
- {2 AL, OOAJMLS "
HsC j\ ﬁ;‘/ﬂ H"’ i K\ Jv\ \> J\\P:O o] ) HOQC)\(COZH
TR S g v LT ™ :
d : o CH,
CH,

S
pusaig
o
w

ES

HIV-1 &YE

BE, RAIE1E1EE (27770 ELT150mg, 2BV AF v & LT 150 mg,

ik A& | =AMV HELELT200mg KT /REN VY Faxi 7~ Lighie LT 300mg &
“A) 18 1 ERFEFUIAERICEAES TS,
BIFEE DR E
TS KDY | ) 22 ) e RYAsE (1 g8, TAEF /I8 L LT 150mg, 2BV AX Yy hEL
BRIESY T150mg, TAHA MU T HELELT200mg KT /RENL Y TFafi 7w e LT
5B 300mg (F/AEL PV Fuxi ol LT245mg) 2EH)
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[zreFr7Fen]
HAgE S (A)

Bt | s | PO ORORR
(mg/kg)
7 b e >2,000
A X qu >1,000

ARG (AME R OMEME)

5 Be b G MR o
DU | | mw | eher) | mekeR) e
~ A 13 3 O | 100/500/2,000 2,000 2,000 mg/kg (@) TGN G ORI
100/300/ 1,000 mg/kg LJLT*'E afE, e
Fv b | 1%A & 1.000/2.000 >2,000 300 mg/kg LA ECEBEROHM, + HH
’ ’ B OVZE G D KL IS A g W R i eI 22 i
1,000 mg/kg UL _ECHAMHE, HEEE
100/300/ 1,000 mg/kg () KL 2,000 mg/kg (3Q) T
Fv b | 3%A & 1.000/2.000 >2,000 5 I E OB
’ ’ 1,000 mg/kg LA T+ M K OVZE 5 0O R 1
[ T B> & T O I, NEN 22
300 mg/kg LA L CHiEHE, 2,000 mg/kg C A A
100 mg/kg (3), 300 mg/kg (3) K T* 2,000 mg/kg
(3Q) CTEBEREOHM
= . 100 mg/kg LA E T+ 3815 M OVZE 15 oD K e i
Sy k| 6xA | #O | 100/300/2,000 | >2,000 ﬁ%é@%&ﬁmMﬂ%fgmﬂ‘aﬁmﬁ/ﬂ‘é%m@
2,000 mg/kg C i OB E ~ O KW
WREE I X 2 IR RO S A R OV JEE KL LR A
ik
S —
4% | 1»A | #&o 10/30/100 >100 ;éomg/kg (@) Tis )y MET, BB
j 30 mg/kg PA_L T _EFR /NI 0 Rl R E A R L B A
A X 9xH | &A 10/30/100 >100 RS
[y 2%y K]
H[E& G (Bk)
B | s | PHOBULR
(mg/kg)
7wk &0 >500
~ A &0 300
AER S (AR OEME)
} B b B b B b MR s
DR | | oelen) | ek ) AR
50 mg/kg THF CYP2B & O CYP3A IEME D BE
7o b5
<oz | 344 & 5/15/50 5 15 mg/kg LA L (3) T ALT O AST L 5-
50 mg/kg (3) CHFE BRI M OB 72 AFHt i
fER
100 mg/kg CHMEK D&/ HEDIHEN
50 mg/kg LA b CIfiE 2 0 B OV 2B AL 52R0 2 <
T A —& O GRIERE OB, Mk
R LB HO OV N o390, fRE A,
TNTIv, yadyy, abArFae— LKk
OB N> AOEEM, AST OJE)
Sy k| 4B | &R0 | 10/20/50/100 50 %g’mgﬁikﬁéi)ﬁé%ﬁi?%g%g@ CREH
50 mg/kg LA CHFEEIEM, 100 mgkg (9)
CHURMR, Il LR AR E R0
100 mg/kg THHMAEAER, 50 mg/kg LA L CTHUR
RN AR TR B (R )
20 mg/kg (Q) K150 mgkg (39) T CYP3A
15 RS
(TR —VNHE< )
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KER S (AR O Fix
B B 5 Ny e EE 1
i I PR (mg/kg/H) (mg/kg/B)

F2RPET A
100 mg/kg (@) THL 2 4
100 mg/kg (3) CREREINE: K OB AT & OJH
L
100 mg/kg T~EZBEY, ~v 7 U v R,
MCV K OMCH D844 723840, 100 mg/kg (F)
CTHRMERIL OB A2, 30 mg/kg (F) LY
100 mg/kg (3Q) T/ INREER & H8
30 mg/kg L E T GGT, 2L AT a—/l,
WERA, TA7Iy, 7a7 ) kO y
7 I DR FE AN
100 mg/kg CIREHEIN &L OWRIZEE /IR E
BT FRRFLVEY /T RAF 0 3%

k72 L)
7 b 26 i &0 10/30/100 30 10 mg/kg LA Gl TSH #E0, 100 mg/kg (5)
TT4IETF
30 mg/kg () & 100 mg/kg (3Q) THF CYPIA
N CYP3A iEHE E&
100 mg/kg THF CYP2C iEHEIE T (8) LUK
(@
30 mg/kg LA T HUR K& O i & o #n
10mg/kg 161 (?), 30mgke 1 () KW
100 mg/kg (3Q) T HUR RIS M AR AR R (N
100 mg/kg 1 {51 C HUR BRIE Al i)
10 mg/kg LA EC/NFER O RAE R (&
OHRIROZE(LIL, WIFhb I 7 vy — A
FFHFE—HFRRARNLE Y « £ RT R TH
RN )
15 mg/kg LA b g M- J OV
= M 45 mg/kg CEATRRA (), EERD (39),
15mg/kg (3) KU 45/30 mgkg (4Q) THE
. , 5/15/45/ HEHN, 45 mg/kg (3) THEEEE ALT N
13 48R 45 309y 15 45/30 mg/kg THF@IZOZ AL,
15 mg/kg (@) } 45 mgkg (Q) TEELEE PR
TR (53 BH)
5 mg/kg LI =T CYP3A JEPEK T
20 mg/kg CHLHE, MEH: K OEMER DL, 1K
N
10 mg/kg (9, #4526 M H DH) KO 20 mg/kg
(39, #4513, 26 KO'39@H) TRE (/]
B3
A X 39 i# o 5/10/20 10 20 mg/kg CREE O MPHRE WD (3), T

7R (3), ALP LH (89)

20 mg/kg TIREEREIIN (Q), RIZBE TR

HEE T (Q), B U LB JRIREBUE RN ()

10 &% 0" 20 mg/kg CFER S35 00 X OB

N fER

* 145 mg/kg BEOMEE, KERD SHIEOZ RS 11 HEICEGZPIEL, 14 HE»D AE% 30 mgkg 12
ZEHEL, 14 HR#ES Lz
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[z FV 2]
HE#E (A

G | phry | PEOISER
(mg/kg)

7 v b w0 >4,000

<y | #&n >4,000

fAEk G (LA ONEME)

Eitaa Eaca Bha LU AU n o
DY | | mw | eder) | ek AR
3,000 mg/kg TARIMERELAL T, MCH, MCV K&
~ A 438 O | 120/600/3,000 600 OFRMER ARSI, W, O, TEME, JPHR
BRI, HE L O E R T
3,000 mg/kg (@) THRIMEKELL T, MCH, MCV
<A | 6% H O | 120/600/3,000 600 K OFRMERS AR RN, FREH, BRI E
N
Sy b | 358 | &0 | 120/600/3,000 600 3,000 me/kg TR, FRER ORISR
BEOKHE
+v 438 O | 80/400/2,000 >2,000 | 2,000 mg/kg (Q) THKE
L 35 H ] 40/200/1,000 >1,000 TR L
YL 14 | &0 | 50/200/500 500 fgg;lg/ kg () CREEARMBFLITT, MCH

[F7 /&R oy Faxi o< L]

HagS (Bth)

DR | oy | PEOIUER
(mg/kg)
7k w0 >1,500
13 w0 270

ARG (BEE M OMEPE)

EIEZRE

&5
I

&5

Beh
(mg/kg/H)

HETEME
(mg/kg/H)

F7rpr i

7 vk

28 H

&N

20/100/500

100

500 mg/kg TIfLH ALT 8% F5F, BEEKT

A X

28 H

&N

3/10/30

10 mg/kg LA B CIRANE D2/ R

30 mg/kg CEREET, MmH BUN KO L
TF =N, REEERT, B U
EERIN

g

&N

30/250/600

30 mg/kg BA ECHfi ALT, AST $8S£HEN,
Y KT

250 mg/kg LA T/KERM#E, mEm:, i PTH (X
T, EEERN, R R o IEH
BB, R, MM ANBGmERL, IR LTy
L b5, MR

600 mg/kg THEB R4

~ 1A

13 14

&0

100/300/
1,000—600"

100

PSR ISR LSBT, — kg,
TR & ORI BT DT A7 L
300 mg/kg PA L 3SR RENE b Az Al oo R
K

R,

*: &5 9 HICH&EZ 1,000 mg/kg 7> 5 600 mg/kg 12T

(T_R—12HE <)
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g $E (HATE R OMBME) ftE

Eiacy

Eiacy

Fh5&

Bl i

v
DU | | m | oeren) | mgken) AP
100 mg/kg LA b CH ZH8 RG-Sz e o> i
N
300 mg/kg LA B CERESINMNS], B K, BEK,
WEREZE, T IR LR DRk
1,000 mg/kg THEAFEKT, AIMERE, FHER
Hghn, Mg AST, ALT, 7 L7 F =8,
JR pH KT, +ZH8M%, 2Rk, BEE,
- . . 30/100/300/ BRI, FEIRE I, 2RI R
7 b 428 FEH 1,000 30 DHIER, EIGHKEZEE
B BT A
= M 100 mghkg LA ETIRFTAFEY VY
N
300 mg/kg LA E Tl A AT AV, PTH
O—PEREEREIN, B I R TG ELOEE
K
1,000 mg/kg TR AN T L, Eg Y N
10 mg/kg LA B C—i@VERERD, FRAIE LR
K OV NE A, TEVEPER
30 mg/kg TMH 7 LT F=, EULE SR
OV ALP 8800, JREFM, HER L OVEAR, IF
\4_‘4 ;\\ﬁ , N %‘5.“
4% | am | o 3/10/30 3 IRV 5 5 iR ORI
B BT AL
30 mg/kg TIRH N-telopeptide, H1/L7 A,
MERE D H N, I hE A ALP B8N,
1,25-vitamin D; & T, ‘B 2 * 7 V& &K OV E
KT
A& Y eV R CBLAEE MESMERRASR ¢ GS-US-236-0102 3Bk, GS-US-236-0103 3k
EIEMAFELIE  330/701 =47.1%
RIVE I o FE T
EONTN 15.7%
T # 12.1%
R 8.7%
GIE ) 7.1%
¥ 4.4%
RIVEF FEED E 3.0% £
BRI S FHER 146/701 = 20.8% (KUBRBMREEAGE T, Grade3/4)
Fifh PR A i 5 3 O TR TR
M7 U7 F R AR —EHn 6.6%
SR R M ER S 3.3%
7 37— 2.9%
TANRGEUEET I T AT =5 —BEN 2.4%
I R ERER D 1.9%
TS5=rT I TR T =T —EHMN 1.9% £
= ft BEIRGE « AARTZIE Z E MRS A HIPA N PN
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3 (EVa—n3)  WEICETLIXE ROER—E

HrHE = | = s FEHGES BRI =

3.1 #H3E (FV=2—13) HK

3.1 BB R L

32 T NiFHEE

328 JFE (mL 57T EL)

32.8.1 —fxiE#HR

32811 %%
3.2.8.1.1-1 [Nomenclature 2N PR ERa i

32812 #EE

3.2.8.1.2-1 |Structure HESL NER AT

3.2.8.1.3 —#RAERE

3.2.8.1.3-1 |General Properties AN FEPN BB S

3282 fHuyE

3.2.8.2.1 #dEE

3.2.8.2.1-1 |Manufacturer(s) PN &R At

32822 BEHFERNSaER a3 ba—L

3.2.8.2.2-1 |Description of Manufacturing Process and Process Controls AN L& B FEA

3.2.823 JEMEIOE B

3.2.8.2.3-1 |Control of Materials 24N N R i
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PR * M EW st PofliEE Al 2%
32.5232 (GG o *ENERE Al
325233 | st PR Rl
pApRTy 00 | sk HEAER AFAf
32.523-5 ([ EGE o *ENERE A
32.5.23-6 (G WS *ENERE A
32,5237 |G HIZIN KPR At
32.523-8 (G o FENERE A
325239 |GG WA FEP R A
32.5.23-10 | NG WS *ENERE A
32.523-11 [ N sk KRR Gl
32.523-12 (| WSk KRR Gl
32.5.23-13 [ WS FENERE A
3282314 | sk R Al
3.2.5.23-15 ||| sk HEAE R Al
32824 EEIRKOHEEMEOEH

3.2.8.2.4-1 |Controls of Critical Steps and Intermediates AN LN B FEAM
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L12 IRAHFE R

PR * M EW st PofliEE Al 2%
3252402 ‘— o — i
32.5.2.4-3 (GG WA *ENERE A

32825 ZurtR - NUF—T g,/ 7 ut R

3.2.S.2.5-1 |Process Validation and/or Evaluation HES- NE R AT

3.2.82.6 HIyETROBZORE

3.2.8.2.6-1 [Manufacturing Process Development AN FEPN BB S

3.2.83 fFifk

3.2.83.1 HEIEZ DML KD R

3.2.S.3.1-1 |Elucidation of Structure and Other Characteristics A HNEE ERa i

3.2.832 R

3.2.8.3.2-1 |Impurities AN LN B FEA

3284 JFEOEB

3.2.8.4.1 B K ORRER 1A

3.2.S5.4.1-1 |Specification AN LN B FEA

3.2.5.4.1-2 |Elvitegravir Drug Substance AN LN B FEA

32842 REHE (OHHE)

3.2.5.4.2-1 |Analytical Procedures 99 g B Ehi

3.2.8.4.2-2 |Appearance Test s+ L& B FEAD
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PR #* &8 EW st PofliEE Al 2%
3.2.8.4.2-3 |Identification, Assay, and Impurities of Elvitegravir Drug Substance by HPLC 2N HNER FEAMG
3.2.S.4.2-4 |Identification, Assay, and Impurities of Elvitegravir Drug Substance by UPLC NiZIN HNEE FEAM
3.2.S.4.2-5 |Enantiomeric Purity of Elvitegravir Drug Substance by HPLC NiZIN HNER FEAMG
3.2.8.4.2-6 |Residual Solvents of Elvitegravir Drug Substance by Headspace Gas Chromatography NiZIN HNER FEAMG
3.2.8.4.2-7 |Elvitegravir Drug Substance Particle Size Distribution by Laser Light Scattering NiZIN HNEE FEAM
3.2.S.4.2-8 |Identification of Elvitegravir Drug Substance by UV Spectrophotometry NiZIN HNEE FEAMG
3.2.8.4.2-9 [Determination of Residual Acetamide Content in Elvitegravir Drug Substance NiZIN HNER FEAM
32843 RBIE OGHGIE) O T—ay
3.2.8.4.3-1 |Validation of Analytical Procedures AN TN BB FEA
328430 Val‘idation.of TM-141 (STM-0010/STM-2145): Identification, Assay, and Impurities of Ak HNGE ST
Elvitegravir Drug Substance
328433 Validation of TM-142 (STM-1031): Enantiomeric Purity of Elvitegravir Drug Substance by Ak HNGE ST
HPLC
125434 Validation of TM-143 (STM-0011): Residual Solvents of Elvitegravir Drug Substance by st R STl
HSGC
328435 Validati'on of TM- 1.44 (STM-1030): Elvitegravir Drug Substance Particle Size Distribution by st R STl
Laser Light Scattering
Report for Validation of STM-1976 “Determination of Residual Acetamide Content in GS- N [ -
328436 |g 50 1690205 by GC/NPD” 24N RN R AT
32844 vy LT
3.2.8.44-1 |Batch Analyses 5+ FEPER AT
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GRS #* M EW sk PEHEE Tl BE
3.2.8.4.5 BSOS ITIED MM
3.2.5.4.5-1 [Justification of Specification st L& B B
3285 FRUERSUIEENE

3.2.8.5-1 |Reference Standards or Materials NiZIN HNER FEAMG

3.2.8.5-2 |Analytical Report of Elvitegravir Reference Standard (Lot RS-B-9137-2) NiZIN HNEE FEAM
32.8.6 Ak OiteR

3.2.8.6-1 |Container Closure System N HNER SEAM
3287 ZEMH
32871 ZEMDFE L HR O
3.2.8.7.1-1 |Stability Summary and Conclusions AN FEPNEER: B
3.2.8.72 KB O L ENERBREFE O 1ER K UV FE e
3.2.8.7.2-1 |Post-approval Stability Protocol and Stability Commitment NiZIN HNEE A
32873 LEMWT—%
3.2.8.7.3-1 |Stability Data st P B SEA
3.2.5.7.3-2 || 2005140037 long-term WA HEp R A
32.5.7.3-3 | 1023 accelerated WA R A
32.5.7.3-4 ||} 2005140037 accelerated WS HEpE R A
32.5.7.3-5 ||| 2005170335 long-term WAL RN R Al
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PR * M EW st PofliEE Al 2%
32.8.7.3-6 || 1090 accelerated o *ENERE Al
3.2.8.7.3-7 ([ 20j05170335 accelerated WA *ENERE AT
3.2.8.7.3-8 ([} 2005200274 1ong-term WS *ENERE A
3.2.8.7.3-9 -.1 135 accelerated AN FEPN BB FEAm
3.2.8.7.3-10 [l 20jf05200274 accelerated WA FENERE A
32.8.73-11 | 1023 tong-term o *ENERE A
32.8.73-12 ([ UB28A1 accelerated o FENERE Al
3.2.5.7.3-13 | [ 1 090 1ong-term WA FENERE A
32.8.7.3-14 | 1 135 tong-term WA *ENERE A
3.2.5.7.3-15 |l PP-1003-1001 photostability tEZAS B R BRL
3.2.8.7.3-16 | LIB28A1 tong-term WS *ENERE A
3.2.8.7.3-17 |l PP-1003-1003 long term tEZAS B R BR
3.2.5.7.3-18 |l PP-1003-1003 accelerated st B R BR
3.2.5.7.3-19 |l PP-1003-1004 long term HEZAS B R BR
3.2.5.7.3-20 |l PP-1003-1004 accelerated tEZAS B R A Aif
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BRI * @ =N, ot EEE TS Al 5%
3.2.5.7.3-21 |l PP-1003-1005 long term HEZAS B R BR(
3.2.5.7.3-22 |l PP-1003-1005 accelerated HEZAS B R BRL
328 JRE (v RZ v )

3281 —kiEH
32.8.1.1 £Fn

3.2.8.1.1-1 |Nomenclature Mo+ PR A
32.8.1.2 ik
3.2.8.1.2-1 |Structure 24 FENE R Bl
3.2.8.1.3  —fARtE
3.2.8.1.3-1 |General Properties sk FENEE R FEA
3282 #iE
3.2.82.1 BB
3.2.8.2.1-1 |Manufacturer(s) sk FENEE R FEA
32822 HEHERRTRER - 2y hr—)L
3.2.8.2.2-1 |Description of Manufacturing Process and Process Controls AN N B A
32823 JRAEI O H
3.2.8.2.3-1 |Control of Materials st R A
325232 |G WAL FENERE Al
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L12 IRAHFE R

PR * M EW st PofliEE Al 2%
3.2.8.2.3-3 — AN B R BR
3252344 (N WA *ENERE AT
325235 ||| G Hi St R A
3.2.5.23-6 | G WA FENERE A
32.523-7 (GGG WA FENERE AT
32.523-8 | NG o FENERE A
32.5239 (NG o *ENERE A
s2.s.23-10 ([ WEsh PR FFAl
32.5.23-11 | S *ENERE A
32.523-12 ([ sk FEE R ARG
32.5.23-13 [ S *EERE A
pXpREr 0 | HESH NG R AT
32.5.23-15 | G A KR A
3.2.5.23-16 | G A KR e
3.2.5.23-17 | G S KE R e
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GRS * M EW sk PEHEE Tl BE
3.2.5.23-18 | GG o *ENERE A
32.8.2:3-0 |G WA KPR At
3.2.5.23-20 (G WS FENERE A
3252321 ([ WA FENERE A
3252322 ([ WS FENERE A
3.2.5.23-23 (NG o FENERE A
3252324 (| sk KL R ARG
32.5.23-25 ([ EGEG WS FENERE A
3.2.8.2.3-26 _ HIZ4S FEPN R AL
32824 BEETREKOHEEPHIEDOZH
3.2.8.2.4-1 |Controls of Critical Steps and Intermediates AN LN B FEA
32825 FrEBR -ANVF—a /T ot AT
3.2.8.2.5-1 |Process Validation and/or Evaluation HIZ4S B AL
3.2.8.2.6 HiE TR OB ORE
3.2.8.2.6-1 |Manufacturing Process Development 24N RN R FFAM

10
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GRS #* M EW sk PEHEE Tl BE

3.2.83 FE

3.2.83.1 HEiEZ Ot D FeE O iR B

3.2.8.3.1-1 |Elucidation of Structure and Other Characteristics AN RN B FEAm

3.2.832 AHiW

3.2.8.3.2-1 |Impurities 24 TN BB FEA

32.84 JFEEOEH

3.2.84.1 BitE K OB G A

3.2.5.4.1-1 |Specification s LN B FEA

3.2.5.4.1-2 |Cobicistat on Silicon Dioxide Drug Substance (GSPEC-188-00.00) s+ NER AT

3.2.S.4.1-3 |Cobicistat on Silicon Dioxide Drug Substance (GSPEC-188-01.02) s+ NER AT

32842 RBRFGiE (GOHTE)

3.2.8.4.2-1 |Analytical Procedures AN FEPN BB i

3.2.8.4.2-2 |Appearance Test s+ L& B FEA

3.2.8.4.2-3 |Identification of Cobicistat in Cobicistat on Silicon Dioxide by UV Spectrophotometry HES: N R A

328494 Identification of Cobicistat in Cobicistat on Silicon Dioxide Drug Substance by Infrared st R ST (1
Spectrophotometry

328425 Identification, Assay, and Impurities of Cobicistat on Silicon Dioxide Drug Substance by sk R i
HPLC

3.2.8.4.2-6 |Chiral Purity of Cobicistat on Silicon Dioxide Drug Substance by HPLC s+ HANEE ]

11
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B #* & EN s Feifiat aHli %%
32,8427 Residual Solvents of Cobicistat on Silicon Dioxide Drug Substance by Headspace Gas sk ] S0
Chromatography
328428 Dete@ination of Heavy Metals in Cobicistat on Silicon Dioxide Drug Substance by sk ] S0
Inductively Coupled Plasma Mass Spectrometry
32843 RBIE GGHGIE) O T—va v
3.2.8.4.3-1 | Validation of Analytical Procedures 4N L& B S
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Evaluation of GS-8374 and GS-9350 Administered by Oral
Gavage to Male Rats Using Head-Out Plethysmography
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[JTK303-AD-003] Validation of Assay Method for _ 20[FRV) ~ _ r wer| =
4.2.2.1-1 Determination of JTK-303 in Rat Plasma 207 Py PR | SHA
[JTK303-AD-004] Validation of Assay Method for _ 20 ~ _ et | =
VN B . . . i g N =
4.2.2.1-2 Determination of JTK-303 in Dog Plasma 207 EPA | HPERY FFA
[BA-183-2012] Quantitative Determination of Ritonavir in _ 20[FR) ~ . el | =
4.2.2.1-3 Rat Plasma by LC/MS/MS ol =2 1 |l _ O e
[BA-183-2003] Quantitative Determination of GS-9137, _ 20 ~ 5 el =
4.2.2.1-4 GS-9202 and GS-9200 in Mouse Plasma by LC/MS/MS N g2 Gl |E _ Ol kot I
[BA-183-2011] Quantitative Determination of GS-9137, _ 20) EIH ~ 5 el =
4.2.2.1-5 GS-9202 and GS-9200 in Rat Plasma by LC/MS/MS 20 fﬁlﬂ H _ WS [FEPVETR | R
[BA-183-2008] Quantitative Determination of GS-9137, _ 20 ~ s el | =
4.2.2.1-6 GS-9202 and GS-9200 in Rat Breast Milk by LC/MS/MS N g2 Gl |E _ Ol kot i
[BA-216-2005] Abbreviated Validation of a Method for the >oll=LA I H~
4.2.2.1-7 |Determination of GS-9350 in Mouse Plasma by HPLC with _ 20 ﬁzkﬁ I A _ sk | AR FEAG
MS/MS Detection
[BA-216-2010] Abbreviated Validation of a Method for the ol ~
4.2.2.1-8 |Determination of GS-9612 in Mouse Plasma by HPLC with _ 20 ﬁ&ﬂ‘ A _ sk | AR FEAG
MS/MS Detection
[BA-216-2202] Validation of a Method for the >ollELs N
422.1-9 |Determination of GS-9350 in Rat Plasma by HPLC with ] 0 £!| H‘ q I | o | chevesk| AR
MS/MS Detection
[BA-216-2008] Validation of a Method for the ol ~
422.1-10 |Determination of GS-9612 in Rat Plasma by HPLC with HEsh | FENERE BRI
20 RH
MS/MS Detection
[BA-216-2013] Validation of a Method for the 3 2 Bl e
4.2.2.1-11 |Determination of GS-9350 in Rat Milk by HPLC with WA (FNE R SR
200 A

MS/MS Detection
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[BA-216-2004] Abbreviated Validation of a Method for the 20 £'EI i -

42.2.1-12 [Determination of GS-9350 in Rabbit Plasma by HPLC with | [ A A ARHEDEIE | 7 ﬁlﬂll E I | oo | cEERH REAR
MS/MS Detection
[BA-216-2003] Abbreviated Validation of a Method for the Sl ~

42.2.1-13 [Determination of GS-9350 in Dog Plasma by HPLC with | [ R AAARRNEIN | O‘ ﬂa‘ ﬂl. q I | o ||
MS/MS Detection
[BA-216-2009] Abbreviated Validation of a Method for the ol ~

42.2.1-14 |Determination of GS-9612 in Dog Plasma by HPLC with | || | | | g.gl ﬂ1 q I | o | cEERH REA
MS/MS Detection
[BA-216-2006] Validation of a Method for the >0 N

4.2.2.1-15 |Determination of Atazanavir in Rat Plasma by HPLC with _ 0 @‘)& H _ sk (HhNERE ST
MS/MS Detection
[BA-216-2007] Quantitative Determination of GS-9137 and _ N [ -

4221516 | 0220 in Rat Plasma by LOMS/MS 20l R [ ] WS [FEPVERE| R

4222 WX

[JTK303-AD-026] Involvement of MDR1 in Membrane 2ol -

42221 |Permeation of TK-303 and Inhibitory Effectot k305 | N | > ¢I| H'.E D | = 1| i
on Digoxin Transport (5.3.2.3-32 )
[JTK303-AD-009] Collection of Plasma from Rats and 0TI~ =

4222 ot : . I . | EErH T

22 Determination of concentration of JTK-303 in Plasma 200 FRH R E P | REPETR | REA

[JTK303-AD-011] Pharmacokinetic Analysis of the Plasma >l -

4.2.2.2-3 [Parent Drug Concentration in Rats after Oral or Intravenous [ g& Q! It L B Japan Tobacco Inc. I Bk v/ i
Administration of JTK-303
[JTK303-AD-007] Calculation of Pharmacokinetic B

4.2.2.2-4 |Parameters of Plasma Radioactivity Concentration in Rats - 2(2)&41!)% L g Japan Tobacco Inc. R R A =
after Oral or Intravenous Administration of "*C-JTK-303
[JTK303-AD-005] Pharmacokinetic Study of JTK-303 P

4.2.2.2-5 |Pharmacokinetics in Rats after Single Administration of _ 20 ‘ﬂ ‘EI _ N Eige] =
C-ITK-303 20 R

32
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[JTK303-AD-022] Pharmacokinetic Study of JTK-303 >l
4.2.2.2-6 |Pharmacokinetics in Rats after Repeated Oral _ 2&3!.5‘ . _ Wi 2
Administration of '“C-JTK-303
[JTK303-AD-028] Analysis of Pharmacokinetic Parameters % 2l
4.2.2.2-7 |of the Plasma Radioactivity Concentration in Rats Treated - 20 Eﬁ‘ Ek H Japan Tobacco Inc. W FNE R B
with Repeated Oral Administration of “C-JTK-303
[JTK303-AD-010] Collection of Plasma from Dogs and _ 200 E ~ _ - vl =p
42.2.2-8 Determination of concentration of JTK-303 in Plasma pli =2 1 |3l | HEPIEDRE) P
[JTK303-AD-012] Pharmacokinetic Analysis of the Plasma >oll=l -
4.2.2.2-9 |Parent Drug Concentration in Dogs after Oral or - g& fl! i L H Japan Tobacco Inc. W FENE R FEAm
Intravenous Administration of JTK-303
[JTK303-AD-008] Calculation of Pharmacokinetic >l B
42.2.2-10 |Parameters of Plasma Radioactivity Concentration in Dogs - 2& % ﬂ‘ H Japan Tobacco Inc. N [FENER FEm
after Oral or Intravenous Administration of '*C-JTK-303
[JTK303-AD-006] Pharmacokinetic Study of JTK-303 >l B
4.2.2.2-11 |Pharmacokinetics in Dogs after Single Administration of _ 20 % ﬂ‘ H _ N ENE B AR
“CJTK-303
[JTK303-P2-102] Comparative Studies on Dissolution and
4.2.2.2-12 |Oral Absorption between JTK-303 Tablets, 50 mg and JTK _ ~20.£|5Iﬂ . A Japan Tobacco Inc. N FERE R B
303 Tablets, 50 mg (SD)
[AD-216-2023] Bi-directional Permeability of GS-9350 and ; [
2.2.2- . .. ~ _ { swsd L
42:2.2-13 R tonavir in Caco-2 Cell Monolayers (5.3.2.3-4% &) I 2l Dl g% | FEPECRY| REf
[PC-216-2013-PK] Determination of the Pharmacokinetics
4.2.2.2-14 |of GS-9350 Following a Single Oral Gavage Dose to Male _ ’\*20.£|5lﬂ . H _ S | AENE R R
and Female 001178-W (wild-type) Mice (4.2.3.1-5%:Ff)
[AD-216-2020] Pharmacokinetics of GS-9350 in Sprague- N _ N o
422215 | Rt [ 0l R WS [FEPVERE| RTAR
[AD-216-2021] Pharmacokinetics of GS-9350 in Male - _ N vt | =
422216 | Dogs [ oy 42 Kl [ WS [FEPIERE| RTA
[AD-216-2042] Pharmacokinetics of GS-9350 after Oral ; et | =
4222-1 i Vari ons ~2 I ‘ BOEH AP
7 Doses in Various Formulations in Beagle Dogs _ OIEEIFJ . H O [ REPER Pl

33
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[AD-216-2022] Pharmacokinetics of GS-9350 in N _ N vt | =3
4222018 | s Monkeys [ ) G2 )il [E WSk (AR FRA
[AD-216-2061] Pharmacokinetics of EVG, FTC, TDF and
4.2.2.2-19 [GS-9350 after Oral Dosing in Various Formulations in _ NZO.QEIH . H _ WEsh | xEE R B
Beagle Dogs
4223 4
[JTK303-AD-014] Protein Binding of JTK-303 in vitro 200 - Il H ~ e | =
- B8 3L 2
42231 70 ) [ b T B & Japan Tobacco Inc. P [FEPER A
[AD-183-2024] Ex vivo Plasma Protein Binding
Determination of GS-9137 in CD-1 Mice Receiving Once * 5 wew | =p
4.2.2.3-2 Daily Oral Administration of GS-9137 for Seven Days _’ ctal. 20.¢IH . . Sk (REPVEDRE) Rl
Using Equilibrium Dialysis Method
[JTK303-AD-013] Distribution of JTK-303 into Blood ol 22 Kl Bl - [
e mm AL e [ ]
[JTK303-AD-005] Pharmacokinetic Study of JTK-303 >l B
4.2.2.3-4 |Pharmacokinetics in Rats after Single Administration of _ [2g S e
: : mmm AN oy |seovier| s
C-JTK-303
[JTK303-AD-006] Pharmacokinetic Study of JTK-303 >l B
4.2.2.3-5 |Pharmacokinetics in Dogs after Single Administration of _ [2g S I
P es e Sing mmm AN oy |seovier| s
C-JTK-303
42236 EAl\lji-il6-2076] Plasma Protein Binding of GS-9350 in CD- _ NZO.EI)% I H _ wish [etrger| 2
42237 [AD-216-202;2] Plasma Protein Binding of GS-9350 _ NZO.QEIH . H _ wish [epvger| 2
(532.1-45 )
[AD-216-2060] Whole-Body Autoradiography (WBA) of 200-ER A ~ . ot | =
12238 - D | i || o
Rats Following Oral Administration of "*C-GS-9350 cta 205 R 7 |FEPEERE) RE
[AD-216-2034] Pharmacokinetics, Distribution, >l W
42239 [Metabolism, and Excretion '“C-GS-9350 Following Oral | [ [ N SN, <: - ] HEsh [FEPVEEL| AFA
o 200 RH
Administration to Rats  (4.2.2.5-4% )
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[60N-0518] Quantitative Tissue Distribution of Drug-
Related Material Using Whole-Body Autoradiography ol
4.2.2.3-10 |Following a Single Oral Dose of ['*C]GS-9137 With or _ Z&Q!lﬂ‘ A * oL | LR AT
Without Ritonavir to Male and Female Sprague Dawley
Rats
4224 fR#H
[AD-183-2019] Determination of in vitro Metabolic 2001 A ~ ; -
4.2.2.4-1 1 LR AT
Stability of ['*C]-GS-9137 in Mouse Liver Microsomes _ 20 P s |1 Fr| A
[AD-183-2021] Determination of Activities of NADPH-
Cytochrome P450 Reductase and Cytochrome P450 _ N N S
4.2.2.4-2 Isozymes in Mouse Liver Microsomes from Commercial 20.¢.ﬂ I H N et i
Source and from Mouse Treated with GS-9137
[AD-183-2020] Metabolite Profiling and Identification of 2000 F I H~ . S
12243 e A —
['*C]-GS-9137/GS-9137 in Mouse Liver Microsomes 20+ A Ol e
[JTK303-AD-019] Metabolite Profiling of Biological 200 E ~ [
42.24-4 Japan Tobacco Inc. B RE FE
Samples from Rats after Administration of '*C-JTK-303 - ply 22 JEl |5 apan Tobaceo e Sl et
[60N-0508] Metabolite Profiling and Identification of >l
422.4-5 [["C]-GS-9137/GS-9137 in Pooled Female New Zealand [ ] 2’. ﬁll ﬂ‘ q * WESh | EPNE R FEAM
Rabbit Liver Microsomes
[JTK303-AD-020] Metabolite Profiling of Biological 20 E ~ [
4.2.2.4-6 Japan Tobacco Inc. ERE FE
Samples from Dogs after Administration of '“C-JTK-303 - 20 RE apan Tobaceo fne [Py | FEPVEDRE aEA
[JTK303-AD-015] In vitro Metabolism of '*C-JTK-303 % 2 k1 e ‘ )
4.2.2.4-7 |[(Oxidative Reaction in Liver Microsomes) (5.3.2.2-2% [ ] 20 % ﬂ‘ H Japan Tobacco Inc. N FEREEr B
HR)
[JTK303-AD-016] I vitro Metabolism of **C-JTK-303 Soll=l N ~
4.2.2.4-8 |(Glucuronide Conjugation in Liver Microsomes) (5.3.2.2- - 2& % ﬂ‘ H Japan Tobacco Inc. N HNERH BEAm
3ZM)
[JTK303-AD-024] In vitro Study of JTK-303 [II] ol N
42.2.4-9 |Determination of K, and V., Using Human Liver _ _ B Eanakes 3 B0
‘ 20T RA
Microsomes (5.3.2.2-9Z %)
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[JTK303-AD-021] Identification and Characterization of >l
4.2.2.4-10 |Metabolites of "*C-JTK-303 in vivo and in vitro Samples - 20‘%‘)& i Japan Tobacco Inc. EIN | FLNERH GEm
(53.22-73 1)
[AD-216-2024] In vitro Metabolism of GS-9350 in
4.2.2.4-11 [Hepatocytes and Hepatic Subcellular Fractions from Rat, _ NZO.QEIH . H _ sk (HNE R ST
Dog, Monkey, and Human (5.3.2.2-13% %)
[AD-216-2025] Cytochrome P450 Phenotyping for GS- _ N _ N v | =3
422412 o = o ol S Pl [E WAL | KRR B
[AD-216-2074] Identification of Major Metabolites of GS- N _ N vl | =0
42.24-13 9350 in CD-1 Mouse Microsomes in vitro _’ ctal. 20.$IH I . e et I
[AD-216-2038] Identification of Major Metabolites of GS- _ - _ 5 wpr| =
422414 | S 22 185 M) 20l R WESL | REPE R BT AT
[AD-216-2073] Pharmacokinetics, Metabolism, and >ollEs
4.2.2.4-15 |Excretion of "*C-GS-9350 Following Oral Administration _, et al. _ WESL | NE R R
. 2011 A
to Mice (4.2.2.5-3%H%)
[AD-216-2082] Metabolite Profiling and Identification of o=l B
4.2.2.4-16 |Rat Plasma, Bile, Urine, and Feces Following Oral _ 2&%)%‘ E| _ sk |etrveer| =m
Administration of "*C-GS-9350
[AD-216-2101] Profiling and Identification of Metabolites
in Selected Plasma, Urine, Bile, and Feces Samples from . et | =
422417 Intact and Bile Duct-Cannulated Dogs after Oral _ ZOIEIH . H _ sk (FEPIECRE| FFf
Administration of "*C-GS-9350
4225 et
[JTK303-AD-005] Pharmacokinetic Study of JTK-303 >l B
4.2.2.5-1 |Pharmacokinetics in Rats after Single Administration of _ h fﬁﬁj‘ El _ Wi 2 rm
HCITK-303 (42.2.3-43 )
[JTK303-AD-006] Pharmacokinetic Study of JTK-303 >l
4.2.2.5-2 |Pharmacokinetics in Dogs after Single Administration of _ h fﬁﬁj‘ El _ Wi 2
HCITK-303 (42.2.3-5#)
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[AD-216-2073] Pharmacokinetics, Metabolism, and >l
42253 |Excretion of "*C-GS-9350 Following Oral Administration | | R RRRRRRRREEE. <: - 2& £'!l ﬂ‘ q I | || R
to Mice
[AD-216-2034] Pharmacokinetics, Distribution, >l W
422.5-4 |Metabolism, and Excretion of *C-GS-9350 Following Oral | | N | | . <: - g.gl ﬂ‘ a ] sk | AENE R FEA
Administration to Rats
[AD-216-2067] AD-216-2067 Mass Balance of >l
$2255 |Radionetiviy aicr st Adisisronof ) Gs-o3s01o | I | UL | | o1 15| v
Naive Male Beagle Dogs
[AD-216-2068] AD-216-2068 Mass Balance of ol L5 il [E
4.2.2.5-6 |Radioactivity after Oral Administration of ['*C] GS-9350 to _ i & ElE _ wESL | NE R R
Naive Male Bile Duct-Cannulated Beagle Dogs
422.6 FWENRESREMBEEN GERRR)
[ITK303-AD-017] Metabolism of JTK-303 by 0=~ .
2.2.6- T Inc. R R
4.2.2.6-1 Recombinant Human CYP Isoforms (5.3.2.2-4 %) - 200 FRH R H Japan Tobacco Inc EPY [ALYSTR | FFA
[AD-183-2034] UDP-Glucuronosyl Transferase s ———
Lo ~20 I LN 7
4.2.2.6-2 Phenotyping of Elvitegravir (5.3.2.2-5% M) _’ cta .ﬂilﬂ I . WO IR BP
[JTK303-AD-018] Effects of CYP Inhibitors on the
. . . . 20 ~ [
4.2.2.6-3 |Metabolism of JTK-303 in Human Liver Microsomes - Japan Tobacco Inc. N FENE R G
200 R
(53.22-62 )
[AD-183-2028] In vitro Assessment of Inhibition of
4.2.2.6-4 |Human Elvitegravir Glucuronidation by Ketoconazole [ ~20ll= [ ] oL |FEPERE| AT
(5322-12H)
[JTK303-AD-027] In vitro Metabolism Study of JTK-303
429625 [l]‘ Enzyme Inhibition Study Using Human Liver _ 20AFRA R ~ _ w2
Microsomes g2 Gl |E
-Determination of ICs- (5.3.2.2-11 %)
[ITK303-AD-025] In vitro Study of JTK-303 [III] ol ~
4.2.2.6-6 |Interaction Study of JTK-303 with Coadministered Drugs _ 20 Eﬁ‘ﬂk H _ W[ R SR

(53.22-101)
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[JTK303-AD-026] Involvement of MDR1 in Membrane Lol ~
42.2.6-7 |Permeation of JTK-303 and Inhibitory Effect of JTK-303 [ ] 0 éﬁ‘ ﬂk q [ IEERRER G R
on Digoxin Transport (5.3.2.3-3%#)
[AD-183-2030] In vitro Assessment of Elvitegravir i
422.6-8 |Inhibition of Human OATP1B1 and OATPIB3 (5.3.23-1| | R <t ~0ll=) = ] WESh | EPN R FEAM
Z )
[JTK303-AD-023] Enzyme Induction Study of JTK-303 in 201 - )
42.2.6-9 |Fresh Primary Cultured Human Hepatocytes (5.3.2.2-8% [ ] I | || REE
) by GE Kl B
[AD-216-2040] Inhibition of CYP3A Activity in Rat, Dog _ N e | =
- . E— —
4.2.2.6-10 1 L4 Monkey by GS-9350 in vitro lblln L et
[AD-216-2025] Cytochrome P450 Phenotyping for GS- _ s weunt | =
226- ~2 I LB AT
422611 | ) B2 Kl E WS [HEPE R AT
[AD-216-2028] Inhibition of Human CYP3A Activity by _ 5 e | =
~ E— -
4226121650350 invitro (5.3.2.2-16B ) il k| LR | Al
[AD-216-2041] Drug Interaction Properties of Putative s P
226- . N I LB AT
422613 11y man Metabolites of GS-9350  (5.3.2.2-19% i) Wl Wb | FLPIRERE| ar
[AD-216-2029] In vitro Assessment of Human Liver
42.2.6-14 |Cytochrome P450 Inhibition Potential of GS-9350 [ ] ~0ll= e ] WSS | AEPIEEL | FEA
(5.3.22-172 /)
[AD-216-2070] In vitro Assessment of Human Liver
42.2.6-15 |CYP2B6 and CYP2C8 Inhibition Potential of GS-9350 [ ] ~20ll=I P ] WAL | AEPEEL| B
(5.3.2.2-202 %)
[AD-216-2075] In vitro Assessment of Human UGTI1A1 _ N s | =
: ~20 I LB A
42.2.6-16 1y} ibition Potential of GS-9350 (5.3.22-22% ) R UL W% | FLPIRERE) w
[AD-216-2072] Inhibition of P-glycoprotein-Dependent Bi-
4.2.2.6-17 |Directional Transport of Digoxin Through Monolayers of [ R ~0j=lH |7 [ ] sk [t R ST
Caco-2 Cells by GS-9350 (5.3.2.3-65 1)
[AD-216-2030] Interaction of GS-9350 and Ritonavir with s e | =
226- ~2 I LB A
4.2.2.6-18 MRP1, MRP2, and Pgp (5.3.2.3-55 ) I Wl Ll e

(O8]
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[AD-216-2093] In vitro Interaction Studies of GS-9350 _ N —— =
226- ~20 I EPIRERH R
4.2.2.6-19 with human OCT2 Uptake Transporter (5.3.2.3-7%:H) IEIH I : Wb | FLPIRERE ar
[AD-216-2094] In vitro Interaction Studies of GS-9350
42.2.6-20 |with human MATE1 and MATE2-K Efflux Transporters ] ~20l= e ] WESN | KEPEERL| FEAT
(5.3.2.3-82 )
[AD-216-2103] Bi-Directional Permeability of Cobicistat
4.2.2.6-21 [Through Monolayers of P-glycoprotein and BCRP -, etal. NZO.‘ZEIH I H _ sk (HENE R ST
Overexpressing Cells  (5.3.2.3-9%: )
[AD-216-2104] Inhibition of Breast Cancer Resistance
Protein-Dependent Bi-Directional Transport of Prazosin _ ; —
. etal. | ~20 I sk [ALPYRORH 3
4.2.2.6-22 through Monolayers of Caco-2 Cells by Cobicistat cta .ﬁilﬂ I H WS [FEPNEDRE| R
(5.3.2.3-15% 1)
[AD-216-2039] Induction of Metabolizing Enzymes of Rat [ e | =
B | v I EPEERH R
422623 |0 oS 0350 in vitro B2 Bl [ HEsh [REPveRr| A
[AD-216-2027] Induction of Metabolizing Enzymes by GS- _ e =
~20 I g |
42262410350 invitro (53.2.2-15%) L B S e
[AD-216-2071] In vitro Assessment of the Induction 20 EI Ao~

4.2.2.6-25 |Potential of GS-9350 in Primary Cultures of Human ] 20 EI}% H I Weoh | AENE R FEAL
Hepatocytes (5.3.2.2-21%: )
[AD-216-2105] In vitro Inhibition Studies of Cobicistat

422.6-26 |and Ritonavir with Human OAT1, OAT3 and MRP4 [ ~20ll=V = ] WAL | KRR B
Transporters (5.3.2.3-11 %)
[AD-216-2099] In vitro Assessment of Cobicistat and

4.2.2.6-27 [Ritonavir Inhibition of Human Breast Cancer Resistance [ ~20=1ln ] Mok AR FEAL
Protein  (5.3.2.3-10% 1)
[AD-216-2095] Assessment of the Potential for GS-9350

4.2.2.6-28 [and Ritonavir to be Substrates of the Human OCT2 Uptake I ~20=ln ] sk |G R FEAL
Transporter (5.3.2.3-12%: %)
[AD-216-2098] In vitro Interaction Studies of Cobicistat

4.2.2.6-29 |and Ritonavir with Human OCTN1 Transporter (5.3.2.3- [ ~20 e ] sk | AENE R FEAE
132:M)
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[AD-216-2100] In vitro Assessment of Cobicistat and

42.2.6-30 |Ritonavir Inhibition of Human OATP1B1 and OATP1B3 [ R ~20l= 0 ] WAL | AP EL| R

4227 FOftho 3y E)HERER

4.2.2.7

MR L

40




25 e RSB
LI12 IS R—&

Y, s = = o 4z = £ = é\,
YERHE % m ¥ SR I BB 53757 o | s |
423 #MERER
4.23.1 H[EEGEMERR
[JTK303-TX-001] Single Oral Dose Toxicity Study of JTK- _ o G2 B Ry et | =
23.1- ) Inc. el |
4.2.3.1-1 303 in Rats n & E Japan Tobacco Inc EWN |[#ENERE R
[JTK303-TX-002] Single Oral Dose Toxicity Study of JTK- _ 20 ~ et | =
2.3.1- . b Inc. ENE R FE
423.1-2 303 in Dogs w BT Japan Tobacco Inc EWN |[#ENERE R
[JTK303-TX-014] Preliminary Single Oral Dose i -
4.2.3.1-3 |Toxicokinetic Study of JTK-303 in Dogs (Dosing _ £!lﬂ‘ H Japan Tobacco Inc. W FNE R B
Formulation: Suspension in Corn Oil)
[PC-216-2013] Collection of Samples for Determination of
the Pharmacokinetics of GS-9350 Following a Single Oral _ 20 E ~ _ N el =
4.2.3.1-4 Gavage Dose to Male and Female 001178-W (wild type) 200 WS [FEPVETR | FR
Mice
[PC-216-2013-PK] Determination of the Pharmacokinetics
4.2.3.1-5 [of GS-9350 Following a Single Oral Gavage Dose to Male [ ] ~0l=Re ] s |FEPNERR| BT
and Female 001178-W (wild-type) Mice
[TX-216-2003] Single-Dose Oral Gavage Toxicity Study ERA ~ _ e | =7
42316 | [ ] =T B WS | AR B AT
4232 RIEEGEERR
[TX-183-2004] GS-9137: A 13-week Oral Gavage Toxicity _ 20 FRA R ~ _ 5 oy | =r
42321 d Toxicokinetic Study in Mice g2 Gl |E WS [FEPVETR | FR
[JTK303-TX-012] Preliminary Two-Week Oral Dose _ 20 EIH . H~ o
4.2.3.2-2 Toxicity Study of JTK-303 in Rats oly G2 Bl [ Japan Tobacco Ine EA | HEERY SFA
[JTK303-TX-003] One-Month Oral Dose Toxicity Study of _ 20[FR) ~ et | =
23.2- : Inc. e =T
423.2-3 TTK-303 in Rats >l W Japan Tobacco Inc EWN [#ENERE R
[JTK303-TX-021] Three-Month Oral Dose Toxicity Study _ 20 FRHRE ~ vt | =
- T Inc. ES grH AT
4.2.3.2-4 of JTK-303 in Rats with a Three-Month Recovery Period ) 22 1 L Japan Tobacco Inc EA | HPERY aFA
[JTK303-TX-022] Six-Month Oral Dose Toxicity Study of _ 20 ﬁzlﬂ ~ s | =
- T Inc. ES Syl
42.3.2-5 TTK.303 in Rats 20 fﬁlﬂ g Japan Tobacco Inc EWN [HE e 5T
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[JTK303-TX-004] One-Month Oral Dose Toxicity Study of _ 20FRA R ~ et | 2
- Japan Tobacco Inc. R G
423.2-6 JTK-303 in Dogs N hE apan Tobacco Inc EWN | FENERH B
[JTK303-TX-023] Nine-Month Oral Dose Toxicity Study 20Q<ERA ~ I | =1
4.2.3.2-7 of JTK-303 in Dogs with a Three-Month Recovery Period _ ) =2 L el ekt il
[TX-216-2025] 2-Week Non-GLP Oral Gavage Dose >oll0 -
4.2.3.2-8 |Range-Finding Toxicity and Toxicokinetic Study of GS- _ 2& E'!l H‘ H _ s | FENE R R
9350 in CD-1 Mice
[TX-216-2032] 14-Day Oral Gavage Toxicity and _ 20 I H~ _ N el | T
42.3.29 |7 oxicokinetic Study of GS-9350 in Mice ) 42 W [ WY | HEPVEDRE) AP
[TX-216-2041] 4-Week Dose Range-finding Oral Gavage >ol=0 -
4.2.3.2-10 [Toxicity and Toxicokinetic Study with GS-9350 in _ 2&ﬂ!lﬂ‘ H _ WA | NS R B
CByB6F1-Tg(HRAS)2Jic (wild type) Mice
[TX-216-2026] 3-Month Oral Gavage Toxicity and _ 200 QA ~ _ 5 T
42321 | ieokinetic Study with GS-9350 in CD-1 Mice 20 RP Ll et L
[TX-216-2004] 4-Week Oral Gavage Toxicity and e -
4.2.3.2-12 |Toxicokinetic Study with GS-9350 in Rats with a 4-Week _ £'!lﬂ‘ A _ S [AENERH FEAL
Recovery
[TX-216-2017] 26-Week Oral Gavage Toxicity and >oll0 -
42.3.2-13 |Toxicokinetic Study with GS-9350 in Rats with a 13-Week | | A R SEEDEIE | ) E‘ﬂ.l q I | [ R
Recovery Period
[TX-216-2005] 4-Week Oral Gavage Toxicity and >0 N
4.2.3.2-14 |Toxicokinetic Study with GS-9350 in Dogs with a 4-Week _ 20 £'!IH‘ A _ WA | NS R B
Recovery Phase
[TX-216-2016] 39-Week Oral Gavage Toxicity and >oll=1 N
4.2.3.2-15 |Toxicokinetic Study with GS-9350 in Dogs with a 13-Week _ 0 ﬂ!lﬂ‘ H _ eS| AENERH FEAL
Interim Necropsy and a 13-Week Recovery Period
[TX-216-2001] 14-Day Oral Gavage Toxicity and _ 20 R ~ _ . | =1
423216 |1 sicokinetic Study with GS-9350 and GS-017415 in Rats Y g5 B L AN e
[TX-216-2001-TK] 14-day Oral Gavage Toxicity and
4.2.3.2-17 |Toxicokinetics Range-Finding Study with GS-9350 in Male _ ’\*20.5!5.)3 . H _ s | NS R B
Rats: Toxicokinetic Analysis of GS-9350 in Plasma
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4.2.3.2-18

[TX-183-2007] 90-Day Oral Gavage Bridging Study with
GS-9137 and Ritonavir in Rats

200 EPTRE ~
v g8 Bl [

5

B R

FEA

4.2.3.2-19

[TX-236-2001] 13-Week Oral Gavage Bridging Study with
GS-9350 and GS-9137 in Rats with a 1-Month Recovery
Period

200 A ~
v @8 1 [E

HEZAS

FEPN R

FE

4.2.3.2-20

[TX-216-2002] 7-Day Oral Gavage Toxicity and
Toxicokinetic Study with GS-9350 and GS-017415 in Dogs

20[<F)T ~
2051 A

s

B R

FE

4.2.3.2-21

[TX-216-2002-TK] 7-Day Toxicity and Toxicokinetic
Study of GS-9350 in Dogs: Toxicokinetic Analysis of GS-
9350 in Plasma

~20j=1In

FEPN R

AF

4.2.3.2-22

[TX-216-2027] A Five Day Oral Toxicity and
Toxicokinetic Study of GS-9350 and Atazanavir in Female
Sprague-Dawley Rats

20l RE ~
i B N &

FEPN R

APl

4.23.2-23

[TX-216-2027-TK] A Five Day Oral Toxicity and
Toxicokinetic Study of GS-9350 and Atazanavir in Female
Sprague-Dawley Rats (MPI Research Study 814-390):
Toxicokinetic Analysis of GS-9350 and Atazanavir in Rat
Plasma

~20ll=iln

st

B R

¥

4.2.3.2-24

[TX-216-2024] 90-Day Oral Gavage Bridging Study with
GS-9350 and Atazanavir in Rats with a 1-Month Recovery
Period

2wl e ~
el B3 Kl [

FEPN R

FE

4233 BEEMERBR

4.233.1

In Vitro 7\5%

423.3.1-1

[JTK303-TX-005] Bacterial Reverse Mutation Test of JTK-
303

20 IUTR ~
20 E

Japan Tobacco Inc.

EN

B R

FEf

4233.1-2

[JTK303-TX-006] Chromosomal Aberration Test of JTK-
303 in Cultured Mammalian Cells

20T~
200F R

Japan Tobacco Inc.

FEW

B R

REA

4.233.1-3

[TX-216-2010] GS-9350 Salmonella-Escherichia
Coli /Mammalian-Microsome Reverse Mutation Assay

0D ~
20l

AN

B R

REA
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42.33.14 |[TX-216-2011] GS-9350 L5178Y ** Mouse Lymphoma I zofll ‘ - o |epoveer| s
Forward Mutation Assay g8 Ji
42332 InVivo Bk
4.23.3.2-1 |[JTK303-TX-007] Micronucleus Test of JTK-303 in Rats [ 20%)31 E - Japan Tobacco Inc. N |REN R R
4.23.3.2-2 |[TX-216-2012] GS-9350 Rat Micronucleus Test [ 29 é';!iqﬁ‘ HN - WSS | REPEERL| FEA
4234 DAJRPERER
42341 FEHD ARERER
[TX-183-2011] A 104-Week Oral Gavage Carcinogenicity =kl [P
423.4.1-1 |Study of GS-9137 with or without Ritonavir in the Albino [ ] E‘ FJ‘ q - WESh (KRR FEA
Mouse
[TX-183-2012] A 104-week Oral Gavage Carcinogenicity _ 62 Kl Bk N vl | =g
4.2.3.4.1-2 Study of GS-9137 in the Albino Rat gs il |E WSk [REPER | FHA
42342 FEHISOTH D AR MERABR
42342 |[ZYERL
42343 ZOMORER
42343 |[ZYUERRL
4235 AEFEATEMERER
42351 ZMEEROFER E COYMMREAIC R4 5 35
4.2.3.5.1-1 g;I:303-TX_019] Female Fertility Study of JTK-303 in _ 2()‘&'5.)5 Japan Tobacco Inc. EN | HNERH M
[TX-183-2003] Oral (Gavage) Fertility and General _ H~ _ 5 el | =g
4.2.3.5.12 Reproduction Toxicity Study of GS-9137 in Male Rats £|5 ﬂ H WS |REPER | BHA
[TX-216-2023] Oral Gavage Study of Fertility and Early >ollEls N
4.2.3.5.1-3 |Embryonic Development to Implantation with GS-9350 in ] g& ﬁ!l ﬂ‘ o I oL |FEPERE| FTAM
Rats
44




25 e RSB
LI12 IS R—&

. e e pra e e i o =] ... |FF
B % %k PRI 1T SIS o | s |
42352 W& - IRIEREAEICET 5Bk
[JTK303-TX-020] Study for Effects of JTK-303 on 204 ~ st | =g
5.2- T Inc. LR B
4.2.3.5.2-1 Embryo-Fetal Development in Rats _ 200 Japan Tobacco Ine Py |HEPORRH Bl
[TX-183-2001] Oral (Stomach Tube) Dosage-Range _ 200 ~ _ 5 gl | s
4.2.3.5.22 Developmental Toxicity Study of GS-9137 in Rabbits 20 P WS |REPER | FFA
[TX-183-2002] Oral (Stomach Tube) Developmental _ 20 F e~ _ s gl | s
4.2.3.5.23 Toxicity Study of GS-9137 in Rabbits ) == 1 [ WSk [REPECR | FHA
[TX-216-2018] Oral Gavage Dose Range-finding 2ol N
4.23.5.2-4 |Developmental Toxicity and Toxicokinetic Study with GS- | || | | I Woh (HhNERE S
. v g2 W LG
9350 in Rats
[TX-216-2020] Oral Gavage Study for Effects on Embryo- _ 20FRA ~ _ N oyl | s
4.2.3.5.2-5 fetal Development with GS-9350 in Rats 200F R WS [REPNETRE | R
[TX-216-2019] Oral Gavage Dose Range-finding 2oL -
4.23.5.2-6 |Developmental Toxicity and Toxicokinetic Study with GS- | || | | | I Wsh (FENEEE A
. . 205V R
9350 in Rabbits
[TX-216-2021] Oral Gavage Study for Effects on Embryo- 2ol N ~
4.2.3.5.2-7 |fetal Development and Toxicokinetics with GS-9350 in ] 0 EII ﬂll a ] ok | AR FEAE
Rabbits
[TX-183-2008] Oral Gavage Study for Effects on Embryo- ol -
4.2.3.5.2-8 |fetal Development and Toxicokinetics with GS-9137 and ] 0 ﬁi‘)% . ] Mok AR FEAE
Ritonavir in Rats
42353 HAERTROHAER ORAEN T RHAORERIC B9 5 Bk
[TX-183-2006] Oral (Gavage) Developmental and
Perinatal/Postnatal Reproduction Toxicity Study of GS- _ 200 A ~ _ 5 oyt | =p
4.2.3.5.3-1 9137 in Rats, Including a Postnatal Behavioral/Functional ) 28 Bl |E Ol ekt I
Evaluation and a 28-Day Juvenile Toxicity Evaluation
[TX-216-2033] An Oral Pre and Postnatal Development 2ol W~
4.2.3.5.3-2 |Study, Including a 28-day Juvenile Toxicity Evaluation, of [ WEoh (FhNERE A
. 2051 R
GS-9350 in the Rat
45
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42354 FrAERZEHOCRR
[TX-183-2006] Oral (Gavage) Developmental and
Perinatal/Postnatal Reproduction Toxicity Study of GS- >ollEL -
4.2.3.5.4-1 (9137 in Rats, Including a Postnatal Behavioral/Functional o ﬂz‘& A _ sk | AR FEAT
Evaluation and a 28-Day Juvenile Toxicity Evaluation
(42.3.53-121)
[TX-216-2033] An Oral Pre and Postnatal Development ol ~
4.2.3.5.4-2 |Study, Including a 28-day Juvenile Toxicity Evaluation, of 2& /E% H‘ H - oL |FEPERH| AT
GS-9350 in the Rat  (4.2.3.5.3-2% )
4236 JRFTRIHERER
[JTK303-TX-010] Single Oral Dose Phototoxicity Study of 200V R~ _ oyt | =
- = ey =]
42361 117K 303 in Mice 205IRH [P FESERY R
2 ~ S, D ~ =
423.6-2 |[TX-183-2020] GS-9137: Skin Irritation to the Rabbit (2)0 EEI;JH‘ 5 | N | o || R
[TX-183-2021] GS-9137: The Bovine Corneal Opacity and 20| ~ _ ; el | =
4.2.3.6-3 Permeability Assay (BCOP) 20 P Ll Lt
2 ~ S, Y ~ =
423.6-4 |[TX-216-2044] GS-9350: Skin Irritation to the Rabbit g&i‘iﬂﬂ‘ 5 | N | o || R
[TX-216-2043] GS-9350: The Bovine Corneal Opacity and 200 FR) ~ _ . el |
4.2.3.65 Permeability Assay (BCOP) @8 Bl [E WS [FEPETR | ER
4237 T OMOEFEERR
42371 BURMERER
[TX-183-2022] GS-9137: Assessment of Skin Sensitization ol ~
4.2.3.7.1-1 |Potential using the Local Lymph Node Assay in the Mouse _ sk (FNERE ST
- X plt 22 Bl |§
(Individual animal approach)
[TX-216-2042] GS-9350: Assessment of Skin Sensitization ol ~
4.2.3.7.1-2 |Potential using the Local Lymph Node Assay in the Mouse _ s (HNE R ST
- - pIt 22 Bl |§
(Individual animal approach)
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[JTK303-TX-011] Four-Week Oral Gavage i L ~ e wewnL | =0
4.2.3.7.2-1 Immunotoxicity Study of JTK-303 in Rats _ 20 RP N[ ¥l
[TX-216-2022] 4-Week Oral Gavage T-Cell Dependent _ 20 ~ _ 5 P
4.2.3.7.22 Antibody Assay with GS-9350 in Rats 20 FRHRR WS |REPER | FHA
42373 FBHERBLOMKTICET 2R
[JTK303-TX-018] Two-Week Oral Dose Toxicity Study of _ g8 Ji ~ - weun | =
2.3.7.3- . . . 8 S
4.2.3.7.3-1 JTK-303 in Rats with 1-, 2- and 8-Week Recovery g2 Gl & Japan Tobacco Ine EA | HEAEDR Pl
[JTK303-TX-024] Two-Week Repeated Oral Dose Study 2ol -
4.2.3.7.3-2 |with Low Dose Levels of JTK-303 in Rats with Two-, _ 2&ﬂ!lﬂll H Japan Tobacco Inc. W EE R
Eight- and Sixteen-Week Recovery Period
[JTK303-TX-029] Ultrastructural Analyses of JTK-303-
4.2.3.7.3-3 |Induced Histopathological Findings in the Small Intestine _ Japan Tobacco Inc. I Bk I
in Rats after a Single Oral Dose of JTK-303
TK303-TX-027] Three-D 1D f JTK- , -
423734 [J 303 027] Three-Day Oral Dose Study of JTK-303 _ Japan Tobaceo Inc. wy | eepszrr| s
in Spaced-Fed Rats
[JTK303-TX-028] Two-Week Dietary Administration _ = el =
42.3.73-5 Study of JTK-303 in Rats Japan Tobacco Inc. EWN |FENERE B
[JTK303-TX-026] Two-Week Repeated Oral Dose Study of
JTK-303 in Rats _ 200 ~ —
_ E5 paglly EN
4.23.7.3:6 1 Sequential Evaluation of JTK-303-Induced g&ﬁ!lﬂ H Japan Tobacco Inc. Py |HEPIEDRE) P
Histopathological Findings in the Small Intestine -
[JTK303-TX-025] Four-Week Repeated Oral Dose Study
423.7.3.7 [0FITK=303 in Rats e | CLVL Japan Tobacco Inc. Py |iEgk| s

- Sequential Evaluation of JTK-303-Induced
Histopathological Findings in the Small Intestine -

423.7.4 {RAFHERER

4.2.3.74
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423.7.6 MM OFNERER
[TX-183-2010] A 28-day Oral (Gavage) Toxicity Bridging 20 FRA R ~ _ 5 iz | =p
4.2.3.7.6-1 Study with GS-9137 in Female Sprague Dawley Rats 200l AR WS [FEPVETR | ER
[TX-183-2023] 28-Day Oral Gavage Qualification Study _ 20[FR) ~ _ ; oy | =p
; ; ZIA e
423762 [ oo 0137 in Rats =l ok | FENEDRH AT
[TX-183-2024] In Silico Evaluation of Potential
4.2.3.7.6-3 |Genotoxicity and Carcinogenicity for Intermediates and - N20.£|5Iﬂ . H _ WEgh [FENE R AW
Impurities of GS-9137
[TX-216-2045] 28-Day Oral Gavage Qualification Toxicity _ 2004 A ~ _ N el st
4.2.3.7.6-4 and Toxicokinetic Study with GS-9350 in Rats v g2 [ S (RPN B¥f
[TX-216-2046] In Silico Evaluation of Potential
4.2.3.7.6-5 |Genotoxicity and Carcinogenicity for Intermediates and - NZO.J*:EIH . H _ WEsh [FENE R B
Impurities of GS-9350
[TX-236-2002] 28-Day Oral Gavage Qualification Toxicity >oll=1 N
42.3.7.6-6 |and Toxicokinetic Study with GS-9350/GS-9137 Tablets in [ ] 0 $I| ﬂ‘ q I | oo | cEERH REAR
Rats
42377 ZOfORER
[JTK303-TX-009] Study of Synergistic Effects of JTK-303 ol ~
4.2.3.7.7-1 |and Nonsteroidal Anti-Inflammatory Drugs (NSAID) in ] 20 E‘H‘ A ' I ESa kv I
Mice
[JTK303-TX-008] Single Intravenous Dose Toxicity Study _ i= ) ~ s | =
2.3.7.7- Tob Inc. TR FF
42.3.7.7-2 of ITK-303 in Dogs k= Il E Japan Tobacco Inc EWN [HNER FEm
[JTK303-TX-017] Preliminary Single Oral Dose
Toxicokinetic Study of JTK-303 in Dogs (Dosing 0 G2 Bl Ry P
2.3.7.7- . . . Inc. (=g
4.2.3.7.7-3 Formulation: Two 4-Fold Volume Powders in Gelatin _ 200 FHE Japan Tobacco Inc Py [FEPEER GEA
Capsule)
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[JTK303-TX-015] Preliminary Single Oral Dose ol e ~
4.2.3.7.7-4 |Toxicokinetic Study of JTK-303 in Dogs (Dosing _ 0 ﬂz‘ﬂk H Japan Tobacco Inc. W[ R S
Formulation: Solution)
[JTK303-TX-013] Preliminary Single Oral Dose >0 -
4.2.3.7.7-5 |Toxicokinetic Study of JTK-303 in Dogs (Dosing _ ) £'!lﬁ‘ H Japan Tobacco Inc. W[ R S
Formulation: Suspension in 0.5% Methylcellulose Solution)
[TX-201-2003] Single-Dose Oral Gavage Toxicity and _ 20 FRHRE ~ _ s | st
- é Ny =
4.2.3.7.7-6 Toxicokinetic Study with GS-8374 and GS-9350 in Rats 2051 A Ll et
[TX-201-2008] In vivo Rat Bone Marrow Micronucleus 20 R ~ _ . | st
- é Ny =
423777 |y [ ] Rl WESh | KRR AT
[TX-201-2004] 4-Week Oral Gavage Toxicity and ol ~
42.3.7.7-8 |Toxicokinetic Study with GS-8374 and GS-9350 in Rats [ ] 20‘ ﬁa‘ ﬂl. q I | o [ cEERH REA
with a 4-Week Recovery Period
[TX-201-2005] 4-Week Oral Gavage Toxicity and 2ol ~
42.3.7.7-9 [Toxicokinetic Study with GS-8374 and GS-9350 in Dogs I OI $L ﬂl. q I | o | cEERH REAR
with a 4-Week Recovery Period
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43-1 A"[azana.wr (Reyataz") European Public Assessment Report (EPAR): Scientific EMA ) Bt
Discussion
leferegtlal ant1hemesv1ms and antiretrovirus effects .of the (S ) and ({2) énantlomers N Antimicrob Agents Chemother 1993: 37 (2):

43-2 of acyclic nucleoside phosphonates: potent and selective in vitro and in vivo Balzarini J, et al. 3328 BE
antiretrovirus activities of (R )-9-(2-phosphonomethoxypropyl)-2, 6-diaminopurine

. . . - L N Veterinary clinical pathology / American

43-3 S:;zfiz?;f Igglgg;rpretatlon of clinical pathology indicators of hepatic injury in Boone L, et al. Society for Veterinary Clinical Pathology 5%
p 2005:34 (3):182-8

434 Adverse effects of reverse transcriptase inhibitors: mitochondrial toxicity as common Brinkman K, et al. AIDS 1998: 12 (14): 1735-44 Bz
pathway

435 The effect of aFaZ::maVlr and ataz.anaV1r/r1t0naV1r on UDP-glucuronosyltransferase Burger DM, et al, Clin Pharmacol Ther 2008; 84 (6): 698-703 Bz
using lamotrigine as a phenotypic probe

436 Incrc?ase 1n'tl?yr01d fol?lcular Fell tumprs in nelﬁna?Vlr-treated .rats observe(.i ina 2-ye.ar Burns-Naas LA, etal. |Hum Exp Toxicol 2005: 24 (12): 643-54 Bz
carcinogenicity study is consistent with a rat-specific mechanism of thyroid neoplasia

4.3-7 Overview of structural and functional lesions in endocrine organs of animals Capen CC Toxicol Pathol 2001; 29 (1): 8-33 P =

438 A syndrome 'of. peripheral hpody.str(.)p'hy, hyperlipidaemia and insulin resistance in Carr A, et al, AIDS 1998; 12 (7): F51-F8 Bz
patients receiving HIV protease inhibitors
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, et al.  |Antivir Chem Chemother 1995; 6 (4): 217-21 B
DNA polymerases a, 3, and y

43-10 Hu@?n renal organlc anion transporter 1 (hOAT1) and its role in the nephrotoxicity of Cihlar T, et al. Nucleosides Nucleotides Nucleic Acids 2001; s
antiviral nucleotide analogs 20 (4-7): 641-8

4311 Tenofovir exk.nblts low cyt0t0x1f:1ty in .Varvlovus human cell types: comparison with Cihlar T, et al. Antiviral Res 2002; 54 (1): 37-45 sz
other nucleoside reverse transcriptase inhibitors
Aptmral acyf:llc rTucleotlde anal(?gs tenofovir and. adefjowr are substrates. for human . 44th ICAAC; 2004 Oct 30-Nov 2; Washington,

4.3-12 |kidney organic anion, but not cation transporters: implications for potential renal drug Cihlar T, et al. DC. USA 5%
interactions [poster A-443] ’

4.3-13  |Evaluating the human relevance of chemically induced animal tumors Cohen SM, et al. Toxicol Sci 2004; 78 (2): 181-6 BE
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43-14 |EDURANT (rilpivirine) Tablets K [E At % Tibotec P hflinace““cals’ ; B
43-15 Effects of h.epatlhc drug-metabolizing enzyme induction on clinical pathology Ennulat D, et al, Toxicol Pathol 2010; 38 (5): 810-28 s
parameters in animals and man

4.3-16 |Induction effects of ritonavir: implications for drug interactions Foisy MM, et al. Ann Pharmacother 2008; 42 (7): 1048-59 55
Pharmacokinetics, oral bioavailability, and metabolic disposition in rats of (-)-cis -5- - . .

4.3-17  |fluoro-1-[2-(hydroxymethyl)-1,3-oxathiolan-5-yl] cytosine, a nucleoside analog active Frick LW, et al. ?211 glsm;;mb Agents Chemother 1993; 37 (11): BE
against human immunodeficiency virus and hepatitis B virus
Pharmacokinetics, oral bioavailability, and metabolism in mice and cynomolgus

4318 rnonk.eys of 2'R,5'S -?-cts -5jﬂu0r0-1-[2.-(hydr0xymet.hyl)-1,?-oxathlolan-S -yl] N Frick LW, et al. Antimicrob Agents Chemother 1994; 38 (12): sz
cytosine, an agent active against human immunodeficiency virus and human hepatitis 2722-9
B virus

43-19 The antl-bepatltls B erus activities, cytotoxicities, and anabolic Proﬁles of the (-? and Furman PA, et al. Antimicrob Agents Chemother 1992; 36 (12): B
(+) enantiomers of cis -5-fluoro-1-[2-(hydroxymethyl)-1,3-oxathiolan-5-yl]cytosine 2686-92

43-20 Bl‘l'tlsh HIY Association Guidelines for the treatment of HIV-1-infected adults with Gazzard BG HIV Med 2008: 9 (8): 563-608 s
antiretroviral therapy 2008

4.3-21 |Extended histopathology in immunotoxicity testing: interlaboratory validation studies Germolec DR, et al. Toxicol Sci 2004; 78 (1): 107-15 P =

4322 Assessment. of the effects of the nitroimidazo-oxazine PA-824 on renal function in Ginsberg AM, et al, Antimicrob Agents Chemother 2009; 53 (9): B
healthy subjects 3726-33

4.3-23  |Preclinical cardiovascular risk assessment in modern drug development Guth BD Toxicol Sci 2007; 97 (1): 4-20 5%

4304 STP position paper: best practice guideline for the routine pathology evaluation of the Haley P, et al. Toxicol Pathol 2005: 33 (3): 404-7: discussion 8 | %%
immune system
Asymmetric synthesis and biological evaluation of beta-L-(2R ,55)- and alpha-L-

4.3-25 |(2R,5R)-1,3-oxathiolane-pyrimidine and -purine nulceosides as potential anti-HIV Jeong LS, et al. J Med Chem 1993; 36 (2): 181-95 BE
agents

4.3-26  |Potential interaction involving warfarin and ritonavir Knoell KR, et al. Ann Pharmacother 1998; 32 (12): 1299-302 BE
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Collection Symposium Series (Holy A and

Structural features of acyclic nucleotide analogs conferring inhibitory effects on Tocik .Z’ eds), .VOI'I’ pp 1.88_191f Institute of

4.3-27 cellular replicative DNA polvmerases Kramata P, et al. Organic Chemistry and Biochemistry, Academy | &35

P oy of Sciences of Czech Republic, Prague, Czech
Republic 1996; 1: 188-91

4.3-28 |Handbook of Toxicologic Pathology, Second Edition Kuper CF, et al. Academic Press 2002. p. 585-646 55

4329 Spem'es plays an important rolg in firugtm.duced prolonggtlon of action potential LuHR, et al. J Cardiovasc Electrophysiol 2001; 12 (1): 93- sz
duration and early afterdepolarizations in isolated Purkinje fibers 102

4330 Mechan{stlc considerations for the relevance of animal data on thyroid neoplasia to McClain RM Mutat Res 1995: 333 (1-2): 131-42 sz
human risk assessment

4331 ;\C ér(z:;nework for human relevance analysis of information on carcinogenic modes of Meek ME, et al. Crit Rev Toxicol 2003; 33 (6): 591-653 s
Safety profile of dolutegravir (DTG, S/GSK1349572), in combination with other 6th IAS Conference on HIV Pathogenesis,

4.3-32  |antiretrovirals in antiretroviral (ART)-naive and ART-experienced adults from two Min S, et al. Treatment and Prevention; 2011 July 17-20; P =
phase IIb studies [Poster Exhibition TUPE238] Rome, Italy

4.3-33 | The mechanism of insulin resistance caused by HIV protease inhibitor therapy Murata H, et al. J Biol Chem 2000; 275 (27): 20251-4 53

4.3-34  |Pyrimethamine inhibits renal secretion of creatinine Opravil M, et al. IA(;I 5t16m61;:)r0b Agents Chemother 1993; 37 (5): %%
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Ritonavir Inhibition of Human Breast Cancer Resistance
Protein
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[AD-216-2105] In vitro Inhibition Studies of Cobicistat
and Ritonavir with Human OAT1, OAT3 and MRP4
Transporters
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[AD-216-2095] Assessment of the Potential for GS-9350
and Ritonavir to be Substrates of the Human OCT2 Uptake
Transporter
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[AD-216-2098] In vitro Interaction Studies of Cobicistat
and Ritonavir with Human OCTN1 Transporter
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[AD-216-2100] In vitro Assessment of Cobicistat and
Ritonavir Inhibition of Human OATP1B1 and OATP1B3
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[AD-216-2104] Inhibition of Breast Cancer Resistance
Protein-Dependent Bi-Directional Transport of Prazosin
through Monolayers of Caco-2 Cells by Cobicistat
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[GS-US-183-0102] A Phase 1, Pilot Pharmacokinetic Study
to Evaluate the Effect of Ritonavir Boosting on the
Pharmacokinetics of GS-9137
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[GS-US-183-0113] A Phase 1, Pilot, Dose-ranging
Pharmacokinetic Study to Evaluate the Effect of Ritonavir
Doses on the Pharmacokinetics of GS-9137
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[GS-US-183-0126] A Phase 1 Study to Evaluate the
Pharmacokinetics, Metabolism and Excretion of GS-9137
Following Administration of a Single, Oral Dose of

Ritonavir-boosted ['*C]GS-9137
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[GS-US-216-0101] A Single- and Multiple-Dose Ranging
Study Evaluating the Safety, Tolerability, Pharmacokinetics
and Pharmacodynamics of GS-9350
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[GS-US-216-0113] A Phase 1 Study to Evaluate the
Pharmacokinetics, Safety and Tolerability of GS-9350 in
Healthy Volunteers
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[GS-US-216-0111] A Phase 1 Study to Evaluate the
Pharmacokinetics, Metabolism, and Excretion of GS-9350
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[GS-US-236-0101] A Phase 1 Multiple Dose Study to
Evaluate Relative Bioavailability of Elvitegravir,
Emtricitabine, and Tenofovir DF plus Pharmacoenhancer
GS-9350 Fixed-Dose Combination Tablet vs. the Individual
Components Ritonavir Boosted Elvitegravir, Emtricitabine,
and Tenofovir DF
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[GS-US-183-0101] A Double-blind, Randomized, Placebo-
controlled Phase 1/2 Study of the Safety, Pharmacokinetics,
and Antiviral Activity of GS-9137 Following Oral

Administration in Subjects Infected with HIV-1 (5.3.4.2-1
Z )
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[GS-US-183-0133] A Phase 1, Open-Label, Parallel-Group,
Multiple-Dose Study to Evaluate the Pharmacokinetics of
Cobicistat-Boosted Elvitegravir in Subjects with Normal
and Impaired Hepatic Function
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[GS-US-216-0124] A Phase 1, Open-Label, Parallel-
Design, Multiple Dose Study to Evaluate the
Pharmacokinetics of Cobicistat-Boosted Elvitegravir in
Subjects with Severe Renal Impairment
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[GS-US-216-0121] A Randomized, Blinded, Placebo-
Controlled Phase 1 Study Evaluating the Effect of GS-9350
and Ritonavir on Renal Function as Assessed by Markers of
Glomerular Filtration Rate  (5.3.4.1-6Z: )
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[GS-US-183-0106] A Phase 1, Multiple-Dose
Pharmacokinetic Drug Interaction Study of Atazanavir
Sulfate/r and Dose-Reduced GS-9137/r

et al.
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[GS-US-183-0108] A Phase 1, Multiple-Dose,
Pharmacokinetic Drug Interaction Study of GS-9137/r and
Atazanavir Sulfate/r
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[GS-US-183-0116] A Phase 1, Multiple-Dose
Pharmacokinetic Drug Interaction Study of GS-9137/r and

Lopinavir/r (Kaletra®)
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[GS-US-183-0119] A Phase 1, Open-Label, Randomized
Pharmacokinetic Drug Interaction Study of GS-9137/r and
Antacid or Omeprazole
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[GS-US-183-0146] A Phase 1, Multiple-Dose
Pharmacokinetic Drug Interaction Study of Elvitegravir/r
and Ketoconazole
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5.3.3.4-6

[GS-US-216-0120] A Phase 1 Study to Evaluate the
Relative Bioavailability and Pharmacokinetics of GS-9350-
boosted Elvitegravir upon Co-administration with a
Representative H2-Receptor Antagonist or Proton Pump
Inhibitor
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[GS-US-216-0122] A Phase 1 Study to Evaluate the
Relative Bioavailability and Pharmacokinetics of Cobicistat
—boosted Elvitegravir upon Simultaneous Co-administration
with a Representative H2-Receptor Antagonist
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[GS-US-216-0123] A Phase 1 Study Evaluating the Drug
Interaction Potential Between Cobicistat-Boosted
Elvitegravir Administered Once-Daily and Atazanavir,
Rosuvastatin, or Rifabutin

et al.
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[GS-US-236-0106] A Phase 1, Open Label, Drug
Interaction Study Evaluating the Effect of
Elvitegravir/Emtricitabine/Tenofovir DF/GS-9350 Fixed-
Dose Combination Tablet on the

Pharmacokinetics of a Representative Hormonal
Contraceptive Medication, Norgestimate/Ethinyl Estradiol
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[GS-US-201-0104] A Phase 1 Study Evaluating the
Pharmacokinetics of the HIV-1 Protease Inhibitors GS-
8374 and Darunavir, When Each Is Coadministered with
Elvitegravir and the Pharmacoenhancer GS-9350

et al.
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Population Pharmacokinetics of Cobicistat (COBI)-boosted
Elvitegravir (EVG)
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5.3.4.1-1

[GS-US-183-0128] A Phase 1, Double-Blind, Randomized,
Comparative, Positive and Placebo Controlled, Parallel
Group Study of the Effects of Ritonavir-boosted GS-9137
at Therapeutic and Supratherapeutic Doses on the QT/QTc
Interval in Healthy Subjects
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[GS-US-216-0101] A Single- and Multiple-Dose Ranging
Study Evaluating the Safety, Tolerability, Pharmacokinetics
and Pharmacodynamics of GS-9350 (5.3.3.1-4% )
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[GS-US-216-0107] A Phase 1, Partially-Blinded,
Randomized, Placebo- and Positive-Controlled Study to
Evaluate the Effects of GS-9350 on the QT/QTc Interval in
Healthy Subjects
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[GS-US-216-0112] A Phase 1 Study to Evaluate the Effect
of GS-9350 on Selected P450 Enzymes or Drug Efflux
Transporter P-glycoprotein (P-gp)
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[GS-US-216-0116] A Phase 1 Multiple Dose Study to
Evaluate Two Formulations of GS-9350 Tablets and the
Pharmacokinetics of Elvitegravir Tablets administered with
GS-9350 Tablets
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53.4.1-6

[GS-US-216-0121] A Randomized, Blinded, Placebo-
Controlled Phase 1 study Evaluating the Effect of GS-9350
and Ritonavir on Renal Function as Assessed by Markers of
Glomerular Filtration Rate
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53.4.2-1

[GS-US-183-0101] A Double-blind, Randomized, Placebo-
controlled Phase 1/2 Study of the Safety, Pharmacokinetics,
and Antiviral Activity of GS-9137 Following Oral

Administration in Subjects Infected with HIV-1
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53.4.2-2

[GS-US-183-0105] A Phase 2, Randomized Study of the
Treatment of Antiretroviral Treatment-Experienced, HIV-1
Infected Subjects Comparing Ritonavir-Boosted GS-9137
(GS-9137/r) Versus a Comparator Ritonavir-Boosted
Protease Inhibitor (CPI/r) in Combination with a
Background Antiretroviral Therapy
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[QUAD PK-PD ] QUAD PK-PD Tables, Figures and
Listings
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5.3.5.1-1

[GS-US-183-0101] A Double-blind, Randomized, Placebo-
controlled Phase 1/2 Study of the Safety, Pharmacokinetics,
and Antiviral Activity of GS-9137 Following Oral

Administration in Subjects Infected with HIV-1 (5.3.4.2-1
Z M)
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[GS-US-236-0102] A Phase 3, Randomized, Double-Blind
Study to Evaluate the Safety and Efficacy of
Elvitegravir/Emtricitabine/Tenofovir Disoproxil
Fumarate/GS-9350 Versus Efavirenz/Emtricitabine/
Tenofovir Disoproxil Fumarate in HIV-1 Infected,
Antiretroviral Treatment-Naive Adults
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5.3.5.1-3

[GS-US-236-0103] A Phase 3, Randomized, Double-Blind
Study to Evaluate the Safety and Efficacy of
Elvitegravir/Emtricitabine/Tenofovir Disoproxil
Fumarate/GS-9350 Versus Ritonavir-Boosted Atazanavir
Plus Emtricitabine/Tenofovir Disoproxil Fumarate in HIV-1
Infected, Antiretroviral Treatment-naive Adults
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