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AHASHICFRT S 0THY . ARFEREEEFERLUSNOEF BHIIZFIA
THIERETEFEA,

FU7F -0 XKk




NLN) T 1 € 25 mg

FT1E (E2oa2—IL1)
HEEFTHEREVRNXEICEYT 51EH

15 BEBREXIIRROBERUVHEORE

XYT R B T Xttt

(0002)



1.5 R OUTFE R oK OBR TS D&
ALY T o BE 25 mg

1.5.1

1.5.1.1

1.5.1.2

1.5.1.3

1.5.14

1.5.2

1.5.2.1

1.52.2

1.5.2.3

1.52.3.1

1.523.2

1.5233

1.5.2.4

1.5.3

1.54

B BARE DARIL.....oovo e
FE C DT e
B BUEMETFIE DI oo
B BT I D BRI ©.ovveeeeeeeeeee e

BETFHIE DR — R0 72 STV RN ER=—X

BT DEIEE oot
S BB T DR o
FEBRARFRER v
BRI TRIER v
BRARIEBEBHTE 7 0 77T A e,
FHE DRI e
BRIR BT M S OV EVEBASE 7 0 77T I
BRIR T — 2 7N =3 e

HARIZIT BAFNOEERAIALE DT e,

.......................................................... 3



1.5 R OUTFE R oK OBR TS D&
ALY T o BE 25 mg

1.5.1 HAFEDORN

1.5.11 FL®HIZ

B RUBMEFRIL, ARG EOMRNZREEREO—>TH Y | [BHEIFREE. L &K O
fagE (HCC) DERD—>& &b, BARUFR T AL A (HBV) 138 HERIEORR B EYe, PERY
IREEIC L VBT BYT 5 {35951}, HBV ~ORMEEY% . D 5%~10%, /NEDHRK 90%T
TG & BEBRT 5 DI+ e 0IZ BB Z 59, 2D 1% HBV R EF ~ BT 5
{3273}, BRUBMIFRZFIES D &, IFEZE, HREARELPHCC BIEOEHEKRY A 7ICEbH S
Ao BR72IREZ I S 7206, B D 15%~40%0 EFeiFRE~ LR 5 (34610}, {10952},
FFIEE T A 3 VBRI FE DB 3 A D TR D (T H HBV O BRI Cldife & HR 79
JEAFH L 7o TS {36493),

1.5.1.2 B RS RDES

BALOMAECIx, BIE, HEE HBV ERH [B IR D A L AFmHUR (HBs HUF) Bkl £k
2S5 TH~3MES THACDOIED &S, B TORFEIL3.6%ITHYLT 5, ARHRRITITE
U WHIBRA ZERME DS 2 DAV {35951}, {36494}, S:[E, I, bz, HEKOEA—X O
L, ZNEN0.01%, 0.76%, 4.0%., 5.5%K% N 22.4% & @5 TV 5 {36494}, 2013 4, HBV
JEYUE M OB A DHEIZ X 2 SEFEFUIHEE T 68 J7 6000 AZDIE Y | A IZFEIR _EAT 20 7L
PITNLE T 5 {36495}, {25034}, < DETHBV V7 F #7077 ANEBEINTHDHICE
D303 B AFRRIMEO IR T & 2, O HBV BLFIMER I S D RIICH 5, iR
R (WHO) OHEE Tk, Attt CoLMERRRIEFIEIIEAE 4 55 A% LBV {35951}, Centers
for Disease Control and Prevention DO HEE TIIKENZ I 1T D ARG BITAERF 2 T ANITET D
{35935},

HBV ¥ /) # A T OGAITITHBR ZERIEDR A B AL, BN, v o7 A > REOYEKIZBWT
3= ) ZATARDPD Bib L<Abd, KT ITTEY=/ 247 B XL C O BRIEM
HREBENR DSV, lH~HRT 7Y hTEY =/ XA 7 ENixebHV {24601}, HBV V= /
Z A TV ABFEASO GMER HCC FIE 2 & TR D U 2 7125t U, 2% KIT T ATREEN &
Do

HAREWN TIEA 150 5 AD HBV F v U 7 B3fFE L, ERNICBW TS HCC K UNF RO HE
FRIKD 1 D& B/ SN TS {26351}, Z DENTOHEE BEHIC OV TIE, RITOFHETH R
SINTVDE @2HRBROT —ZIZHESNT BREBMEFROAHRFELZMAE LIZHER 1.02%TH Y | #
TET 129 )5 4431 AD B AU RBEDPFET D) {36494}, AARTIIZ ZHE, IREZREL
TTPHERENTOIL TR Y, HBV ARG & I3, 4 H Tk, RPN ERERL— R e o
T 5 {25984}, ENTIEY =/ # A7 CHERDHEL, RNTY =) XA T BRAELND, HBV
V) B AT CIIEBOBEERONHCC HAEY A7 BEW & X5 53 {39687}, HCC FIEIZXI 3%



1.5 R OUTFE R oK OBR TS D&
ALY T o BE 25 mg

AERY ZA713V 2 ) Z AT B L CTEITIRNEDOHREL LN D (4198}, FELAFHEMZEIC X
0. AR O CERICHEEAICER T 2 B RAMITFROHIMERMIA I REN TS, ZhbO
JEFIORNNI Y = ) XA T CIZLDbDEEINDD, Fill TIEECKA & OB ORIz LY
T ) AT A DRBIEBFINEIIN L T 5 (263503, TAF O 3 iR GS-US-320-0108 & N
GS-US-320-0110 (28 Gk S ARANPEERE LA TII T =/ Z A 7 C O HBV BYYEN e b % <
(TAF Bf 96.4%., TDF #¥ 88.2%). EHARAN (TAF #f 44.9%, TDF £f 44.3%) K OVEKEN (TAF
#f 48.3%. TDF Bf 46.1%) IZHA_TEWEIGEZ HD 7,

1.5.1.3 B RS R DERKR#EB

HBV J&YYE D RFIRFRIE IO TEAETH U | YR O, SRR, 0212 K0 YLD 785k
SINDETOHEZR EN ODDRAIHKAFT 2, BT RE S S LB S,
HBV JE&YLE O L% 6~24 BITHE E Do B ORI D 2  ITHESER T 2 03 Bl
G, BACRIE, B, SEROT I ) F v A7 27 —P LRI BEAELH D, F-. D
THDHDOORMERRNSOBIEIL S 5N DM, BRI DIICELFIIMD TENTH S,
BNEY I D F D — B PR 1 TR A S T o TR 2 S L, g P ICH B B R PR 2589
5o F LITHA KOS AE R o 20 HBV JEYYE O £ 72E R & 7837 {10709},

&1 HARWNMNROZEME HBV B DIEIR

Feature Adults Neonates
Asymptomatic 50-70% ~90%
Symptomatic 30-50% ~10%
Fulminant hepatitis <1% <1%

Full recovery with permanent

immunity (anti-HBs antibodies) ~90% ~10%

BN D DEIE MG B IR Do T2 BFE T, FRR I K 0 188 HBV EYE~ L BT 2,
PEPERNIRFOEITHEDOSIEZ R E L IR & LTSN D £ T THEE2ET 2 HBA0 L 5,
Z OWIMNC R A A 08 R0 R & L CIfiE S HBs FURDMR I S5, 1% HBs HUR B O B
FIIATEGEELZ A L TR Y, 2 ToEM HBV YR 1L HBs HURGECTH 5, 12 HBV Y
B D 9 BRI 2% CIIEEIMERYLIRRE S O BN’ 50, HBs FURDOHEKICED, —F ., #F
TR ClIfR 2 IS REI IR T L, UIE LITIFREZE° HCC ~E R T %,

1.5.14 BEEEOBRA-—KREEHLEINTOWEVER=—X

BAE., BARUBMERT RIS T D KGRE A DIRHEIE L LTCiE, A Z—7 = (IFN) 8F| o
EROBIUANVAE (OAV) D2 SOBRBENGFET D, ZNHD 9 H OAV IZ K DIEED H I,



1.5 R OUTFE R oK OBR TS D&
ALY T o BE 25 mg

B RUBMFREEICBIT D EED T A L 2 R OHER S K 0 @ WER TR SN D, iR
R G REFRFLEA (N(ORTL OBHFEIEL, B AUBMERT Rk DI ICEBIRIESR 2 6725 L7z, N(HRTI
X0 A NV AER A RAE L, REIAOHEICHT 5 U 227 2R3 % {34610}, {24192},

NORTI D H 5, 7172 (LAM), telbivudine (TBV) K ON7 7R E/L ERF L (ADV) 1,
T A L AMPEHBU 6 D FEEEAMEN 2 &b B BRUBMEIF R O R HNAE CTlxZ ofF AL RE
T 5 {21827}, {22036}, =7 # /L (ETV) 1E, RIGE D BE TIIMPERBLRIFME N DD,
FEHI# 5T, ETV MHEO BRI LAM RSFITIEEE LML, 6 ER0F 5 TR K
57%D BHE TR DR T 27~ L72{37860}, xtHRANIZ, 7 /AN Y T ax i L7~ Vg

(TDF, EANIRIE4T /€ > b I3 2ilitEE, ZhvE Tco s 2 A B RIBMIFRES TS
8 FEM DO E THE STV 7211 {32026}, {32029},

7/ ARE (TFV) [ HBV XUt MuEARET A /LA 1A (HIV-1) OWIRE#ELZRET S
BT a7 Thh, BANL T AT Y T 4 1XRERNTH S, TDF L TFV ORI 71 K7
v 7 CH Y HIV-1 EYETRFEIE & L C 2001 A KETHIO TEGR S I, by ha oA L2
(ARV) 3L DTG S5, BAEBMEIFRICKR L CITHMEE L LT 2008 4 (k=) |2
WO THAGE iz, BUE, TDF IZKE, B4, M, BAR, B, @EEKOFHEZET 165 5
EUETHEGEINTEY . RAOIRFEAGELE, HBV & O HIV-1 BEYUE Ik LA 5T 330 75 fR
FFEEA DM A AT 5, TDF X, WO FZERIERITA 74 2B\ T B AUEMETF
RIBFEOHE I E SN TS {22036}, {21827}, {26899}, {37770}, LnL72NREL, ZTOEWE
BIWEICKRT L, —HB 3 Tk TDF O FHICBE T 2 BB L VB BERFEMED U 2 7 B3R T 2,

B B RUBVEFRICK T2 ENOIRIEAA K74 Tk, EASEE (MHLW) OBFZEHEK
OV H A2 (JSH) IS LA ATA K74 & H1Z, HBV DNA > 4 logio copies/mL 7> IfiL{E ALT
>31 UL DBFIZK L, XT A2 —T7 v (Peg-IFN) XIXMHPED HEL LIC < W DR T 7
a7 (ETV 3IX TDF) (& X D162 HE5E L T\ 5, HBV DNA Bt (MHLW O H A K74 > Tk
HBV DNA > 2.1 logio copies/mL) DOFEZE %G9 5 EHE 1T, ALT fEZ DT, RENSG L T 50,
ROEET T u ZIZ X DIREAHRE LT D, LA 3 5 BE 332 IFN 8AI 0 A 201 K&
OZEMEFHERINTE LT, £72, FEMEMHEITEREZDBE TR L TS TH 5 {39687},
{38578},

B BB MEFHREIERILE LTO TDF (7 /By K% 1%, EANTIEL2014 4 3 BIZEGR I,
WM B W TIE AR ABIRE 2 U XV T R & > THEhi S 4172 TDF O T % & K O T
ThHo7o8 2 LU 3 HEBRICIZ . AARAEERE 2 RGICE R LTI 2 2D T7 Y v v 7R
D Week 24 B 5 D5 RIZEES W TENARHFE ATz, LOCI15409 iERlEL, 7 u A7 T ¢
7. CEEMRRAER T, TBICRIBERWERE %52 TDF & ETV O %417 - 7=, LOC115912 Bk
X, U A VAMIEZ {5 BEIEHR G2 x5 & L7201 2 3R C, LAM + ADV (2 X DB AR HI X
TDF + LAM # 5-#£2, ETV + ADV XX ETV HANC X 2165 AR F1IL TDF + ETV # 5812510
7, TN HRBROMERIT, RIGHE K OBEREOIE B AR AR & %I TDF 25 L THEH



1.5 EJRSUTFE RO J OB 58 O
ALY T o BE 25 mg

NIERERE B L Tz, 2 b ORBRR R 2 KB L, MHLW %1 FZ A > Tit, LAM X/% LAM
+ADV 12 X BIRIBEARRRIFNZ DV TIE TDF ~OUIE 2 2 #ELE LT 5, ETV IS Bl it
D OAV XV HHBLLIZ WA, ETV IBIEARIIFNZ 6 L Tid TDF ~DO U3 2 73, TDF AT
B+ OBEIZIE TDF @ ETV ~O EFHF 5 03HELE ST 5 (385781,

1.5.2 BAROERE

T J)AREN 7T 7253 K (TAF) (X, TFV DRAR T IF— N CEMLIZ7T0 KT v /T
&5, TAF IZMIEFIZIHBWNT TDF KV LETH Y | &Y VI bR@mTh o7 /ALY o~
% (TFV-DP) #{ZHJfiia (HBV AL OV HIV Y U > SSRMIAE) NI X0 @V RE Cit
HT D2 ENAEET, IR E T TFV OJEBRIREEIX TDF & Hl U TR 90% K< 2 i D
{23907}, {34720}, {34321}, {25765}, TAF ([ZHA O Z ORBHFEIZ L W, TDF &~ TER - 24
Wra 7 A VPHFEEND, 2O a7 MIRIBED HIV-1 BYERE 1733 60 KB T —
Sty ML DEGEOREND BEMT O TEBY, =T 77 (BVG) /I BV AKX v
Lk (COBI) /=i RY vy (FTC) /TAF El&8E (E/C/F/TAF ; Genvoya®) Xi% EVG,”COBI
/FTC,/TDF Bl &8¢ (E/C/F/TDF ; Stribild®) DWW O 5 RECHERE %2 T o # NEIRHT L,
48 WM DB 5, B B MK OB HEARE DX T 1% E/C/F/TAF BTl E/C/F/TDF #EIZ Eb#E U S 1 HE
I X A7z (348273,

ABLERR e AR B FE ORI & 70 5 EEHI BT S B ORI & X 11277,
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1.5 EFESUEI Ko kE & OB 3 O
RV T 1 BE 25 mg

1.5.2.1 mBEIZET HHER

T Tb % TAF 7~ MBHIIC SV i, GRS B R 2 RIS 5,

BRI DAL OIS TR DIRIRE . TAF 7 ~ LR 0D A WS MRS B OM L 2 RN I
SaEi L, #EORB R, o) E] sz L. o = R e L.

F7o, EWIRIERER, AR, 2R O A A & T A O Z MR BRI C
SMECIENE LTz, 2 CIO - i M B B IS S & | A 20 IR C 36 (1 L A L,
7ok, WA BHRAT BRI kG T b 5.

1.5.2.2 JERGPRELER

TAF OBi%% %R — N %728, TAF, TDF & ) TFV % H\ 72 3RBEGER (4071 % A0 2 5k,
AR FSEERERER . ST P aUEW MR A RER, et sKiakin) | Sy Ehieakin (I, 6, fR
AL PR, SERENRE AR AERRER) R OEERER (CHE R O & Gt BEEH
PEERER, 23 AR, ARG AR R, R PTIEEERER . PuR R R MU D
AR & E e L7,

TAF 1 in vitro 2 O in vivo (2B W THEERSHIBI NI B SR AIZEL D A F 4L, 310N TRV (2K Sy
fRsnT-%., VUL SITEERGHY T H 5 TFV-DP 28 S 7=, TFV-DP |X HBV il 5%
FEMEL T, VANV ADT AU AR (DNA) SHoME#EIESE5, b MEEkcE
W, TAF (34 = ) % A 7 A~H HBV BRIRBERRIZ R L T3 b 587172851 HBV {EME %
~LT,

TFV-DP [ZIZAFEDNA R AT —F a, B, 6, e KNI =2 FU T DNAKRY A7 —8 yITxf
L CHiReD THIWFLEIEA L2729, TDF KON TEV iZW 1 h U B RO EX R 7 B ~Dkk
BTk U CE SUIIEHALER 2 R S 72 o Tz, £72, TAFIINORTHZBEE L7 h=aa K
T A S & T ARENE IRV Z AR S s, O b MR R OWMRARE 2 VN in
vitro RN 6 . TAF IZ L DR EIT IRV E B 2 6Tz,

In vitro I FHSEY AR AAERRERClX, TFV X OBERF O N(ORTI & OOFFIZ X 0 AN ~55 0
FHSRAYZ2HT HBV /ERI YR D L, #EHUERIERE® b h o7,

S —iEOIERGRIE ) FHEBR OFE R TAF 1X HBV &SI 2 F e laik & 70 5 2
ERWIEEIND, Fo, KAMIKE, IEMENE K OEERER T, AAIOERMEHICBIT 2 8&
TR T HAERITNG DI h o 7o, TAF OFFRGIREBRAE R OFEMIL, 5 2.4 T FERRARER DS
FHiZ O Z L,

1.5.2.3 B PR AR BR

1.5.2.3.1 RREERAFETOT S L

TAF O Jifi bR SRFR 200 5 1% TAF BE%, XX TAF % FTC/TAF (F/TAF) .FTC,/ U /L ¥ Y o (RPV)
/TAF (FTC/RPV/TAF) } ONE/C/F/TAF Bi& 82D —H#pL LU TG L-RRARZ 8 U CHoI23E
SN TWD, ZILHDORFEN 7 1 7T ML A OAGRRGE % X FF9 5 TAF OFEYEIHE (PK)



1.5 EFE 3 R oL OB 3 0%k
RV T 1 BE 25 mg

R OFES I (PD) W7 — 2 ORI 23Tz, 5115 3BR2S TAF HANZ X0, 13 3N
F/TAF, R/F/TAF X% E/C/F/TAF |2 X 0 FElii iz, BRSNS ENERIRT — & /3y r— DI,
ek 1R TGP o PMDA oS Ic S X | E/C/FITAF O 2 B

(GS-US-292-0102) % &de, TAF ORRKIEHIZEAT DMz 127 5 TAF BAIL N TAF 25 F
T HEAEE CEM SN -RBROBRX, H 272 HIIR LT,

1.5.2.3.2 AEDNER

TAF 25 mg H1&7%, HBV DNA (X T &, TFV £2HRERROLZEMETn 7 7 A MWD&, 2D
D 3 FIELMERRCHEHT O HEE L CGERIRS L2, 4 1b FH3ER GS-US-320-0101 Tix, B
B BRE 126 L TAF 8, 25, 40 X% 120 mg % 28 H##& 5 L7 & &, HBV DNA & F &%
FRETHY , HERD RN EDRB I, £, 21 b TAF &2 L % HBV DNA K F &
%, BAUNEMEIFRICKTT 5 TDF O&GRHHE TH 5 TDF 300 mg H&#IZ X 5 HBV DNA (K T & & [A]
FREECTd o 72, TAF 25 mg #ED TFV O 5 IREE &L, TDF 300 mg #f & ok L TIR< (R 92% D
flKF) . GS-US-120-0104 58k T TAF 25 mg 23 % 5 Sz HIV &R E o7 — & L —F L T
77

F7. BAUBMIFROE 3 MR COHE TAF 25 mg 1, {GFE L L CETH 5 TAF &

(E/C/F/TAF BLA$ED—ksr & LT 10 mg) (2K Y 3EhE S 756 2 fHaER GS-US-292-0102 (Z351)
BHARIRIRD HIV YR E TS SNT- TAF OZ 270 7 7 A L BE L GRSz
{30895},

TAF O AE R & & A% & o PK/PD AHEE & . 55 3 #H GS-US-320-0108 & UF GS-US-320-0110
HERORHER PK 7 —Z Z FHWTRE Sz, ZOREER, TAFIREEDO L~LIZL BT, UA L
AZHIPNH] (Week 48 FF A C HBV DNA <29 IU/mL) 275134 LT, MREE &-ISE BRIV
DM HRBH bR o7,

H AT TAF 25 mg SEDBHIE M OUKGRHGE A R 2 A THEm I Nz, BARANZHNSR & L
FEhERER (GS-US-320-1228 #kliR) DRI, TAF 25 mg #% 54 D TAF X X TFV @ PK 73 H A
ANKOFEARNDUEFEGEERE R T L TRRTH Y . AARNEZITHT 2D TAF 25 mg O 5%
BIab0ThHotz,

1.5.2.3.3 FERERIADMERUVREMEARTO Y S A

TAF 25 mg DA NER O EMET, B BUBMEITREERE 2 3xt5 & Lz 2 DO 3 tHRER

(GS-US-320-0108 K& U* GS-US-320-0110) Takffi 4172, GS-US-320-0108 3Bk Tid, B ATk v
AN A edilit (HBe HUR) [atEod B RUBMETRGERE 2 %5 & LT, TAF25mg1 H 1[E& TDF
300 mg 1 H 1 [\ 48 HFHEE G DWW TR L7z, GS-US-320-0110 #BR CTl%, HBe HURMED B
AUBPERF R E 2 x5t & LT, TAF25mg 1 H 1 [a1& TDF 300 mg 1 H 1 [ 48 il 512>\
Tl U7z, W58 3 AHRAER & b IS EERHGIE B (Week 48 BF S F 1T 5 4% H HBV DNA < 29 TU/mL
DHIRE DENE) A LT,



1.5 R OUTFE R oK OBR TS D&
ALY T o BE 25 mg

21, ZTNHHE 3

RIWE R VBN N T A — 2 DR 2R

HBROT A L OMEL RS, £ 3121, 2NOHFEIHERBROTELAE

& 2  TAF OEZERFEZEM T HERAKRHAR
Treatment Regimen Data CSR and Narrative
Study Study Design (Number of Subjects®) Presented Locations
Phase 3,
randomized,
double-blind study TAF 25 mg once daily (N = Week 48 CSR:
to evaluate the 285) efficacy, GS-US-320-0108
GS-US-320-0108 safety and efficacy TDF 300 mg once daily PK, and Narrative:
of TAF vs TDF in (N =140) safety m2.7.3, Section 2.1
HBeAg-negative
subjects with CHB
Phase 3,
randomized,
double-blind study TAF 25 mg once daily Week 48 CSR:
to evaluate the (N =581) efficacy, GS-US-320-0110
GS-US-320-0110 safety and efficacy TDF 300 mg once daily PK, and Narrative:
of TAF vs TDF in (N =292) safety m2.7.3, Section 2.2

HBeAg-positive
subjects with CHB

CHB: chronic hepatitis B, CSR: clinical study report
a  Subjects included in the Safety Analysis Set (subjects who were randomized and received at least 1 dose of study drug).
Source: GS-US-320-0108 Week 48 CSR, Section 15.1, Table 3 and GS-US-320-0110 Week 48 CSR, Section 15.1, Table 3
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1.5 EJRSUTFE RO J OB 58 O
ALY T o BE 25 mg

& 3 GS-US-320-0108 B Uf GS-US-320-0110 FHER: BUMERURL2ME/NT A —F DEL

GS-US-320-0108 GS-US-320-0110
TAF 25 mg TDF 300 mg TAF 25 mg TDF 300 mg
N | new N | n) N [ n@) N | new
Virologic Suppression at Week 48
HBV DNA < 29 [U/mL 285 | 268(94.0%) | 140 | 130 929%) [ 581 | 371(639%) | 292 | 195(66.8%)
g‘sﬁ;irec‘gf in Proportion 1.8% (~3.6% to 7.2%) ~3.6% (~9.8% to 2.6%)
P-Value 0.47 0.25
ALT Normalization at Week 48
Central Laboratory Criteria 236 | 196(83.1%) | 121 | 91(752%) | 537 | 384(715%) | 268 [ 179 (66.8%)
](Dglsfofzrggf in Proportion 8.0% (~1.3% to 17.2%) 4.6% (~2.3% to 11.4%)
P-Value® 0.076 0.18
AASLD Criteria’ 276 | 137(49.6%) | 138 | 44319%) [ 572 | 257(449%) | 290 [ 105(36.2%)
g‘sffzrg};f in Proportion 17.9% (8.0% to 27.7%) 8.7% (1.8% to 15.6%)
P-Value® <0.001 0.014
Serology at Week 48
HBsAg Loss 281 0 138 0 576 | 4(0.7%) | 288 1(0.3%)
HBsAg Seroconversion 281 0 138 0 576 3 (0.5%) 288 0
HBeAg Loss NA NA NA NA 565 78 (13.8%) 285 34 (11.9%)
HBeAg Seroconversion NA NA NA NA 565 58 (10.3%) 285 23 (8.1%)
GS-US-320-0108 and GS-US-320-0110
N | TAF25mg [ N | TDF300mg | P-value
Bone Safety Parameters at Week 48
Mean (SD) Percentage Change in Hip BMD* 807 —0.163 (2.2437) 404 —1.860 (2.4525) <0.001°¢
Subjects with > 3% Decrease in Hip BMD, n (%) 807 68 (8.4%) 404 108 (26.7%) <0.001F
Subjects with > 3% Increase in Hip BMD, n (%) 807 55 (6.8%) 404 8 (2.0%) <0.001°
Mean (SD) Percentage Change in Spine BMD* 814 —0.570 (2.9147) 407 —2.366 (3.2051) <0.001°¢
Subjects with > 3% Decrease in Spine BMD, n (%) 814 159 (19.5%) 407 155 (38.1%) <0.001*
Subjects with > 3% Increase in Spine BMD, n (%) 814 89 (10.9%) 407 11(2.7%) <0.001f
Renal Safety Parameters at Week 48
Mean (SD) Change in Serum Creatinine (mg/dL)* 828 0.010 (0.1140) 418 0.024 (0.0974) 0.012¢
Median (Q1, Q3) Change in eGFR¢g (mL/min) 827 -1.2(-8.4,7.5) 417 —5.4(-12.0,3.0) <0.001"

AASLD: American Association for the Study of Liver Diseases, BMD: bone mineral density, CI: confidence interval, DNA:

deoxyribonucleic acid, NA: not applicable, SD: standard deviation

a  After the noninferiority of the primary efficacy endpoint was established, multiplicity adjustments were performed for the
following key secondary safety endpoints with a fallback procedure in the sequential order and using the weights with
prespecified 2-sided alpha levels: hip BMD (weight = 0.4, alpha = 0.02); spine BMD (weight = 0.2, alpha = 0.01); serum
creatinine (weight = 0.4, alpha = 0.02); and treatment-emergent proteinuria (weight = 0, alpha = 0; not shown).

b  Difference in the proportion between treatment groups and its 95% CI were calculated based on the Mantel-Haenszel
proportions adjusted by baseline HBV DNA categories and OAV treatment status strata.

¢ P-value was calculated from the Cochran-Mantel-Haenszel test stratified by baseline HBV DNA categories and OAV treatment

status strata.

AASLD criteria are < 30 U/L for males and < 19 U/L for females {37770}.

P-value was calculated from the ANOVA model including treatment as a fixed effect.

P-values were calculated from the Cochran-Mantel-Haenszel test for ordinal data (row mean scores differ statistic was used).

P-value was calculated from the ANCOVA model including treatment as a fixed effect and baseline serum creatinine as a covariate.

P-value was calculated from the 2-sided Wilcoxon rank sum test to compare the 2 treatment groups.

All changes were change from baseline at Week 48.

Source: TAF Week 48 ISE, Table 1; TAF Week 48 ISS, Tables 23.1.2, 23.2.2, 25.1,25.2, 31.2, and 32.1 and Request 7633

Tables 2.1 and 2.2; GS-US-320-0108 Week 48 CSR, Section 15.1, Tables 19.1, 20.1, 23.1.1 and 23.2.1; GS-US-320-0110 Week 48

CSR, Section 15.1, Tables 19.1, 20.1, 23.1.1 and 23.2.1

Soe —h oo

F U7 N3 TAF OERNBHFE 2 BT 5 700 ARUEMETREZ 2 & L ARG L OBEIR IR O B L1
PERTRYERE 2 R BRI TAF DT A VAFIER L2l T2 & 5 7 A v ank — >0
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BRIEN G- STz 425 B0 5 6 178 Bl (41.9%) MEFH, BA, HER BB EZELERT T 005
DEFRTo -7 (TAF B 114 1] )2 O TDF B 64 i) . ENHI1E 11 figk £ 0 27 61 (6. 4%) DN
M Tz (TAF B 21 i & OV TDF B 6 f51) . GS-US-320-0110 35k TiX. 19 » [E 161 fis% THE
B OBEDPTOI, KRBRICT & LML STVRBEN RG-S T2 873 B0 5 B 432 5] (49.5%)
W EFRC Y AR =N EINATRT 7 26 DGR T & - 7= (TAF B 287 {51 )2 U TDF Bf 145 i)
EIN DX 46 ] (5.3%) OFLANLTTOILZ (TAF B 35 B L OV TDF BE 11 41), L7=3->T, K
FIDOENAGEHFEOEAFT & LT, TAF O 3 tHRRERIZET 73 FlOPERE 7S A ARNEM & LTHEE
NTHH, BEREMIZH LT 5.6%ICFHY%T 5,

1.5.24 BRER T — 2 /8y ir—:

ARHEEICHBIT AR T — & Sy - —20%, TAF BAITo 15 38 ([FERILEERA S 3 M35 2
aﬁ%ﬁ&@#ﬁ%%1$aaﬁ5ﬁ 13 #BR) KONTAF BEEAITO 13 38R (W3 bifshE | B 25
DTS (3 4),

x4 TAFDEERT—2/\yF—:3

TAF EiF|

FE | AR AR SEEFR}
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QT/QTec Rk ~ANT AR OB
TR B TR B
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WIRMEEER (ANFE, RiE) @ PK ~® BFIZBIT S PD, PK/PD
4 HIV &Y B
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SHAPEZN CRMEEARER) © PK ~ORH
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153 BRIZETH5EFDERKGIE D+

H AREN O B RUEVEITF R BE TR E COIFN L O/ UL ETVIC L HIEREA G T 2567 <.
BEIRIRDOBENZVMEINCH Y . FFEZESS HCC DRIEEZ G0, TFREBOEITHINEL L b5,
INHOBRETIXAIHE (FEIME, BERPFE, LIEREZE) NEWVEE CTROLNDH 7%, TDF
DEGITHEI B R ORFICHT D2EHMEORIEY A7 iZmnetEZX oD, $72, ZRLHEFEDO—
(%, M4 B AUBMEATRICK LT LAM IC X D102 BRWICHE 0 ki L Tk 0 . LAM (I3 D1tk
B>, BTV T T DI R OAREFIDAMFAET D, D72, TDF OEWNERIKERER Ofs R 4 K
L., MHLW O A KF 4 > Tlid, LAM XX LAM + ADV (2 X 2 1A REFIZ SV Tl TDF
~OYBEZ # WL L TV D, ETVICHT HMHEIMO OAV L0 b HBLLIZ K WA, ETV B A
FIhBINZ 6 LTl TDF ~D8EE 2 28, £7-. TDF HAI TRHEAR 14 DEE121% TDE @ ETV ~0D
R GHELE X LTV D {38578,

FEHE AL LT, TAF O%F 3 FHikBR (GS-US-320-0108 & T8 GS-US-320-0110) D iR5R S it 71 &
TlX., HBVDNA & (>20,000 [U/mL) 7> ALT fii (J51% >60 U/L, “cik >38 U/L) M@EfED &
FEBENGE L THELTEBY,, ZHUIBNOEERIGETA R4V EORENOIRETA R
TA L THRERI N DRI G L —B LT\ 5, F7-, HAERIZIZ T, FibroTest & W TR— 2
T A 2 B O Week 48 BF il O FFRRAE L OFREE 270 L7z, Wik e H12, AARANSEHITO TAF T
Bz X7 HBV DNA #fil#1k, FE A ARNEF KOV RRER L L L Tz, ALT EF(RIEREIK
BURHME H & L TRET S 7z, TAF ORFKRRERCTIlX, ALT EF{LR TP I Ea & O American
Association for the Study of Liver Diseases (AASLD) (54 <30U/L, %Mt <19U/L) D 2 DD
W&o TRl & 7=, ALT EEF{LICEI+ % AASLD O REUEE L, EPNO JSH & X MHLW O 4 A
RTA4 L THRINDEEFE L FKETH Y | FRCBMEIC O W TIERIT 8T D, ZMECONT
I%. AASLD OHEYEEIL ISH L OMHLW O H A KT A > OIEEEIT A~ X0 s 22 R M 2 3
E LT 5 {39687}, {38578}, ALT IEF L% Ak L 7o gBRE OFIA 1L, IR AHEES & Y AASLD
DOWTNORETITM L= HAIZ S, TAF BEO 5 A TDF BEL 0 H <. AASLD JE¥ECRHE L 7=
AR RN E B 7275055880 D T-, Week 48 B .00 ALT 1E 7 (b 28 (rh Je kA0 HE B8 SL13 AASLD
DIHEZ D) 1T, WPHROBEGRICONTS BAANEMDO G AMOEM LY bEhoiz,
GS-US-320-0110 7Bk (235 T HBe PUFRIH R L OV HBe Hiik~Dtr 2 X —U g I E - 4R
FHOEIEIT, BARNEM TIX TAF B0 778 TDF BEC & o 72, GS-US-320-0108 J O
GS-US-320-0110 ;RBRICH 1T 5 HANEM TO BMD OZEA LRI, EH &L OHFHEE HIC TAF FEO S5
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MNTDFREEL D b/hE<, M7 LT F =2 R OHEE R ERIATEE S (eGFRceg) DAL &I TAF £t
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SNDEAFLT AN ZFNE UTHICEHETH Y | BHRIENERED ) X7 2G4 5848 (PR
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BB BT D ERREMEOZLIT DTN TH o= Z e h, BT A—XIZHET 58S
FOE=F Y U TEIAEEEZOND, 12, TAF ORESNEZEOLZEE T 7 7 4 VX, B
AU MR EIRFE CRIICOTE VB IN2B O VA NV AKIE L TRICEETH O . FRIOHF
A (BMLE, FERPE) Ob b BE%E, BEEREDY X7 Db 5 BECMEIZ LY eGFR O
KTFDOHRBID mEREE T LTI AH E & X 5005 {39731}, £7-. TAF OUGE L 723 H)
R 7 a7 7 A UL D, TAF 25 mg O 5 TIIBHERED & 2 BE TR 2 HE#g iR
HLTHY, BHEIOBFE=FY 7 b REL RV EEICET DEMENBRE N D Z L0vb, TAF
XERFE L OEMOR G LAWK TH D,

ftiam & LC, TAF IL, HARAND B BUEM T L BE OISR T 2 RIEW 72 S AU TUVZRUEE

=— X% T H AR E AT 5, TAF O 3 #Halk GS-US-320-0108 J OF GS-US-320-0110 (235
7D EEFEIE H (Week 48 FF5C HBV DNA £ 29 TU/mL AJifi) 122\ T, HARANSEN TO TAF
FEORERIT, FEARANKOEARERTORR LML L Tz, makiR & 6 (2 Week 48 RF 50D ALT
EFEE (PRMRARE UL AASLD OREHELZ D) X, WTFho5EHIZ OV TH HAANE
MDA RN L OEBEM LY & E - 72, Week 48 B SO EH K OFHED BMD O 2L
X, AARNEMIZIT TAF BE T TDF BRI Th 30 72lid Th - 72, Week 48 Ff gD
—ATAUNOOIMIE Y VT F = OV E{bE K Y eGFReg DZELEO FIRIEDFERIL, TAF
BETIT TDF BEICHA T, G2 LT F =0 D EFH KD eGFReg DIE T I T Th > 77,0

TAF OBIFIZ L 0, BAUBMEAFRBICH T2 L 0 24T, iR, AEOE WV OAV 86725
S, BEfFOHESIRIE L R LT, LAMIC K 2IREIREZ AT 5BEF 250, LVIRRVESRSE
Mzt 2 BRI 503 FTRE L 72 5, TAF OBFEIZ LV | B RUSVEFE BIC K3 1A I E 2 7o
HERFTDLZ LD,

Lk, TAF OFEHER L ORI T 1 77 A THONTT —XIZESX, XU 7 Mk, 4%,
B BB M TR IS T AL LTT /A AT 57 =25 2 F (TAF) 25 mg #% A SEH| o ik
e AR FEZ U TONETIT I bD LT 5,

e « WA - BIRUTFR U A L A DHIGE & (O RE O S 25 il S 7v7z B BUBMERTR BRI 31T
% B RIRF 7 A L 2 DO FEIN

FAVE - HE @, RACIET /2AeN 79727 FELT1E2Smg 2 1 B 1 [EfEO#EE
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R T A NV ZMEIRRBD LD T TF I T
VAR A VA ERT 52 L) BEITIE,

TUTHENELTCImgZ 1 H 1 ERAOKST
DT ENHEREIND,

A% - RECEET SFERALDER

1. AFNL, #5PIRIC X 0 IFSRED (L L
SIEMHROBEELZEZTZENRH D, K
NEZBRFICHHEL, BRERECOHKT
BhEFIEL2NE D IcH0EET 5 b
( [#=5] oESR) |
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PE L (B - HEICBET 244 E
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RO B 679 FilF, FEELL EORNWERIZAR
iE (1%AR0) , 3 2%) , FEEDEN
(%A, IR (1%R5) , D (1%K
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Wr &N AGAEICOREESTHZ L, [k
HFOE GBI T 2 2 MEIEHESL LTV

11




1.7

(R[] 20 it —

LS

ANV T 1 §E 25mg

SAFAEFERERE KT 28 (T v b)) I1T5
D HNIRMDTZ, ]

2) TEH O NI AAI B G i3I & BT
SEBHZE, [EWRBRTT R0
HAOBITRMESN WD, T/ HREL
7772 RO NAH~OBITORE
WOWTHEAHTH S, ]

DERBITED BTV, Ei2,
BT FONR « ifIER AT ER A
Lot ]
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T

250 | 30~49 oo

10~29
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(2) HBe PLEEMED B3 T, HBs HLROIHK
B 5HWEALT (GPT) DEF{LALES
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CVEEASEE, =Y o AREEA HIV EYYE
W5 - HBICL v RET5 2L,
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;?%ifim%ﬁ#éﬁﬁk@&ﬁj%% HLPFZUHUFSUA (mUmin)

5. RENE I TV OfFRESICBNT, =50 (30~49|15~29| 5~14 | <5
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ERRIEIR & B AR A (HBV-DNA, ALT
(GPT) ROWAEIZEUHREV LEY) ZH5
L., Z0HbBIEEEITDLZ &,

FRIZ, SEINEORVEE CUEOBEREDOH 5
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2) AFOREERIZMIE S V7 TF = F0 B
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TOEHEoEE) . MEERE) . TE
TER) RO T3RMEIRE) OHEBMR) |
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[ LEoEE] 286 THRTL L,

(2) AANC LB BRUBMERFREOIERIT, &5
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NTWaZeaERTHE, £, It
HIV 3|2 X DR & BliA L i HIV &
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B, Lo T, ZIVhBEITKR U TAAZ B
B4 58565100%, SR ROEEGKTHD
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CBWTTFARE |OWILEROHN HHR) T, ZORKE
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FE (Crad) 7333% |2 BND, AT DIz,
BEANL . o rhR fEBRE T - B
—IRFf] R T A ek
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MLtz & O
b2 ( THEYE)
e OHBM)

RAWE W (B |7 FHRE BB [hOATL 240 L

MY = [IpFREEo MR | Pk a T
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% 3EH
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FEG] 36 IR, 461 (11.1%) (ZFEARMR AT IE 52
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B BUBVERT 2 25 & L= AA B 512 BT
B AGREEE COPAIER] 393 Flh. FeBI1EH
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[ ) 220 i — B 3
ANV T 1 §E 25mg

D VoI =F—EHIN 1 (2.8%) . Al-
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W B AR E TOFREER] 52 Fld, 4 4
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B

F 7o, AR 369 B, 27 61 (7.3%) (2
MARAERE 2 E50RERA RE SN, %
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BHEREREE 3 61 (0.8%) Tho7- (GF5HELE
TEEHIERER)

Th ol (B RURMEFRICKTT 6 ARK HEAME 5
FKFRIEE)

B MUFFREZS & kf 5 & L7z ARKI BB 512 81T 5
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TeRIEFA A S, £ DOWNERIZ YMDD £ 8
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ML, A#HIE 52 B 5) 20 6 4 45
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% T PR RE R B ST AT BE AL 44 1] (2.5%)
Tholz, Thb 444, YMDD EH T A /L2
WAL U7 RS RE A 33 5] (1.9%) TH Y,
AFNEE-H T % OFFFSREE(LIL 2 61 (0.11%) T
botz (FFEAHRHFR .

F W A B9 5 Rl A kA i A 361 4l
49 il (13.6%) |CERRMAER %5 LemIfER N
WiEEShiz, ToERb0iE, AST (GOT) #
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1.7 [FIfERZh AL — SR
AN T 1 BE 25mg

. ALT (GPT) NS % & LefiFREREREE LI
HERESEAL 356 (9.7%) ThH-o7=, Tiub 3541
1. YMDD AR v A )L R (TN U 7= e
L2261 (6.1%) THY ., KHIFGHKT%ONH
BEELIZ 12651 (3.3%) Thot- (FFEAHFE

W) .

(1) ERAFIVEM

1) /MR (0.78%%0 ) b bbb Z &N

(1) ER7ZREIEH BT, BEETHIATO, RENBDS
1) BRE, 77 o= — RS o O B NS E @ 2R LE 21T 5 2 L,
AERE | BIRRRERRE . HARE (BUEARHT 2) BEUHEARE (HEEARBTY ) BbHbbhd
DD BRMEREE 7y 0 = —fEE LENHHOT, AR, B CK
B BEREEY) RbobhdZenbs (CPK) EF, M kORFIATE Y |
72, EHERERA AT O FBE L T 0T FEDIERD b & b BE I3RS 2 H ik

VN BENRD SNTEEA I TE Y A AL E & T 5L, WERALEEZITY Z &,
1195 2 &, MWDKV T, AH 3) HIV BEIYEICXTT 5= B E L E, a2 B

10 mg/ B &% 5- U 7= AE RT1% O g TR NREE, =Y a ARE (LEETICT I TV
IR TRRD LN, 2D DER DL 150 mg X% 300 mg =& 4) OBEMPFEE L
W, Y7 aARY U EOE I Y KA fOPLHIV E E OFtHICE Y. BITFD Xk 57

B, OEHEER T, SOE, BREEOBEE | AEESAEE SR TN S,
SUTEERREOLRNTEH LT, 2| @ S/ duihiss « RIS, Wbk, &
B, INOIBAERTEOEBHE D 4% (467 B i, FmER . A ERIS . MR
19 ) 4, BHICBIET 2 HEFROL | o e
DIAAN DI G A LTz, SN S "

D) Wi, B GERR ) gy | @ T OIS £ S RO
WZRD ., 77 v a s A S B R DR B
BEID K HIEY D S B, B, | Do B e
BRI F A b S BHKILIED o & o, gy | OFFTRRER © == —m/Se— gl e
B ERbB, ARERMBESTAHEE, | OLFE
BB A ATV BEARD SN
HAE A RIET 70 L, O E AT =
Lo TEEAREAMER] OHEBE) |

3) EET ¥ F—v ARVIEMILEIC L 2 EED
WK CEWAIF) : SLEET & F—o 2 KOS
Witk & 5 mEORFIER (BN 2% 5
PhaZEnbsd ERIE ) OT, #
B +orATV. REPRD S5
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1.7

R[] d— B

ANV T 1 §E 25mg

AHN OG22 H 1k 5 73 EEY) LB 21T
zL,

(2) £ OMDOEIVER

1%~5% . .
Q) ZDMOREER *if 1%RH | RETH

1;;5 1ukiE | sEEEREREY R iR (SR

’ WAL i, T |WEek

B BB, € O FEAE TTNI7ES
T i 7 LT T |BREREE B R CK (CPK) |ff¥i. %

= £5 s
el B, M (BB L W ||| 2ot RERK RASEETEN

. TR |RREY V1) EE IR SR ST,
P S T2)  HBEHE TS OB THRD LTS EITER
7 OV TSR & LT,
Z ot 108 1) Y s
D I FNTF—

H1)  ERSEE U OATRD LTV SEIER
ZOWTIIEER & LT,
H2) WS COBE 1%~ 10%A5H
AFIOBHH&TIC L 0 JFEREOE/AS L IFNTF
ROFIFAPBOONDZ ENH Y, UMEMEB
TS VEIF R BB & k5 & L7 is T oK
BRIZB T 2G5/ THOBIEMMF O E2GE
FH L LT, It AEEE Y (ALT (GPT)
5. AST (GOT) EHEE) m#iEIiTn
Do B, INHITHARFRGIZESIERTH
2.

AFNOBHRTIZL 0 JFEEEDEAS L IFNTF
ROBEIEALNBRDOOENDZ E0NH Y, B EIEME
B Zxtg e LI-ENERRBRIC ST 5 &
ST 1% S WML 6 » AMOBEHMF O E
IHREFRG L LT, JIFEEmAMEEE (ALT
(GPT) EH-. AST (GOT) EHZ) B’@Esn
TW5 ( TERIREGRE] omEsi) |

5. mlmE~ORE

A SR D et L OIS LT
R, AFNE, FE LTEE LRSS
2. EiE CIEBEREMET LTS Z 2%
W, mWILTREN T 2B TN H D
DT, BEOREZBE LN LHEICKRET
52 &,

6. i, FER. BLRE~O%E
(1) M SUTHEIR LTV 25 ATREMED & 2 st AT
X, IR EoFRIEDNEIEE BBl D &)

5. {L5E, PER. BRILJE~0ESE
(1) 3 AR L T2 AIREMED & D i AT
1. 1B OB WSENERIEE EE D &oH
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1.7 [FIfERZh AL — SR
AN T 1 BE 25mg

WrEn2EAICoRBET D, (B
EBR (T v b)) ZBWTT TR ELDOEIR
WGz, TR O BEIN & OV 47
TEAEDFRO BTz, ]

(2) HEHRATREZRm ATk L CIIBHE T 2 L 95 5
HEHZ L, [B MNEROREFICBIT A
FlOEEVEIIHERR STV, ]

(3) TILH OIE N IIARKNB 5 F 323 &l T
IEBHZ L,

WrEn2EEIZORBET 5 &, FFIZ,
R 3 » AR O A IZIEE G- LianZ &
NEE LV, [b MIRBWTHEEEEMYET
HY ., FEROMEYZ I 7Y RE,
53 WRg DRI 0D L3 HR B VP 1 R oD I
EHRICTHDZ ENRHREINTND, 72
B, BER (79X CREFEE (B
DOIRFETE OB NEESHL 05D, ]

(2) AL O NS G- 3B LA 8T
SEpHz L, RNFELHEINETFITVV
iTe FELHRICHRE S L, MR OREE &
[T (1~8pug/mL) THDHI ELnHEIN
TW5, |

7. ‘NRE~DE
18 ARt D FBE Tkt 2 M ITfESL L T
VY (fEHBRER )

6. INRZE~DOE 5
INRER T 2 AT LTy (ERN
BT D FHRRER S 2\

8. BEHE

e - R - HESE D 25~50 f5 & (250 mg/
H. 500mg/H) % HIV EYYERZITH LT 14
ARG L& 2 A, B 6 & O B IiE
KRBOSENTZY

ALE . BEOREE B L. LB UA
SERIEZ TS 2 2 &, ¥, AANTMEENT
WX VRETLIZENTE, MEBERZ VT
VA (REMIEM O P JefE) 1% 104 mL/hrkg T
Hb, EEBITICL DT T HRENARECHONT
I, BRETER TV,

7. HERE

TR TN D, MERGICXDRA
DIERDFEHITH DN TNRY, @523 7
DN HAITIE, BEZ OB L, LERR
IERIEZ RZMT 2 2 L,

9. WA EDER
AENTRARANEDS 8> 2 T2 D DK AN TRAE
L., WA Z AN TR 2 &,

8. BH EorE

HRFNZZAHEE © PTP @D KL PTP > — b2 D
WY LTIRETS Lo ETs2L, (PTP
— FORERIZ IV | OGS BB R~
FIAL, FIZEFELERBZ L THtRERA SO E
ERAHEZRT 5 Z enmEsnTWVn5)

10. 2 DL DER

9. ZOMOUER
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1.7 [FIfERZh AL — SR
AN T 1 BE 25mg

1) TTFHRENL ERFIVILVERTTHEML
FnFh~oAD Y o EHEE V&
IR 22 E BHBR L O e FOREE Y L /RER
% FHNZ in vitro YR BERBR IZ BV TR
PHERLZ, 7THRENL BRI IO
TARKROT v N ERWERNAFEERBRIZE
WTENBAMETERD b iadoiz,

Q) TTHRENL ERFVALOT v FROH L
Ze W SRR MR B R BRI Z s T
PRAE Rz Ol L O KBS, Bk
HEFE, BENVE/BRAE R R T 2 IRAE B E
DI BTz,

(3) MH ORI I N =F 1%, KA ORHY
ThHhHENY VL e EREERS LB
ENDD, WIV=F U RZIEDBRE T
M v =F RN T 95 ATREMEN &
D,

ERFVERBRICB DN THWERFEEZ R LIz L
DHENRDH D, Fiz. B0 AFERRICE
WCRENAMZRD ol OFENRD D,
[b FDREEY L RERE T in vitro Ye IR H
FRBR T, 300 ug/mL DA EIZR W TR R
BEOHMMA R B, ~ T AD Y v 3 ERN %
P72 85225828 SR B Tl 2000 pg/mL
PRI W TER o v = — 8 ORI 5
Lz, S UAKRDRT v hERAWEEHORA
FEREBR IR, BRI M agIRE
& (AUC) D 34f% (wUR) K200 (7>
) FTOBRBEEIZBNT, BRAMKITHED S
otz ]

fii %

2015 4F (SERE 27 42) 7 ASGET

2015 £ (P& 27 4E) 3 HkET
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N L) T 4 £ 25 mg

FT1E (E2oa2—IL1)
HEEFTHEREVRNXEICEYT 51EH

1.8 HIXE (F)

XYT R B T Xttt


tonda
Text Box
最新の添付文書を参照のこと


1.8 WACE (%)
NLY T 1 HE 25mg

1.8.1 TATIUTE (B2) e 3
1.82 INEE < NI OFHEE « FEDBEERRIL ..o 7
1.8.2.1 THHE + BHI L OFETEARIL ..ot 7
1.82.2 SNRE « 2R\ B 2 f I E DR R OB EARIL ..o, 13
1.8.2.3 FAE « B ORETERRIL ..ot 14
1.8.2.4 M - MEICEET 2 H LR M ORERML ..., 15
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1.8 WACE (%)
NLY T 1 HE 25mg

1.8.1 AHIXE ()
IS SGE () 277,



1.8 WACE (%)
NLY T 8 25mg

2016 4E YY ATERL (35 15K

HES

Wi S

HORA & [RIE Lo, SIRRTE
PR AR AR B L W2 ET C
RESDIL

o IR S48 L PR & 2o

LI X1

5y

oA L R{EFREH
RLYT1° §E 25mg
VEMLIDY®Tablets 25mg
F/HREL TS5+ 3 KOTIILEER
) EE-ERSOLEBIEYEATHE

A A YRS T oy HE R

87625

TR
AR | 201X 4E YY A
foEBRAA | 201X 4EYY A
EBHEAE | 201X 4E YY H

(&
BEFHICHTIARERT LI-EET. FROEENRAME
BEMAMRESh TS,

D=, BRERFHIZHT HARERTTIHEICE. BE
RTBRLLGL LB AMEBEOBRKRER L RRKRERE
DHBEZ+TRITS5T &, BBIZE LT, BRFRICHT S
HABRNRELLEC LI H D,

[Z2R (ROBHIZFZ/ELENIE) ]

(1) AFIORSTIZ R UEBoE OB ERE D & 5 B

() ROFEAEESTORE V778V, w43 vA
UV T (B hePa—rRU— ) A (T
AAEM) OEBMR)

[#BRL - $£4K]

(& - ARCEEYT 2 EALDEE)

1. ARANX, B5H IR L0 IFHSRE O B SUIIFR O HiE
fbEERZFTEenbD, KRNFEZBITITHA L, BF
NHCOOHE TR G2 HIE LRV E d I+t T 5
& (['BE] omsR)

2. FAIOFEFLAR, 5HH, OFH%E, oty 1
IV ZARNZ T BRI BT B ~DOE %2 o0
T, ERNANADOT A RT7A V2B BETDH L,

3. AEIOBREY THHT /RN TFT72FI KD
f, T /R DY TR T < VR &G e A
EPFH L2 Z &,

4. BEPBIMEC, 7V T7F=r s 7 U T T AN15mL/
BUETHDLZ L uWMRT DL L, Tz, AR E#%,
JLVLTF = e )T T AN mLSRIIET L
FHEAT, B5oRIEEEETs 2 (( THEERER
FEE] KO [BRpEiiE] omEsR) |

Whi5e44 A YT 1 %% 25 mg

By -G8 T/ REN T 7253 K25mg (F/HREL 7T
(1 HE) 7= I R7 <)Vt & LT 28mg)

JRAFNAR—AFT RNY T A HEKF, ATT
Urg~ 7Ry L, ke —2 HE =T
gk, 7 m=—/1 4000, RV =T La— (55
FAAC) . B BRbTFZ

SJIEZ]

& - FlE WODT 4V ha—T 4 VT

LIz

K& & A% 8mm, JE & 4mm, H & 208mg

il = — K | GSI- 25

(3hEE - 2R]
BRUITH 7 A /v A DR 2 O TR RED B3 D3RR S U7 B
TEUEPERTZ RIS T 2BRUT I8 ¥ A /b A D EEFEHN ]

(BheE - BIRICEEET 5EALDER)
AFFe 5B HESL . HBV-DNAE®RIZK D, AL AD
WA R T A Z &,

[R% - AE]
WL RANCIET /REL 7T 7o) RELT I [E 25mg
Z 1A 1 ERA&EET 5,

[EREDEE]

1. EEBRE (ROBEBIZIFEECHET D L)
FEMRE M B (AR, ]

2. FEGEXKEE

(1) ARANZ & 2BAUBHEIFRBOIERIL, BE5HOHTR
SEERKTHD T RBENLETHY | Kl
i UGy e LB S B 72 7= 80, BAVBYERFR R DTS
PRI Ty 72 ik L R 2 FF O ERT O b & TRALAT D
&,

(2) b MUERLETA LA (HIV) /BEFRT A LA
(HBV) HEERYBH TIL, EAIMHEHIVA HELT 5
WM B DT, AEIOHOEGITRETHZ L, F
7=, RAIOEE % BT 25 RICHIVIE G O F I % gl
THZ L,

3) AFNOFTEIZBEL T, 2V T7F=r -2 UT TR
ERET 57 L, BHEREOFEICAEET LI &,
T, AEREGHZ S EM2RESIC X BEORE
EEBIECBIE L, BEEEED Y X7 26T 5 BE
WX ) v omEbEMTH &, BEEEZATD
KN & OPFRITEET B Z ENEE LW ( JHEE - HE
WEET AHA EoEE) o TRIER] KO [EyE)
RE] OEBR) |




1.8

CE ()

NLY T 1 HE 25mg

4) RRABTRUB TR BURE 1T 53 2 ARHFI 04838 M % 512
D, EHEL BEBOBBEEDKTRRD LN TND,
TAREEEOKT I, M & 55 TR S BRah124 8 s
WZNFTHBL LTz, WIE ST OB D & 5 BF 3%
DO IEE R B A AT D BRE T, BlEE 51247
W, BENRRD SN EAICIIAR OS2 RIET S

e U R ALEEIT O 2 &,
5) IENE O FSAR/ERNH bNDE Z ENHDHDOT, B

AR DS A IR E LB 21T 2 L,

3. HEER

AFNIPHERA (P-gp) MOFLEMMER (BCRP) DX

HChs ([HEpBmE] omEsm) |

1) BrRZRE PFHLZVWZ E)

HeH4 RERAER - A 515 Ry - fERRIR1

VIy oYy [T /REN TT 723 | 505172 P-gp O

(V77vy) | FOoMERREMET L, [fEHickY, 77
A vA s | RAOHENET T oL | KAEL TT T

XYYy (& | hab5b, F 3 RO fbEde
VheVa— ENK T 58%
VA eT—]) nnd s,

EH R

) PHHER GFRIEETZZL)

HEH4 REARAER - HEE 515 Ry - SRR+
V77 7Fr | TI/REN TT T2 I | Pgp DFEMEHIC
HNNR=PE Y | FOMBEFRENMETFL, | L0, 7/ FEL
T ) VeS| REIOMENBIT 28 | TI772FI RO
—)L nrdHs, MAE R E DMK T
Trz= kA THBENND
RAT =KAo Do
N

4. BIeH

o EBEERSIAERERIC B 5 48HIF E TO R
TIX, AF % B G S 7= BAUE M T B EE 86665 (HA
N56%1 % Grte) H12346 (14.2%) CRGIR B AR % &
TeRIVEHI 338 STz, FARREM I, B 176 (2.0%) |
W97 R AR A 1251 (1.4%) . MEEIE9B (1.0%) %%
Tholz, KRR

(1) EXTEIER

1) BREEOEEOBHERE (FERHT)
EEE N, BARA, SERRAE, AR H e
H. 77 as—EBEE, SRR R HE, BER AR
SE, BREOBEDOBHEREENHO DN ERHD
DT, EMANIREZIT 5 FEEZ 0TV, BRR
B RE B NG AT, 2RI 57 8
WY ZRE AT 9 Z L, FRCERREREOBIEN & % &
FHROGRIED b D HH D3 e 5 STV B CTIEER
T2 (HE- HECHES MM LoER) | TEH
ZRREANEE] KU D] 0Bzl .
2) W7 v F— U AR OIRIIILAIC L 2 EEOFEKR
(R  GEEFRPIE)
T o F— AR OIRNILAE S & 2 EEOTEX (15
WilF) A S Cnd, B8 2 FoICqTv, BEAR
0 LG EIIIARF O G 2 B k4% 722 LG R AL
BaiTH 2 &,
W T R YT R LT < VR AT A O BT, IR
IR RO R R4 TR SR T B D BIET,

(2) Zntho=I{EA

LT ORIER 2GRS bz 58121, RIS C b
RAEEAT D Z &,

FE M 1%L F 0.5%Lh_E 1%
Wb D, M | MR RL TR BUR. R
{4

YR ALT #40
- R B i
R R S FREED F
iR RHRE
i T OE. BB
Z DA %1
5 ERE~DES
— RIS CITAEEBRENE T L TR0 . APHESCHE
FAEOBHANEL HoND Z Enh, BEDIRREZBIZ
LeRbEEICEETHZ L,
6. K. E. BURE~ORS

(1)t XTAERE L2 /TREMED & 2 i A2 T, 1aE L
DBF N ERRMEZ ER D Ll S DB AaIC DR
BE54 s L, UHRPORSICET 222
STV, BB TCIET / AeV 77727
2 NIZEBMEFENE (7 REOTHF) | TAEdM
HEREIC KT 22 (T b)) RO oT, ]

(2) BIFOEMNIIAFEEF TR 2T ST 5 2
L, (BB CT /) R E VO ~DOBITRHE S
NCWb, 7/KREN TT77x2F Kot ML~
DOBAITOEEZOWTIIRHTH S, ]

7. INREADERE
IRHARER, AR, LR, s/ hicst4 2%
AR LTy (ERRER 22

8. BERE
ARFNOWBEAR G, BB VW TEEL, A
ABZNT A DE=F YV TRERIRREDE %D —
MR IR R BT D 2 L,

T B EOVTIMIEENTIC L 0 K54% B8 RE SN D,

(€-37E0):0)

1. MmhRE

(1) BEREAICEITSZEDHE 2

HA N BB AR E 2 k5 & L C U ARHI25 mg % 22

MERF I BRI D e B LTz & & QY ERE T A — X

ZRUTTT,

®1 RERAICFHEEERE (ZEE) Li-sEomn
ROEMBRE/ IS5 A4

FIRENTFTT72F IR F ke
(10 1)) (10 f5i)
(ngc/[mrji)a 165 (57) 10.0 (23)
tmax ()P 1.25 (0.25, 2.50) 2.25 (150, 3.00)
( &%?;ﬁ) 213 (46) 305 (36)
tin (h)® 0.31(0.24,0.57) 4429 (30.09, 55.29)

a: P (ETRE) | b hRAE (D)

(2) BEOHE MEADT—4) °

BEFRERNMEERE 2 552 & LT ARHI25 mg & @il

E A v U — R R ORI IR [ HE RN A G LTz

L EDOHEMENTENT A —Z ZFRART,

£2 RERAICFHZEERS (EERRURR) Lk
& EDMmFHEMBE/ 5 A—4

FIRENTTT2F IR
=% 2R
(40 f51)) (39 )
(ngcj"‘;‘L)a 252.6 (46.4) 266.3 (46.9)
tmax () 1.00 (0.50, 1.50) 0.50 (0.25, 0.50)
(n’(:’ii::)z 288.9 (39.2) 171.5 (33.6)
ti2(h)® 0.45 (0.40, 0.59) 0.35(0.30, 0.42)

a: P (EBRED | b PRAE (HEDH)



1.8

CE ()

NLY T 8 25mg

(3)

(4)

(5)

BREMFEBBEICH TS EMENRE ¢

BRI PEITREEE (REER) (21T 5 RHMEFEE
BN REMRAT IS B S < HEE TIE, ERIRIBICRIT B
AUC S OCrax D FEEIE (EEMRED) X, 7/ F Y
N T T 72F IR (698%) TENZEIN215.5ng:
hr/mL (66.6%) K U8177.6ng/mL (53.4%) . 7 /7K
eV (856f) TEIEN321.9ng-hr/mL (31.5%) K&
WM7.2ng/mL (352%) ThHo7-, BARAOBEIEM:
TR BB TOEFIRIBIZIIT 5 AUCK DO'Chrux®
FHE (EERE) X, T/ AEN T T2 F IR
(49f) TENZFN213.8ng-hr/mL (58.4%) KX
176.5ng/mL (44.2%) . 7/ KR EIL (556]) TZIhL
363.2ng-hr/mL (27.7%) K UM19.5ng/mL (30.2%)
Thol, WEKET LV THRFI SN EEIX, 7/
BEN TTT72F 3 RCE, BHEME e TXUX
%) . REYSRELOMER, 7 A REA T, &5
G GERTXIIARME) | HEeGFRIA, YR,

PERIR AT (BA) THY ., BRI BRLAE
BITRED Lo T,

FRSREREE £ 9 SHIRE (5 1 SRMBE GHELA
DF—45) 50

TR FF RS RE R PR B (T AH125 mgZ % 5 L 7= B
T JHREN TT77x2F I ROAUCH K RCpuldE. AT
FEREIEH AR & e LT, ZNZNT.5% K
11.0%fE < . 5T RER EEBR T CldzhZh
12.7%M K18 7% > 1=, T/ R ELVDAUC, M O
Coaxl T SRR EWHEBRE L B L T, ZhZh
10.8% % UB.0%M < | H% B PR RE R S A R Tl
TNEN2.8% K WN2.4%K0N - 7=, EEEFHEREREE
WEBRFECIX, T/ ARENL 75725 I ROAUC
K OCral X, FHEREIE R #EBR A & Il LT, Zh T
146.0% K% N54.9%1K< . F7z. 7/ B EILDAUC
K OCran TZNZE36.9% % TN0.1%IK - 7=, EH
FEAETHIE L & & (EEATHREREHRHRE KO
FFHEREIE W B CTIE TN EN37.8%, 204%) . &®
FEIFHERE B BR T O GEREAAY) 7 /R Y
NV T 77 2 2 ROAUC, & OCraxd . THHEREE 5
W & L LT, ZRENS5.6% & N T.8%(K >
77

BEREEEEZHTIRBEEICBIT32EDEE GIEA
DTF—4)"8

HEBHERENRE (VL TF=r 2T T
A 15mL/43 BA E30mL/43 Adi) I ARKI25mg % 2 -
L7=BEoT /R EN 777253 ROAUC, LD
Coael T EHERE LW HBRE & I L CENEN19M
KO18fE, T/ AR ELDAUC, K PChnlE. FHE
TSGR O 858 Dy > T,

VLT F = 7 )T T ANR5mLS R O B
EEERFICBITLT /RN 77 7=2F3 KD
IEERE IR E TR,

2. S, RE. #it GREAOT—2)

(1)

(2)

ﬁﬁ 56,7,9

T/ ARENLOE NIAEE AR FI0.7%Am T H
. 0.01pg/mL7> 5 25ug/mL o> ifi 4 i FE oo &
BEZ T e b o To, BERARER CEREL L 72 RIKICEB
LT )REN TT72F I Rob MUEEERKE
RIIFI80% TH > T=

ﬁ?ﬁi 4,10-14

bt MO ESNEZT /AN T 727K
X, B EO0%MARHFHZ LV IHET 5,

T RN TT7 =3 Rk, EE L TOMATHAR
WNTHNRX LT AT T —V 1% EEHIEESE &

U CHKS i S B1E0, R EZER (PBMC)
KO OHIVIERHIIN TH 7 7 > AL L - TN
KRS, T/ REN TI=2 &5, BITHK
DIREZITCT ) RN ol=th, TTF =LY
F—FBEORX T LA RZY UigxF—Fizck-T
HHERZ U b S, EERRRTIEE R AT AR
W THLT IRENL Y VRS D,
BEUBMEITHEBBR x5 & LT BERRER TAA
2V5mgxRAHFG L&, 7 /AL Y Tax
IOV T < VEREE300mgi 1 G- L o bl e, Mg
T/ R BV IL89%IK )N > 7,

InvitroClx, 7 /RN 777 xF I RiZCYP3A4
WX o ThIhicfikiEtansd,

(3) ittt *°

3.

TR I UCIERE T ) R EL T 7 =) 3 R25
mgZx HEEL Uiz & & B ED47.2%03# I,
36.2%M RHICHEIF S N, TOERNTT /R E
TR FEFDI%, R D% T, Fiz,
BHBEDOLA%NT )AL 757253 RELT
RIPICHR S, T R EVEEIRCOREKEA
i@ & JRME ~OREBhIE O 51T X 0 PRt s vz,
MR EER

(1) In vitroR Win vivoiXBRmi#g '°

TIHREN TT77x2FI REF TV AR—4—
(P-gp2 U'BCRP) DB TH 5, InvitroTIL, 7/
AREN 757 xF 2 RIZOATP 1BI KL NIB3DRE
Th b,

(2) FBEERRE (EADF—4) 121622

SR EAE AR OFE R &2 LT ORITR T,
#®3 T/KREL P57 FOENBBICRIESH

REOEE
— . TIHREN TTT72FI RO
TR E e o
W7o HEWERE T A —H L
BEFRE BifiiE 32 g 151 D/ FEOF ke
-1 (mg Py ,\7% 2 (90%(S X ) *
(mg) Crax AUC Cin
o] 300 2 043 0.45¢
PASTEEAN g 1m0 29 036, 0.51) 040, 0.51  NC
SEvAX v N 150 5[] 28 265 | ne
. LA 1E | 1A 1E]| 2] 220,365 ]229,3.07
CoRxen,/| 90400 35 [ 1o 132 e
vkzzer | 1R 1E 1A 1E ]| (0.94,1.14) [(1.24, 1.40
_ 50 10 1.00 0.96
EARTYN g 1m0 086, 1.16) |0.89, 103 NC
AT e, 4001100 0.7 080 087 | ne
Velpatasvit® | 1 A 1] |1 A 1 514%*] 0.68,0.94) [(0.81,0.94
NC= Gt

a.

o

c.
d.

™o

[

=

UL O S AR BRI b SRR At S & L TR LT

. FERIDEDDRVIRY | WD 70%~143%% 8 LORH L L

TARN)TEEY ST REN TT7=F IR (FTAF) & 0T g L7z
7/ REN T 77 =S I RORSEHAERBNE, SR IES < & R RBRIEG%
TR

. ARFEM 7R P-gp DBLEHA

TARNYTEEYSYAERY YT REL TT72F 2 R (F/RITAF) %W T
A F LT

L AT TEN AV REy b ANV VEEY ST IREN TTT 2SI

K (E/C/FITAF) % M\ Cakli 2 92fi L7z

. ENARARR



1.8 WACE (%)
NLY T 8 25mg

=4 OGHRAXOEMBEICRIFT T/ REL 753I7xF

=5 BEEMHESBREDRE548:8EMOHBY DNARRILE (FAS)

s ForgE® HBe HUs2M: HBe s
7/ 7R Y OFRE DR B T A — X b (0108 &) (0110 FRBR)
BERED T B /2R OF A AFIRE TDF #f AFHIRE TDF ¥
P b 7 =) 3 i (90%{ZHEIX ) ° S 94.0 92.9 63.9 66.8
CRUE S I vo | % o AUC o (268/285) | (130/140) | (371/581) | (195/292)
(mg) 5 TERIE [95%15HEX /] * 1.8[-3.6, 7.2] 3.6[-9.8.2.6]
(mg) BT a7 K| B CRIGHB]) 94.3 93.6 68.1 71.0
S ‘ ‘ o1 02 T2 2 R A 4 b (216/229) | (102/109) | (301/442) | (157/221)
ey | VYRR (0.97, 1.05)| (0.97, 1.06)|(0.98, 1.07 A (BEIRSGY) | 952 95.8 52.1 58.1
AT 90 25 096 03 (40/42) | (2324) | (49/94) (25/43)
- VHRATEMLB L 4] o o7l o o NC EEIN 952 100 62.9 31.8
e 400 a (0.89, 1.04)| (1.01, 1.09) (20121 (6/6) (22/35) (9/11)
GS-331007| | g1 1.08 1.08 1.10 SHELA 93.9 92.5 63.9 66.2
N (1.05, 1.11)[ (1.06, 1.10) (1.07, 1.12 (248/264) | (124/134) | (349/546) | (186/281)
25 B (%)
1H1 1.02 1.12 NC a. =254 W50 HBY DNA B ORI T F 0 7 IRIE DA M2 TG & L1z
swvs| mnmps ’s (0.92,1.13)| (1.03, 1.22) b BECAAL LY VRO 702 % 12 BB R L RRo AR (272 L, BEC
e — TR TDF 1% TAF & ] L TR AR 50 5 BRab)
0.99 1.08 RO LA TR & 21725 HEHT (Missing = failure analysis)
1H 1 NC
BRPS (0.89, 1.11)| (1.04, 1.14) .
= 4 . a
AT o - o £6 TOMDOBFME/ISA—4 (48:885)
A bnr kb : : : HBe HUliipadt HBe Bttt
1.07,1.26)| (1.07, 1.17)|(1.08, 1.24 - .
v 0.180/0.215 (1,07, 1.26)| (1.07, 1.17)|(1.08, (108 #Bx) (110 3B
T 10.250 25 1.10 1.09 L1 AHIBE | TDFEE | AHBW | TDFH
1% LR TE/S A Ve 291,02, 1.18)| (1.01, 1.18) (103, 1.20 @856 | (406l [ 816D | (29260
Py TF=LxT AN f ALT
TF=| 5o ) 83% 75% 72% 67%
cars| 7 33‘25 v 122 L11 1.02 ALT B (s tpaepng) b ’ ’ ’ ’
| 02 (1.15,1.29)| (1.07, 1.16) |(0.93, 1.12 ALT E#/t_(AASLD) °© 0% 2% % 36%
— o T E T
AN 50 vam| o] 14 1.09 NC HBe HUEES: /2 oo 8— N/A NA | 14%710% | 12%/8%
DN HLEHE 5 . (0.94, 1.38)| (0.90, 1.32) gl
ypr—— T i
THRAT 123 137 NC HBs IR = 0/0 0/0 | %% | <1%/0
e 400 o | 23 (L7 14D (124, 1.52) Yayv
GS-331007] 1 H 1[E 129 1.48 1.58 NA= B57% L -
¢ LHLE (1.25,1.33)| (1.43, 1.53)|(1.52, 1.65 a. KRWOBEITIRBEARRI) & 2727 (Missing = failure analysis)
- £ . > > b, AREEHTIEAN— AT A 0 ALT 43 ol i o0 JEHEREPE LR (ULN) %82 CTuve
Velpatasvir| 100 s 1.30 1.50 1.60 BEOHKEHRRL LT
" 1A1 (1.17, 1.45)] (1.35, 1.66) [(1.44, 1.78 ¢ KRB~ AT A 20 ALT fliA American Association for the Study of Liver Diseases
NC = Gt (AASLD) @ ULN (B#>30U/L, LHE>19U/L) 2 B2 TWBEOH LS E Lz

WO E RS b RS 2R L LTER L

. FERIOEDDRVIRY | WIS 70%~143%% 8 LOWH & L
VARATELOMEREER 7 LAy R

. F/R/TAF % filv Tkl 2 920 L 7=

{RFEM7 CYP3A4 DIETT

. FITAF & Tl e S0 L 7=

. E/C/F/TAF % Tkl 2 580 L 7=

. ENAETR

4. DERICHTIER GEADT—4)2
fEFEGER 48 Fl 2 xtg & L COLERICRT o E s
A L7- & &, AKI 25 mg KOS E GERPED S
D 125 mg) DT /RN 777 =F 3 NiE QT/QTe
MIbgIc By 5 23, PRBRZER SEhehoT,

[ERERRL#E] 242
BAMBMERFZR B (FHVEH) B ICRB 2 AFOF M &
WL ERFT DL EBME LT, T/HEL VY
7%V T < ViR (300mg 1H 1R S) ZRRE Lz
GS-US-320-0108 (10875R, ARG K OBEIRH OHBefLR
ik AR, 42501 < B ARNBE27H>) KO
GS-US-320-0110 (1103858, RIAH K OREIR#E OHBefLR
Wtk R k14, 864 < H AR NBE46H1>) O >0 T v
A MMEZEE R TRER L RGBR & i L 7oA R A LU T
2R,
WIFNOREBRIZBW TS, 7 /FEL VY ek
~ VIEYE (300mg 1 B 1[EIF5) 12t 2L N RENT-
(FELPE~—T U 10%) , 2B, TOMDEMENSRT A —
2 (481HIF) ZFK6ITRT,

S Mo a0 ow

d. AEEHTIEN—A T A O HBe HURES 2> HBe HURERME ST R O (BF DI 2%k G &

L7
[3E533E]
1. #m&g 26-37

T /RN TIT7=2F NEIT/HREN 2-F4F
VTF )Y BT I ) ERARS T T —
FCEMLIET e KT v ThD, T/RENL T
7 = 2 NiE 2B L OFBGAA N T v AR—%
—T& HO0ATPIB1 L V'OATPIB3IZ L 0 R TFHIIE
ICHYIAEND, T /AN 77723 RiL, ¥
AP CIZ IV RF I LT AT T —P T &
D, PBMCRZ OMOHIVIERMIEAN TIXEICH T 7
VAT X BIKGREZT D, MIBNOT ) RE L
Y VBBt s TR TH BT S REL Y
VLD, T ARENY UERIT. HBVOWiERE
BRI KV U AV ADNABI~EEU VA E L, HBVD
BRIAZTAE L, 7 A /L ADNASOME 132135,
7 ) AR EJVIZHBV R CHIV (HIV-1 K% HIV-2) (28
BENERT 5,7 /R EL Y UEEDOI har Y
TDNARY AT —Ey ZETIFHIHODNARY 2 F
— BRI A HEEMRIIIEFICH I b2 R T
DNAT v & A % & EE Din viroi A BREAE Tlx, 2
hay U TIZxH3 2 mIEER O LT,

2. UM ARER B
Yz ) B A FA~HOHBVEGER ST HEKICTT 5T
HREN 77728 I ROFLU A NVATEMZ, HepG2
MRERNCHEM L=, 7 /KL 77721 R
DITHERRIZKRT T 25 50% 0 R (ECsoff) 1334.7~
134.4nmol/LOFEFA TH V| AR T OFHECsfil
86.6nmol/LTd - 7=, HepG2HIaIZ 33 % 50% M
PEJEEE (CCsofii) 1%44400nmol/LEE T - 7=, Invitro
FHEAERARBRICBW T, 7/ AR BV SR R G
EIEFTHATTHRENL, TARNY VHEY, T




1.8 WACE (%)
NLY T 1 HE 25mg

THEIN, T TV K Utelbivudine (HNAKKFR) [B%]
EOPFRIC LY | EHERE RS o Tz, NALY T 4 BE 25mg : 14 FER
3. RAlite [EEXRRUXRARE]
10835 & 103 TARF A 5 S - RIGE L TR
BEIRFR B OUFA RN CIL 48 E TIC U A LR 1) NG~ T ZABAFHERER (M990205)

M7 LA 7 A/L— (HBV DNAR A —691U/mL AT 2)  FENEEL: RIS B 3 EhRERER (GS-US-320-1228)
Lol 2O RPERFIZESE L T691U/mLEL || 3)  HENEE BREOREICET 23R (GS-US-320-1382)
XIXHBV DNAER 7 4 7l 5 1.0 logio B4 EH0) 4)  FENERE  EERIERSE MRS (GS-US-320-0108,
ICE o2 BE T4 R AR (S B ok U, kR GS-US-320-0110) D RHERASEBYREMEHT
DHBV DNAE369IU/MLLL | Td » 7= BE & 1212, 5)  ARNEEL : IFEEREREE B I d T D S e AR
=R T A R OHE % OHBV A Btk % JHV THBV (GS-US-120-0114) "
DNAO i HERH1 & RAT L7z, BA B 20 % &, 6) %gﬁﬁ;fﬁﬁ%ﬁﬁ%ﬁ%Hé%W@%ﬁﬁ
24617206 CHBV DNADHFEFSI AR E S iz, = L R e 1 31 7 S T e
1B DRk B AAL~ O & BT 57 X/ Bt R
PEBIRH SN2 h T, 8)  ALAEEE : AT U LA RMIE R R BB B RHE
4. ZEMWE SR EEREHT (QPS 2015-1004 TAF ESRD)
BEIZH 6T 2 B R IR SRR E A3 5 9)  FLNER: MAEEARSSICBIY 238 (P0504-00039.1)
MR R Z G e, —EORR BRI XI 57 /7 A E 10) HWNEE : =237 23R (GS-US-120-0109)
LT 5Tx2F I ROFTA N ATE.E . HepG2illia 11)  HPEE : EMRFNEET 555 (AD-120-2004)
ERVCE L7z, 537 DU EER (rnVIT3L + 12) HENEE LS L E ORI (ETRB:
HL1SOM + rtM204V, rtL180M + rtM204V & (% (GS-US-311-1387) B
rtM204V/) A NRIE, T/ REN TTT2F IR 13) PR %%ﬂ"g%f (CYP) I BT Fhd (AD-120-2003)
(23§ L OIS 7 L (T SobRL 4513 5 ECs 14) HPISRH T CHBER (UGT) -7 B3 (AD-120-2000
TEORFAETN 3T 2 EHIBAAEE - 20H5R0) . =2 16; ety L. ;/ 5 A B @%#%;E%‘;;ﬂ%ﬁ%ﬁ e
T 7 EVTIHEZE R (rtL180M + rtM204V + rtT184G, (GS-US-1 0.1 538)
rtL180M + rtM204V + rtS202G )2 O rtL180M + rtM204V 17) HPNEEL B kT v b OISR EER R
+ ITM250V) '7/], VAT, T/ REN TTT7 ) (GS-US-292-1316)
RIS LOsE AR L, 77 R el ERE L 18)  FEPIERE : HIHCVE & OIMAH IR (GS-US-342-1167)
Mt 28 BrtA181T, rtA181V X ILrtN236T D —F& L i 19)  #EWNEEH: HFIHIVER & O3 B /R A5 (GS-US-311-0101)
WTlX, T /7HRENL 7T 7 2F I RITkHd 2R 20) FEPVEEL @ ASLE LREIEEE & o SRR AV AR
ZoRLTZON, rtA181V + rtN236TA S 7 A L A Tl (GS-US-311-1790)
T/REN T T T 2F I NICHT DREZEOK TN 21) HENEEL: LUSRENL S YRR T BV L OIEYH /R
BT (ECsof EDFERIEALMEER - 3.765) . i % (GS-US-366-1689)
LEROEERNEHITIRACH S, 22) T/ AREN 737I?“: %*@%4‘]1%4
23) FENEEL : QT/QTelIfE ~D 2 BE ¥ 2 3k
(RS ICET 2 B{EEHAR] (GS-US-120-0107)
— B T/ REN TT TSI RT~ERE 24y FEPNVEEL : ERSER SRR (GS-US-320-0108)
Tenofovir Alafenamide Fumarate (JAN) 25) FENER  ERRL RS ERAREER (GS-US-320-0110)
L4 - 26) Murakami E et al. Antimicrob Agents Chemother 2015;59
1-Methylethyl N-[(S)-{[(1R)-2-(6-amino-9H-purin-9-yl)- (6):3563-9. o _
1-methylethoxy]methyl} phenoxyphosphinoyl]-L- 27) B}rkus G et al. Antimicrob Agents Chemother 2007;51 (2):543-50.
alaninate hemifumarate 28) B}rkus G et al. Mol Pharma'co2008;74 (1'):92-100. ) .
SFR : (CouHasNeOsP), + C4HLO, 29) Elsen.berg EJ <.3t al. Nucleosides Nucleotides Nucleic Acids
2001;20 (4-7):1091-8.
SF & : 1069.00 30) Robbins BL et al. Pharmacotherapy 2003;23 (6):695-701.
BERX 31) Delaney WE et al. Antimicrob Agents Chemother 2006;50
7):2471-7.
NH 32) Eilzerrington IM et al. Antivir Chem Chemother 1995;6 (4):217-21.
? 0 CH, 33) HAEE: B FRO JUANCKI BRI &
A %ﬁxgw)mH ) ﬂﬁiiamm& B A 9 TGRS B %
I\\N N o— o . H . HOZC/\/COZH 34) Kramata P et al. Collection Symposium Series (Holy A and Tocik
\—4 cH, Z, eds), Institute of Organic Chemistry and Biochemistry,
(':Hl;l @ Academy of Sciences of Czech Republic, Prague, Czech Republic
1996;1:188-91.
2 35) AR I b= N U TSR B ER o #EH(PC-120-2006)
36) FENER: R by KU TSR S ERH ofET (P1278-00042)
Ok G~ R AT~ < T AT SR EOB R 37) AENEER: I b3 v R Y TSRS S ERORKE (TX-104-2001)

FENEE  PTHBVIETEICBE 3 238k (PC-320-2003)

; CRAB ) MCEFRT L, = =L (995) 2R 38) |
AR @%H%¢<%*Xg;fmﬂ/ﬁwmg@%ﬁm 39) HNER : B ORBER IR T RERILER & OO X B

v N HBVIEMIZ BT %508k (PC-174-2006)
ij;?ﬁ%;;iﬁif?th/“g”“<<\ 40) HENEERL - BHERILCBIT B (PC-320-2009)
. %1’3200/ SRR T ITIE S L 41) HENEE . BARATOMMEIEBICIET 5 B3 (PC-320-2010)
W - 42) FENEEL  ZREEC BT DA (PC-320-2007)
SR log P=1.6 (1-474/)-V/ pH TD U > ERHEFEETIT) ) - "



1.8 WACE (%)
NLY T 1 HE 25mg

SCHREE R G - ZAFRERT 1 9:00 ~ 17:30 (- H - #LH R O AEAH 2B&<)
FEXICEEHOENEEHZSEE LT FRRICITHEKRT

AN BEERFET

FUT R A= v IS FYTPEF LI XHB%KEH

AF 4 ANYHR— B & — T100-6616 HEBFHRERANOA—THIE2E
T100-6616 H AU FARHREILON—T BIE2 5 JSroboxagYuRa)—

T NUXa vt AR T —

7Y —XA T 0120-506-295 ® : ApEpgh

FAX 03-5958-2959



1.8 WSfsE ()
RV T 1 5E 25 mg

1.8.2 3hEE - HIRRURE - AEDKERML
1.8.2.1 ZhE - MR R UERERML

1.8.2.1.1 Shie - R

B BUF & A )V A DEEFE & FEOITRERE D B A3 hERE S 7z B BUB VTR BICEKIT 5 B
BURF28 ™7 A L A O HEFE D]

1.8.2.1.2 FEE - IR DEZEIRAM

AHNIOZNRE « hHRIT, B RUBMEITRALERFZ 2 k5 & L7z 2 DD 3 Bk (GS-US-320-0108
O GS-US-320-0110) TOHEMEKR L EMEORERITEEDEFE L7z, GS-US-320-0108 35 TIL,
BAIFR 7 A LA e (HBe) HiFENED B RUBMEFFRYIBRE 2R E LT, T /HENL TT7x
F I K (TAF) 25mgl H 1 [ &7 /REL YT afxi 7~ /LE (TDF) 300mg 1 H 1A
D 48 TR HAZ OV T L7z, GS-US-320-0110 #ABR Tix. HBe HURGED B HUEVEF 2 475k
HaEAGE LT, TAF25mg 1 A 1 [ & TDF 300 mg 1 B 1 [8]0> 48 JE #5122\ Chhilig L=, il
93 ARRBR L B I EEIMIEE  (Week 48 B 28 1T 5 L4+ HBV DNA < 29 TU/mL DO #5R#E D
FE) ZER L, AAEGRHGEORLEL o TV D,

LI, TNOFHEIMRBROT VA L OMEEZ/RT, £ 21203, Z6E 3 HERBROEEE
IVE R V22 R T A — 2 OB & RT,

% 1 TAF ORBHEE RN DERRBR

Treatment Regimen Data CSR and Narrative
Study Study Design (Number of Subjects?®) Presented Locations
Phase 3, randomized,
e(i/(:lll?éllfeliﬁg 2;§;dyafd Week 48 GS-Ug-il;(;-OlOS
Y TAF 25 mg once daily (N = 285) efficacy,
GS-US-320-0108 efficacy of TAF vs . _
. TDF 300 mg once daily (N = 140) PK, and .
TDF in safe Narrative:
HBeAg-negative v m2.7.3, Section 2.1
subjects with CHB
Phase 3, randomized,
double-blind study to CSR:
Week 48
evaluate the safety and TAF 25 mg once daily (N = 581) efficacy, GS-US-320-0110
GS-US-320-0110 efficacy of TAF vs . _
. TDF 300 mg once daily (N =292) PK, and .
TDF in safet Narrative:
HBeAg-positive Y m2.7.3, Section 2.2
subjects with CHB

CHB: chronic hepatitis B, CSR: clinical study report, HBeAg: hepatitis B e antigen, PK: pharmacokinetics, TAF: tenofovir

alafenamide, TDF: tenofovir disoproxil fumalate
a  Subjects included in the Safety Analysis Set (subjects who were randomized and received at least 1 dose of study drug).
Source: GS-US-320-0108 Week 48 CSR, Section 15.1, Table 3 and GS-US-320-0110 Week 48 CSR, Section 15.1, Table 3



1.8 WSfsE ()
RV T 1 5E 25 mg

#* 2 (GS-US-320-0108 B U GS-US-320-0110

B AR VREMR/NT A —2DEN

GS-US-320-0108

GS-US-320-0110

TAF 25 mg TDF 300 mg

TAF 25 mg TDF 300 mg

N[ ne N[ new

N | new N | new

Virologic Suppression at Week 48

HBV DNA < 29 [U/mL 285 | 268(94.0%) | 140 | 130 (929%) | 3581 | 371(63.9%) | 292 [ 195(66.8%)
Difference in Proportion (95% CI)°® 1.8% (—3.6% to 7.2%) —3.6% (—9.8% to 2.6%)
P-Value 0.47 0.25

ALT Normalization at Week 48

Central Laboratory Criteria

236 | 196 (83.1%) | 121 | 91(752%)

537 | 384(71.5%) | 268 | 179 (66.8%)

Difference in Proportion (95% CI)°

8.0% (~1.3% to 17.2%)

4.6% (~2.3% to 11.4%)

P-Value®

0.076

0.18

AASLD Criteria®

276 | 13749.6%) | 138 | 44 (31.9%)

572 | 257449%) | 290 | 105 (36.2%)

Difference in Proportion (95% CI)°

17.9% (8.0% to 27.7%)

8.7% (1.8% to 15.6%)

P-Value® <0.001 0.014
Serology at Week 48
HBsAg Loss 281 0 138 576 4(0.7%) 288 1 (0.3%)
HBsAg Seroconversion 281 0 138 576 3 (0.5%) 288 0
HBeAg Loss NA NA NA NA 565 | 78 (13.8%) | 285 | 34(11.9%)
HBeAg Seroconversion NA NA NA NA 565 58 (10.3%) 285 23 (8.1%)
GS-US-320-0108 and GS-US-320-0110
N | TAF2smg [ N [  TDF300mg | P-value
Bone Safety Parameters at Week 48
Mean (SD) Percentage Change in Hip BMD* 807 —0.163 (2.2437) 404 —1.860 (2.4525) <0.001¢
Subjects with > 3% Decrease in Hip BMD, n (%) 807 68 (8.4%) 404 108 (26.7%) <0.001F
Subjects with > 3% Increase in Hip BMD, n (%) 807 55 (6.8%) 404 8 (2.0%) <0.001°
Mean (SD) Percentage Change in Spine BMD* 814 —0.570 (2.9147) 407 —2.366 (3.2051) <0.001°¢
Subjects with > 3% Decrease in Spine BMD, n (%) 814 159 (19.5%) 407 155 (38.1%) <0.001°
Subjects with > 3% Increase in Spine BMD, n (%) 814 89 (10.9%) 407 11 (2.7%) <0.001"
Renal Safety Parameters at Week 48
Mean (SD) Change in Serum Creatinine (mg/dL)* 828 0.010 (0.1140) 418 0.024 (0.0974) 0.012¢
Median (Q1, Q3) Change in eGFR¢g (mL/min) 827 -1.2(-8.4,7.5) 417 -5.4(-12.0,3.0) <0.001"

AASLD = American Association for the Study of Liver Diseases; BMD: bone mineral density, CI: confidence interval, DNA:

deoxyribonucleic acid, HBeAg: hepatitis B e antigen, HBV: hepatitis B virus, NA = not applicable, SD: standard deviation, TAF:

tenofovir alafenamide, TDF: tenofovir disoproxil fumalate

a  After the noninferiority of the primary efficacy endpoint was established, multiplicity adjustments were performed for the
following key secondary safety endpoints with a fallback procedure in the sequential order and using the weights with
prespecified 2-sided alpha levels: hip BMD (weight = 0.4, alpha = 0.02); spine BMD (weight = 0.2, alpha = 0.01); serum
creatinine (weight = 0.4, alpha = 0.02); and treatment-emergent proteinuria (weight = 0, alpha = 0; not shown).

b  Difference in the proportion between treatment groups and its 95% CI were calculated based on the Mantel-Haenszel
proportions adjusted by baseline HBV DNA categories and OAV treatment status strata.

¢ P-value was calculated from the Cochran-Mantel-Haenszel test stratified by baseline HBV DNA categories and OAV treatment

status strata.

0@ = o o

covariate.

AASLD criteria are < 30 U/L for males and < 19 U/L for females {37770}.
P-value was calculated from the ANOVA model including treatment as a fixed effect.

P-values were calculated from the Cochran-Mantel-Haenszel test for ordinal data (row mean scores differ statistic was used).
P-value was calculated from the ANCOVA model including treatment as a fixed effect and baseline serum creatinine as a

h  P-value was calculated from the 2-sided Wilcoxon rank sum test to compare the 2 treatment groups.

All changes were change from baseline at Week 48.

Source: TAF Week 48 ISE, Table 1; TAF Week 48 ISS, Tables 23.1.2,23.2.2, 25.1, 25.2, 31.2, and 32.1 and Request 7633
Tables 2.1 and 2.2; GS-US-320-0108 Week 48 CSR, Section 15.1, Tables 19.1, 20.1, 23.1.1 and 23.2.1; GS-US-320-0110
Week 48 CSR, Section 15.1, Tables 19.1, 20.1, 23.1.1 and 23.2.1



1.8 WACE (%)
ANLY T $E 25 mg

XU T Rl TAF O EWNBIRE & JAHT 5 720 (RIETETIEZ % & e R IA R & OBEIRE O B BlE
PERFRYLERE & KU TAF OFLY A WV AFIMER VLML T 5 X 9 7% A1 > &iiz TAF

D% 3 fHFER GS-US-320-0108 K U8 GS-US-320-0110 {1 H AN S & #BRE 2 fLA AdLT=,
GS-US-320-0108 582 TiX, 17 » [E 105 fiigk THERFE OBEToi, ARBRICT 7 ML EIE
BREEAEE G- SN 25610 5 B 178 B (41.9%) NEFW, BAR, BEKOREEZSLHRT U7 1D
DA gE T > 7= (TAF Bf 114 §i % O TDF #f 64 #) . END 61311 figx L 0 27 61 (6. 4%) DN
NHMTHOiT- (TAF Bf 21 i & OV TDF & 6 ), GS-US-320-0110 B& Tix, 19 » [H 161 figk THE
BB OB TOIL, RRBRIZ T o F MMESHVRBRIED IG5 ST 873 Bl 5 5 432 5] (49.5%)
N ERRICY ARV EINZ T T T 036 OXE% T - 7= (TAF £f 287 451} O TDF £ 145 1),
END ST 46 1] (5.3%) OFLAIRTTOITZ (TAF Bf 35 il ) O TDF B 11 f5l), L7223-> T, K
FOENKGEHGEOELTT & LT, TAF OF 3 FHERBRIZET 73 BlogBRE N AAANERE LTEE
NTHEY, LMK L T56%IMHYT 5,

Aot

TR OFE S, HBe FURFEME & O HBe HUR B D B BUS M AT AR 126 5 48
MO $EH-T TAF @ TDF IZx3 2 BN EN T, WRe i, AR O (TAF # — TDF
BE) O 95%E X O FIRIZFERNIBLUE L72-10%D~— % LRIV | TAF BflE TDF BEIC
%9 D IELVED FEFHMTEH & 2R L 72, Week 48 Ff 25 C HBV DNA £78 29 TU/mL il & 25k L
TeBRE OFEIGIILLTDO LB ThoT,

e GS-US-320-0108 3ABR : TAF #¥ 94.0%. TDF £f 92.9%, BEfZE (BRIFHIEEA) : 1.8%. 95%

EHEIXE 0 —3.6%~7.2%
e GS-US-320-0110 3RBR : TAF #¥ 63.9%. TDF &f 66.8%. FEfIZE (ERIFHEEE &) © —3.6%. 95%
{EHEX T —9.8%~2.6%
TI=r T I UAT7 2T —8 (ALT) E#EL [RX—AT A O ALT flIFIEHEFFH LR
(ULN) ., Week 48 TIXIEFHFHAN] %k L-rE OFIE& 1T, IRk ia &% O American
Association for the Study of Liver Diseases (AASLD) DWW I LD HAETHEM L7252, TAF B
DFFHTDF FEL Y &1 <. AASLD TRl L 72 5 & I 3Ma PRI A B R Z RO b7,

GS-US-320-0108 FRER Tix, WO GEECI N TH, Week 48 F TIZ HBs HLIHA X 1T =
LR g VZE S RBRE IR e o T2, GS-US-320-0110 785k Tlk, Week 48 5 T HBs #1i
JF# L < 1Z HBe HURHAEITE 0 2 0= 3 VB - 2 iiBE OEISIC, TAF #E& TDF BET
BRI IR0 T2,

Week 48 Rf T, TAF BEX& O TDF £ & $1Z, FibroTest A A7 BA_N—Z2 T A )b OT MR
L., IE TR TAF O SN TDF LV L K&E o T2,



1.8 WACE (%)
ANLY T $E 25 mg

MEER & BT, Week 48 £ TO T A VAT LA 7 ZA)—3RT, TAF BEL OV TDF B & H 124K
<. MBECREE TH 7=, TAF BEXIT TDF BEOWFHIZB W T, MEHBIEERD S o
77

iV HBV DNA | 2235 EAT L 72 3~ T O8] (i, PRI, Aff, X—ZF 1 > HBV DNA
B, ANAEOA R, Huk, RBEEOIRIGESFRML, HBV Y= ) XA 7 X=X T A ALT fEi )
OX—RA 7 A » FibroTest A 2 7IZH-S<) TR I A, ML CHREFFIICA EREITRD b
TRino T,

WTNOREBRTH, X—RZ7 A > HBV DNA &&EE (GS-US-320-0108 75k TI 7 logio IU/mL
Lk, GS-US-320-0110 75 TI 8 logio IU/ML LL k) O#ERE Tlk, Week 48 I C HBV DNA &
75 29 TU/mL A0l 22 32 U T BRE OFIG 1L, FEHFRICHE TIER 272 b DD, TAF FED T A
TDF #f L0 SEUEAIAR D o 7o, IBIEHT OFER, ~—ZF A L D HBV DNA &= EOHERE T
F B ALIZ TAF #E L& TDF FEOM TO U A )L AW DO ZETIT, AW HIRIL im\ EWRIBE N
72 Week 48 DT — X% J1 v M4 7 H E TG HAL TV Week 56 FED HBV DNA D7 — % )25
b, PERE TO T A L AH O R Tk L TR S, HBV DNA 223 29 TU/mL A & #Ak L
7B E OB TR G CHEEL L T (85 2.7.3.5 1), Markov 2-state &7 /L K B 1B INERAT

TiE, WTNOEGRIZIHBW TS Week 48 LURE S 7 A /L 2 23Rk 32 2 & RS ivTe,

LEZER3 2L, WTINORBRIZIWN TS, TAF BE L TDF BECRFRE D ¥ A /L Z i 3

(Week 48 i /7 C HBV DNA 7% 29 IU/mL Aifs) 2378 S iz, ALT IEFALRIL, Wi e Hi2
TAF BEDO 3 TDF BEL D b <. AASLD OREETIIHERAENA DI,

ZapE

TAF O 3 87 v 77 L (GS-US-320-0108 K Y GS-US-320-0110 #fR) (23T, TAF &} TDF
& BICRIGRBAEM AT L, Grade3 XX 4 OFERG, EEMAFFLUIAFEFRICLDIA
BRI D P G- IR 2RO TR OEIE TR o 7o, A EFGOFEL K ORI LWL TRl L
THE Y., Grade 3 X% 4 OEFRMRAN R OFBLR G WEEH CRIRE ChH -7,

TAF @ TDF (233 D IELMEDR L SAT2 Z & D Week 48 REED 4 DD F 370 22 MR I
HIZx L, SFHIZED = WA EKUEIZ LD fallback %2 W T, BRICZEMOREEZIT-
Too PHEE LA EKRMEICE S X Week 48 R TlL 4 DOREMFHMEEE D 5 H 3 5T, TAF ®
TDF (ZEEE U CTAFE LV, FRFEIICE B RZEZNBO LI, B OFEE (BMD) OX—AF A
VInB O (SD) LR IT TAF #£-0.163 (2.2437). TDF £f—1.860 (2.4525) (p<0.001) ; FHE
BMD Tid TAF #£-0.570 (2.9147), TDF #£-2.366 (3.2051) (p<0.001) ; X OMiEZ LT F=> D
NR—=2 T A 5O (SD) 2k &% TAF #f 0.010 (0.1140) mg/dL, TDF # 0.024 (0.0974) mg/dL

(p=0.012) Th-olz, RERIEHE T CTOEBERPREEL L - EBRE IS\ Tik, TAF # & TDF #
ICHREHRICAE B R TR b/ hoTz (p=0.26),
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1.8 WfE (%)
RAY T 1 §E 25 mg

BMD OfERIX, B~ —F— [rad—~ 2 1 BN EKGETa~X7F R (PINP), BHT L
HVKRAT 78— (bsAP) LA AT AL (0C)] WNTERIN~—Hh— 12T —7
VHREC T a7 T R(CTX) JOZEL T . TAFRED TN TDFREL W A EIT/N S0 572 (p<0.001)
ZEmbBEMIT O,

Mg 27 V7 F = Ok Ri%. TAF £ TO Cockeroft-Gault 212 & 5 HEF RERIA B (eGFRc)
BEOR—=ZF A LR TEOTIAE (Ql. Q3) N TDF LY b AEIT/NE o722 & [TAF
BE-1.2 (8.4, 7.5) mL/%y. TDF #£-5.4 (-12.0, 3.0) mL/%3. p <0.001] K OVEM R g 4k F
Woe s L7 F =0T L DHERRERIKAIEZE (eGFReKD-EPI creatinine) DR 6 b HEAFIT Bz,
RRPINZT 4 v T AT 4 VRETERARNIDR LS 1 BRL&E SN T-HBRE OFIG I, MRERH
THRIRECTH T, EARDOERMN~—I—ThIIRPEH, 7 LT F = (UPCR) DR—2R
T A D Week 48 £ TOEALEOHRAEIZ, TAF BE L TDF BEOR TH E 72 2058 LT 43,
H O —HOEARDEEN~Y—I—TChHDRNWTNT IV /7 LT F=rH (UACR) 1D\ T
X, RXR=Z T A DD Week 48 £ TOZALRO P RAEIZWHEM CTHERZITRO b iRno Tz,
LIRS E DO~ — T —TChH DR LT/ —VEEGERE (RBP) /7 LT F=V KD
JRFB2I7asaTd )y /I VT F2 D= T A b DOELRO P RAEIC, TAF BE L
TDF BED R CREGHFMICAE R ZN A BIL (p<0.001), TAF BTS00 F L. TDF B Crxsm
Lize ZNHDOTF—2IE, TAF OIARME ~— 0 —1Zx 3 55 80X TDF L0 H/h S W2 & &R
Mg AIHEMER B D

LB RAMEIED A EEG (77 v a=—EERE%E) 288 LIHRE IR0 bk o7,
e L B OV PRI DI IE 2 479~ % TAF BEOD 1 45 C Grade 2 DA FEHFG & L CRHERERRE K OWEIR
JEMRFEBLL . IR R A &G~ L E SN2, WO HG S IR Y EAIC X 0 IR5RIE & B
HR L EHMr STz, TAF BEO 1 T, BBIBRE T CORERERAEEL L L CTREBE R
BHLED, 2T HINL A v 70 FERRRB L 5E TOSIEIC X A EBRIEO RGP R G
2 HEDHERTH T,

TAF OGN, BEEVREAE (LDL) 2 LATa— A kORI 7 U E U RigR—2 7
ADHERREIML, avATa— AV KWNELREVAREAE (HDL) 2L A7Tr—/LIETFL
77 —J7. TDF BETIX, ZEEFFO L AT a— L, LDL 2L AT a— L E O R 7 U & U FiE~
—ATA UPBIETF LIz, £7-. TDF BTl Week 48 Ff 25 C HDL =2 L 27 12— )LD F 23538
b, oL AFn—)L, EFELDL=aLA7n0—)L HDL2 L AT a—/LEKWRKY 7 U &Y
RDON—=2T A )6 Week 48 £ TOEALRO T RAEIZEAT 2 2 FEF TOEIL, BEHFIICAE
Tdh-o7= (p<0.001), ZEJEHEOKR T L 25 1 —/L  HDL DR — 2 F A 2 b DZE{V & i
X, TAF A ONTDF #£ & $120.2 Tho72 (p=0.16), TDF OFE-TiX, LofiL ha v A LR
(ARV) FEL T, ZEHEH LDL 2 L A7 1 —/LOIKfE. ZEE”REHDL 2 L 257 2 —/L D5
ERHLNDLZENRESNTEY, 2O DOEH L TFV OMBERRE & OIZiX, @F .,
DA HILD {16173}, {27870}, TAF O 5 TIXImAEH TRV BEMNMERWZ & & —F LT, TAF#ET
1% Week 48 F TOZEEGRFARE IR X2 E LT 223, TDF OG5 Tk &= L 91z,
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1.8 WSfsE ()
RV T 1 5E 25 mg

TFV OERIZ L W IRE L~V DK T3 541, TDF B CIXZEERFDOIFE /N T A — [ I_X—RA T A
YINBE LTs, &fRE LT, TAFBECA LR L A7 r—/L LDL 2L A7 2—/ L HDL
AL AT =LK NY 7YY FOZEITERMICER L xS nhroTz,

UEZERT D& TAF OLEMET' 7 7 7 A /VIE TDF IZHA_THE ST Y, TAF O 48
MG L 58 M OB ORRBREMEIZRT 2045252803, TDF O 5 & ik LT L <R L
TV,

i

TAF OBIFIC L0, BAUBMEAFRBICHT 5 L0 24e T, fliffile, AEomukobiy A L
ARG T2 S, BEFOHESEFIE L IR L T, 7 I 7V L AIREEE AT 5 BE 250,
LV ER VBB LMK T 2 B GENAREL 72D, 72, TAFIZ L 2B K OBBEEOEK XZ
A =T DEEBIAEICDRNT EPNREN TS, HEEHEIZ TAF2Smg @ 1 A 1 [[#5
LT 5, BT - B%EMDTRGARET, B UIFFERERE B 1T 2 H BT O L EEIE R
VN, TAF OBRFEIC LV | BRUBMITREIS T 2RI EERESZZRT 52 L LD,

2% ik

37770 Terrault NA, Bzowej NH, Chang KM, Hwang JP, Jonas MM, Murad MH. AASLD
guidelines for treatment of chronic hepatitis B. Hepatology 2015. (55 5.4.83 JH)

16173 Tungsiripata M, Kitchb D, Glesbyc MJ, Guptad SK, Mellorse JW, Moranf L, et al. A pilot
study to determine the impact on dyslipidemia of adding tenofovir to stable background
antiretroviral therapy: A CTG5206. AIDS 2010;24 (1):1781-4. (38 5.4.84 JH)

27870 Behrens G, Maserati R, Rieger A, Domingo P, Abel F, Wang H, et al. Switching to

tenofovir/emtricitabine from abacavir/lamivudine in HIV-infected adults with raised

cholesterol: effect on lipid profiles. Antivir Ther 2012;17 (6):1011-20. (5 5.4.5 JH)
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1.8 IAE (R)
N5 YT o BE 25 mg

1.8.2.2 2ee - RICEET S EALOEERURERL

1.8.2.2.1 MEe - MRICEHEST SERLDEE

(%heE - HRICEET HHEALDIE)
AN G-BIAEIC B, HBV-DNA EEIZE D . YA NV ADRIEZ MR T 52 L,

18222 e - DRICHAET H2EALOFEDRTEREM

AFNZ AL D AN ABYE HBV U ORMER 21T 5 BN 5 2§ & EEME T 5 72 DICRE LTz,
AFNO B EUBVERT IR & %15 & LTz 2 D OH; 3 FHikR (GS-US-320-0108 & UF GS-US-320-0110)
T, A2 Y —=1 7K@ HBV DNA 7% 2 X 10* IU/mL LA_E > HBe HUFIGME X IEEPED B Tl
MRz AT DA DRI SN TN D,

13



1.8 WACE (%)
ANLY T $E 25 mg

1.8.2.3 % - AERURERR

1.8.2.3.1 Ri% - A&

WHE. RAIET /AL 79727 I RELTIHE2Smg & 1 H 1 EREO#ST5,

1.8.2.3.2 A% - AEDXRTERR

T /AHREN TZ7 725 I K (TAF) 25 mg O EIZOWTIL, HBV DNA K F &, TFV 2HiE
RN ORZENET 07 7 A )IHSE | 2 SOF 3 SRR CHERT 2 HE L L TGRIRSH
7=, 5 1b fHERER GS-US-320-0101 TiX, B BUBMEAT/RHEERE ICXF L TAF 8, 25, 40 I 120 mg %
28 Hfi#5- L7 & &, HBVDNA K FEIFZFEIRTH Y . HEIRIFER RN EDNRB Iz, F
7o, ZTiUD TAF &2 X 5 HBV DNA X Fiid, B BUEMEAFRIZx9 5 TDF OA&AZRHETH
TDF 300 mg FH &2 & % HBV DNA K T & & [FIF2E Td - 72, TAF 25 mg #£ D TFV O L Wi 51T
TDF 300 mg #f & thifg U TR < (K9 92% DK T) . GS-US-120-0104 5X%5% T TAF 25 mg 23 & G- = zm‘:
HIV &G COT— 4 & —FH L Tz,

F7-. BARUBMEAT R OF 3 MR CO & TAF 25 mg 1%, JGRZIE L L CEMTH D TAF A&
(E/C/F/TAF BEASED—Rksr & LT 10 mg) (2 L 0 30 S 7= 55 2 FHEER GS-US-292-0102 (28317
5 ARIBED HIV R G CBIE SN TAF OZe 7T a7 7 A L b EEB L TRIRES
{30895},

TAF O A IREE & & A 20 & Oy ENRE 3 FMHE S . 55 3 #H GS-US-320-0108 5k J Y
GS-US-320-0110 R DT — & Z W TRt & iz, EEARZ &L LT, Wik T A v 2 il

(HBV DNA # 29 IU/mL Kjiij) 1% TAF OMEEEER O A Mo T RRECTH Y | i E & JLERE
RIC—EDMEMPITA B o7 (85 2.7.2.3.3.1 H)

=P U

30895 Sax PE, Zolopa A, Brar I, Elion R, Ortiz R, Post F, et al. Tenofovir Alafenamide Vs.
Tenofovir Disoproxil Fumarate in Single Tablet Regimens for Initial HIV-1 Therapy: A
Randomized Phase 2 Study. J Acquir Immune Defic Syndr 2014;67 (1):52-8. (55 5.4.76 JH)
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1.8 WRfAFCE ()
RV T 1 5E 25 mg

1.8.2.4 % - REICEEY 2 A LOEERURERL

1.8.2.4.1 A% - AECEEY SEALDEE

1.

(R - AEICEAET 2HEALDOEE)

AANE, BeHHIEC X0 IFEROB I ROEEAR T Z 01 H D, ANEE
BIFICHA L, BEPACOHWCEGEZPIELanE S o HoiEEd 22 L ([&5]
DHEZM)

ARANOLGBAAAREH, £ 5, O3, fthodt Y A v AFNTKET 2 it 23 5 H v iz
FHADEREIZHONTIE, ERNADOTA RTA LV %EE2BEBITTHI L,

KENDOEIR D THDT /REN TIT77=2FI KoM, 7 /KL VY Faxi iz
~ AR A S REA L LN &,

B GBARFIC, 7 LT F = 2 U T T AR ISmUS U ETHD Z LR T2 2 L,
Fo, AFEEHR, 7V TF =2 7 U T T AN IS mLy R T LEESAE, &
Hohiba#EBET 252 & (THEERERMER] KO [$EpEiE] oESH),

1.824.2 i - A=ICEAEYT 5EALOEEDR TR

1.

TAF % &1 BRFRIGEOBEMDO U A7 L LT, #52F1E L7=HEIC BRFAOEED
B EBLT 2 ATHEM N 5, TAF OERRBICB TS T @G & LT, HEE
755 3 AHEGEPE AR (GS-US-320-0110) O 48 ##EE S DTV T, HG-HPIE#% O ALT 7 L
TGRS TWD, LA > T, TDF O SCE L FEE, BEDSAHOMEH & ik
LBWESITHERTOMERH DL Z ENORE LT,

TDF DA CE &Rk, AN K DIBRICER L TR, s OENINOTA BT A L EDOH
WEBBIZTRETHDLZ ENLHRE LR,
T)RELVEERTHRAEOHHICLY T VA LVOBRERG LR IBZEARHDH L
D6 YEZEAE OPF A RET D72 DICERE LT,

AFN D 3 AR KGR (GS-US-320-0108 78R & T GS-US-320-0110 #H#k) T, Cockeroft-Gault
KU L BHEFL R ERIA SR (eGFReg) 728 50 mL/4y L BT Bl E N ek S h, ARMENK
OLZEMNHER SN, o, HEBRERERRE (X7 ) —=1 7D eGFRcc * 15
~29mL/5y) OPERE 14 Bl O R BT 2BHEEER (X7 U —=1 7D eGFRcs
2590 mL/43 BA ) OHEERFE 13 BITAA 25 mg 28¢5 L7255 1 AH3EY EhReaR
(GS-US-120-0108 #&BR) Tix, 7 /AHAENL 77725 I KO AUCint L O Coax 13, B HERE
IERHERE L L CENZEN 19 EL 185, T/ B ELD AUCint KT Crax 1E. T 4L
FRSTER D28 E@mMr-T-3, T/ AREN TI537=F3I RXULT /R ELOIYE)HE
\ZERIRAICEHZE 2 2 TR b hoTe, B, Z VT F = 7 U7 T A0 15mL/5)
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1.8 WACE (%)
ANLY T 1 §E 25 mg

RGOBHERELRE BT D7 /RN 777 =) I ROEYBRBIIMRF ST
W,
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1.8 WSfsE ()
RV T 1 5E 25 mg

1825  FRALOIERUVRERRL
A EoER AR EARAL
[ TAF % &t BRI OBE

BRUIFRICHK T DI & #& T LI BH T, IFROEEOSMIEEN RS
ShTnd,

ZD7d, BRIFRICH T 216K & T 5581013, BERTHRD
< & B HITEE OBRRIEIR & BRRAEEOBRE 2 +21217 5 2
& BEEIZIGE T, BRI T OHRRPLE L 2D 2 L b b D,

MDY A7 L LT, BhEET
1k L= A I BRIF R O BT
DM FEBLT 2 FTHE

WnH5, Li=a-> T, TDF
DOIRFICE L Fkk, TAF &5
BT LEEZ, Pl
HIRESE T %y AL, &
F OEGARRNE K OER A R A

WZOWTHIHERBIZE1TH

VEERE D, RPUIE T T,
B BUF RT3 2 10 & B
THZEHLHYTHD,

[ﬁa

o (ROBHITIRE LRV L)]
(1) AFIOED KR VIRBUEDOBEEREO & 5 BE
Q) ROFERERGHORE: V7780 B304 ¥ VD
(B bhva—rxX-U—hK) SN ((HEEH omESHR)

(1) ARANDpSZ 3 LTk
JEDBEERE D & 5 BE T,
AFOEGIZED, E5ICE
EmBUEk 2 HE T 58

ENDBDH D,

(2) MAFHERE DMK TIZ &

0. TaRBERSENE LR
BRWBENRD D,

1 HERE ROBEIITHEEICRET L)
FEARMEPENFZE B [ RS 22,

AR RBRIZ 5\ T IRAUE M
JIFAE S S8 T O R R 3
< AFIOHIE R OV 4
PEDRSHESL S L TUVZRW,
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1.8 WSfsE ()
RV T 1 5E 25 mg

fEH EOERE

B EARAL

2. HELBANER

(1

2

€)

4

)

AFNZ X 2B B RUBHEATREOIREIL. B EHOHL TR/ TH
b+ e AR BIENMNE T H D | BRI U T b 22 AL A L B 7
720 B RUBVEIFR B ORI+ 70 ik & R A FFoEMD b &
THBTHZ L,

b RMuERE T A VA (HIV) /BEIFFR T A LA (HBV) HHBRK
Y F I, BEAImE HIV AHB T 2 RReEnH 5728, AFID
HOFEGITRET D Z b, Fio, RFNOEE % BRAMET 202 HIV &
ROFMAERTHZ &,

AFNOBEIZBE L TE, 2V T7F =2 - 7 VT 7R RETH7%
E. BHMREEEDREICEE TS L, £0. AAFRG% S EYIRY
RRAEHICL Y BEOREAZEERBE L, BHEREDY 27
EAHTLREFILMBEY CORELERT LI L, BEEEATD
WENE OOFITRET D Z ENEE LV ((Rik - HEICEES DM
A LEorE) . TRIEA] KO [EpEik] omEsR),

B B @ MR BRI 1T B ARKI D 48 MR 512 X0 | IEHE
LTEOBEBEDRTRREDONTND, EREHEEDIKTIL,
ME & B CTRG-BRMATE 24 WFRC T TRE L-, BB ITOBE
DD REITZOMOBMEEEREET 5 BE T, Blgs 50
WATO, B R SN AT ABI OG- % 1k 2 72 L)
TRAEEITHZ L,

KIBRF OB AAIEREPRH N DEZ ENHHDT, BENHED L
NEGEA TR LB EITH) Z L,

(1) B RUEPEFER BT 5
U A NAIKIZ K DIRED
BRIZB R~ & — R
FIHLE LTCHELE,

(2) HIV/HBV E#UG B2
*t L., TAF BNEIMTRE S
DI EDRNE D MR
L7,

(3) EEARRBRICH VT, B
REBHEOHEEFLENRD
hTnwadz &, 7=, TDF i
(AN LRI NS N O
OAFBETH G2 LT F
= ® EH K%K eGFRCG D
K TEmPRDHEND Z &
Mo, 7 /8y FE 300 mg
[ AERE (2)) &
[EIRR DR MR & 5% E L7,
(4) [EBRILIEE 3 tHER
(GS-US-320-0108 78Rk (X
GS-US-320-0110 #&Bxr) D24
MEOEE R CId, AAIBEO B
O T RIL, HET
48 WRFIZIE L 24 B TR X
< (24 A T-0.248%., 4838
KFC-0.163%) . IEHECTOEE
FEDOIEA b= (24 HIFFT
-0.787%. 48 I T-0.570%)
b [FEIREDE ) T - 72,
ARFEDOFEEDSN—RAT
A 2inbOE{LEIL, TDF Bt
LHE LTSN EDOD, K
RIFETHEEE DK T AR
OLNTZZ EMNHRRE LT,
(5) KR O A R (U
RoAaT7 =) X, 7/
¥ v ME 300 mg KO R
A YEAFETHERME X
NTVWBEZENLRE LT,
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1.8 WSfsE ()
RV T 1 5E 25 mg

fEH EOERE

B EARAL

3. FAEAEM

AFNIPHEE R (P-gp) MOFLEMMEER (BCRP) oRETHD ([

WEE] DEZM),
) DR (BFHLZRNZ &)

SHN4 5% B RAEIK - HE BT IR

BERF - fapRIA

Yo7y rvyvy |T/REN TTT72F
(V77Y0) RO MgEHRREMET L,
w4 amF XY | BAOHREIWTT 5
vy (Br ke | ERDRDD,
g—2RXTU— )
oA fidn

72 P-gp OFFEMEMIC &
D, FIRENL TFTT7=F
I ROMAERREAE TS
LBENRH D,

) PEAEE (DFRICEETHZ L)

il

Vol 20 S el
Tz ) LS —
L

== N

AHNORAWEZT DI
TN %,

4% B PRAER - HE 715 BT - fEbRIA 1
Uo7y 7F T )REN TTT7 xS 3 | Pgp OFEEMICLY . T/
FOIMmERRENMET L, | AL 75 7=2F 3 Rofm

RATZ 2=V

FPREMET T 2%
Wb,

TAF 1% P-gp X U BCRP D%
BThorBEEEEMRE L,
F 7=, AA% P-gp XL BCRP
DOFGHNEPFR LTz & x|
TAF O MEHIREME T2
T LN T, FERRRFBR AL
W S EER A R L
BRI SEER AR A Lo D &
E LT,
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1.8 WSfsE ()
RV T 1 5E 25 mg

A LOEE B EARAL
4. BIfEM [EIBRILR 5 3 FRAAER

OO ERRILFEFEINHERIC I T 5480 £ TORE TlL, AF 2 &5
SN BEUEMEFER BR800 (A AN #&Te) #1236 (14.2%)
ICESR AR 2 S ORWERANEO bz, EREIERIR, BT
Bl (2.0%) . Fe97 KR OEERA 1261 (1.4%) . MEEEmoB] (1.0%) %Th
ST, KRR

(1) BEXRZRIEH

1) BARESOEEOBMBIERSE (BHERFT)

BEHEAE, BARE, 2B ARE, EMBIRMEHERE, 77 o=
—IEBERE, BAPERRME S, BMIRE, BREOEE OBHKERE
NHOLDLNDZENRHDHDOT, EMIICHRAZIT O EBLEE 0T
W, BERREEICET SRS bNEEAIE, BEE PRIt S A DY)
RAVE 2T H 2 L, FROBEHREREE DN & 5 BE LB D B % 3Kk
RN INTHHBEETITEET L2 & (L - ARICEET 5148
A EorE), THEEALANEE] KO [ERydhe] omEsR),

2) LT v R—v AR OIRIEE IS L D EEOIER BRI (GEE
REAT)

BT ¥ F— v A K OEILEAE IC X 2 EEDIFEKR IEI5AT) 238G &
NTN5, BIEE 2TV, BENED OGS IR ORE %
i3 57 S ALEEITH Z L,

H:TF /REN Uy TFaR T VB S EA T 5 EF O R R,
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3.2.8.2 ®iE
EHBES | HRES HEZEDRE Bl
3.2.8.2.1 — 3.2.8.2.1 Manufacturer(s) B
3.2.54 REDOCERE
ENES | HRES HEEDKRE B il
3.2.84.1 — 3.2.8.4.1 Specification Rl
3.2.84.1 GSPEC-232-00.00 Tenofovir Alafenamide (TAF) Fumarate Drug Substance | &%
32842 — SECTION 3.2.5.4.2—ANALYTICAL PROCEDURES | &%&
3.2.8.42 TM-004.01 Appearance Test 2%
32.54.2 TM-007.01 Clarity of Solution 2%
Identification, Assay, and Impurity Content of Tenofovir | .
3.25.4.2 TM-227.00 Alafenamide Fumarate Drug Substance by HPLC 2%
L-Alanine Isopropyl Ester Content of Tenofovir | .
3.2.8.4.2 TM-236.00 Alafenamide Fumarate Drug Substance by HPLC-MS il
Determination of Identity and Fumaric Acid Content in
32.54.2 TM-229.00 Tenofovir Alafenamide Fumarate Drug Substance by | &%
HPLC
Residual Solvents and Triethylamine Content in
32.5.42 TM-228.00 Tenofovir Alafenamide Fumarate Drug Substance by | &%
Headspace Gas Chromatography
Elemental Impurity Analysis of Tenofovir Alafenamide | .
3.25.4.2 TM-230.00 Fumarate Drug Substance by ICP-MS 545
3285 FERRUVEENE
EHBES | HBRES HEZEDRE Bl
3255 — SECTION 3.2.S.5—REFERENCE STANDARDS OR Bz
MATERIALS
3.2.S8.5 — GS-7340-03 Reference Standard [RS-B-7340-03-2] B
3255 — TAF System Suitability Standard [7340-03-AZS-467- Bk
1649-43]
3255 — GS-645504 (GS-7340's Diastereomer-1 SSS) Authentic Bk
T Substance [GILD-20130325-8381P1-0502] ~
3255 — GS-645505  (GS-7340's  Diastereomer-2 ~ SRS) Bk
T Authentic Substance [GILD-20130325-8381P2-0502] | ~
3285 — GS-645506  (GS-7340's  Diastereomer-1 ~ RRR) Bk
T Authentic Substance [GILD-20130325-8382P1-0502] | ~
3285 — GS-645507  (GS-7340's  Diastereomer-2 ~ RSR) Bk
T Authentic Substance [GILD-20130325-8382P2-502] ~
3285 — GS-7339-01 Internal Reference Standard [IRS-A-7339- B

01-4]
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3285 — GS-6949-01 Intermediate Reference Standard [IRS-C- Bk
6949-01-1]
3285 — GS-6948 (Monophenyl PMPA) Intermediate Reference B
Standard [IRS-B-6948-2]
3285 — PMPA Anhydride Authentic Substance [6948-AZS- Bk
169-1214-155]
3.2.S8.5 — Bisamidate PMPA Authentic Substance [TC-011-110] | &%
3285 — Mono Amidate PMPA Authentic Substance [6948- Bk
AZS-202-1344-39]
32.P HH| (RLYT 1 25mg)
3.2.P.1 REN R VLA
BEHES | ARES WREEDNDERE B il
32.P1 — 3.2.P.1 Description and Composition of the Drug A
Product
3.2.P2 BERFEDER
BEHES | ABRES WEEDERE B il
32.P2.1 — 3.2.P.2.1 Components of the Drug Product AT
32.P22 — SECTION 3.2.P.2.2—DRUG PRODUCT AT
32P23 — SECTION 3.2.P.2.3—MANUFACTURING PROCESS | =y
DEVELOPMENT
32P24 — 3.2.P.2.4 Container Closure System =T
32P25 — 3.2.P.2.5 Microbiological Attributes ST
3.2.P2.6 — 3.2.P.2.6 Compeatibility A
3.2.P3 fE
BEHES | ABRES REEDRE Bl =5
3.2.P3.1 — 3.2.P.3.1 Manufacturers =T
32.P3.2 — 3.2.P.3.2 Batch Formula LA
32P33 — 3.2.P.3.3 Description of Manufacturing Process and | = {f;
Process Controls
32P34 — 3.2.P.3.4 Controls of Critical Steps and Intermediates | =} {f;
32P35 — 3.2.P.3.5 Process Validation and/or Evaluation S AT
3.2.P4 AFIDERE
BEMES | HBRES WREENDERE i/ s%E
32P4.1 — 3.2.P.4.1 Specifications A
32.P4.1 GSPEC-250-00 (1.0) Opadry 11 Yellow 85F120028 AT
32.P4.2 — 3.2.P.4.2 Analytical Procedures ST
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32P4.3 — 3.2.P.4.3 Validation of Analytical Procedures =i

32 P44 — 3.2.P.4.4 Justification of Specifications SEATG

32.P45 — 3.2.P.4.5 Excipients of Human or Animal Origin SEATG

32 P45 — BSE/TSE Issues for NF Lactose SEAT

32 P45 — Magnesium Stearate / Product Regulatory Data Sheet | =4

32 P45 — OPADRY® II Complete Film Coating System T4
85F120028 Yellow

32P4.6 — 3.2.P.4.6 Novel Excipients T4

3.2.P5 HEDEE

EMES | HBRES HEEDRE HlisE

32P5.1 — 3.2.P.5.1 Specifications =i

32P5.1 GSPEC-279-00 (3.0) Tenofovir Alafenamide Tablets, 25 mg SEATG

32P52 — 3.2.P.5.2 Analytical Procedures SEAIG

32P52 PDM-2197 (1.0) Development and Rationale for the Tenofovir |
Alafenamide (TAF) Tablets, 25 mg, Dissolution
Method

32 P52 TM-004.01 Appearance Test ST AT

32.P5.2 TM-264 (1.0) Identification, Assay, and Degradation Products of | = ff
TAF Tablets by HPLC

32P52 TM-265 (1.0) Identification and Content Uniformity of Tenofovir | = ff
Alafenamide Tablets

3.2.P5.2 TM-266 (1.0) Dissolution of Tenofovir Alafenamide (TAF) Tablets | = ff;

32P52 TM-267 (1.0) Identification of Tenofovir Alafenamide Tablets by | =
UV Spectrophotometry

3.2.P53 — SECTION 3.2.P.5.3—VALIDATION OF | =pf
ANALYTICAL PROCEDURES

32P53 QAVAL-2565R Method Validation for the Determination of Water | =
Content of Tenofovie Alafenamide (TAF) Tablets by
Karl Fischer Titration

32P53 QAVAL-2555R Validation of TM-264 (STM-2214): Identification, | = {f;
Assay, and Degradation Products of TAF Tablets by
HPLC

32.P53 QAVAL-2556R Validation of TM-265 (STM-2215): Identification, | = {f;
Strength, and Content Uniformity of Tenofovir
Alafenamide Tablets and Powder Blends by HPLC

32.P53 QAVAL-2560R Validation of TM-266 (STM-2216): Dissolution of | =
TAF Tablets, 25mg

32P53 QAVAL-2558R (2.0) Verification of TM-267 (STM-2217): Identification | = {f
of Tenofovir Alafenamide Tablets by UV
Spectrophotometry

32P5.4 — 3.2.P.5.4 Batch Analyses 24

32P55 — 3.2.P.5.5 Characterization of Impurities 24

32.P56 — SECTION 3.2.P.5.6—JUSTIFICATION OF | =yt

SPECIFICATION
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BEMES | HRES WEEDERE Bl

32.P6 — 3.2.P.6 Reference Standards or Materials ST

32P6 — Tenofovir Alafenamide Fumarate (GS-7340-03) | =y
Reference Standard

32P6 — TAF System Suitability Standard SEATG

3.2.P7 BHREUVERR

BEMES | BRES WEENDERE B il

3.2.P7 — 3.2.P.7 Container Closure System ST

3.2.P8 REM

EHES | HRES WEEDRE B il

32P8.1 — SECTION 3.2.P.8.1—STABILITY SUMMARY S
AND CONCLUSIONS

32P82 — 3.2.P8.2 Post-Approval Stability Protocol and | =
Stability Commitment

32P83 — 3.2.P.8.3 Stability Data =T A

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =%
I 30°C/75%RH]

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =%
I (30°C/75%RH]

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =%
I (30°C/75%RH] "

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =y
I (30°C/75%RH] "

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =y
I (30°C/75%RH] "

3.2.P8.3 — Tenofovir Alafenamide Tablets, 25 mg - Lot ST
I (30°C/75%RH]

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =g
I (30°C/75%RH] "

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =g
I (0°C/75%RH] "

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =g
I (40°C/75%RH]

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =g
I (0°C/75%RH] "

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =g
I (40°C/75%RH]

32P83 — Tenofovir Alafenamide Tablets, 25 mg - Lot SEATG

[40°C/75%RH]

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =%
I (0°C/75%RH] i

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =%

[40°C/75%RH]

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =
I (40°C/75%RH]

32P83 — Tenofovir Alafenamide Tablets, 25 mg Lot | =y
I (0°C/75%RH] i
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3.2.P8.3 — Tenofovir Alafenamide Tablets, 25 mg - Lot ST
[-20°C]
32P83 — Tenofovir Alafenamide Tablets, 25 mg - Lot | Zgfp
(Packaged) [50°C]
32P83 — Tenofovir Alafenamide Tablets, 25 mg - Lot | S
(Packaged) [60°C]
32P83 — Tenofovir _Alafenamide Tablets, 25 mg - Lot | S
[Photostability]
32P83 — Tenofovir  Alafenamide Tablets, 25 mg - Lot | Zgfp
Stability study for tablets stored
without  primary  packaging (open  dish)
[25°C/60%RH]
32P83 — Tenofovir  Alafenamide Tablets, 25 mg - Lot | S
Stability study for tablets stored
without  primary  packaging (open  dish)
[30°C/75%RH]
3.2.P8.3 — Stability Analysis TAF Tablets TAF Label Strength =i
at 30°C/75%RH
32P83 — Stability Analysis TAF Tablets Total Degradation | =i
Product Content at 30°C/75%RH
32P83 — Stability Analysis TAF Tablets PMPA Content at | = (f;
30°C/75%RH
32P83 — Stability Analysis TAF Tablets PMPA Anhydride | =
Content at 30°C/75%RH
3.2A ZOit
32A1 EERBRRUKE
EHES | HRES HEEDKE Bl
32.A.1 — 3.2.A.1 Facilities and Equipment M
32A2  SARUEBREMEMEOX MM
EHES | HRES HEEDOKRE Bl
32.A2 — 3.2.A.2 Adventitious Agents Safety Information A
3.2.A3 Al
ARES | HRES KEEORE SIS %
32.A3 — 3.2.A.3 Excipients 2t
32R BEWOEREH
EHES | HRES HEEDKE Bl
3.2.R — 3.2.R Regional Information S A
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3.3.1 — Monograph for “Microcrystalline Cellulose”, B
Handbook of Pharmaceutical Excipients, Seventh
Edition, American Pharmaceutical Association, 140-
144 (2012).

332 — Monograph for “Lactose Monohydrate”, Handbook | % 3=
of Pharmaceutical Excipients, Sevent Edition,
American Pharmaceutical Association, 415-420
(2012).

333 — Monograph for “Croscarmellose Sodium” Handbook | % 2=
of Pharmaceutical Excipients, Seventh Edition,
American Pharmaceutical Association, 224-226
(2012).

334 — Monograph for “Magnesium Stearate”, Handbook of | % %=

Pharmaceutical Excipients, Seventh  Edition,
American Pharmaceutical Association, 457-462
(2012).
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4211 BN =BAT T HEER
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42.1.1.1 PC-320-2006 CatA and CES1 Expression and Enzymatic Activation of | ZEAff
TAF in HepG2 and HepAD38 Cells
42.1.1.2 PC-120-2001 Effects of Inhibitors of HIV, HCV and Host Cell SEAH
Proteases on Cathepsin A-mediated Activation and
Antiretroviral Activity of Tenofovir Alafenamide
42.1.13 PC-120-2008 Lack of TAF Cytotoxic Effect on Primary Osteoblasts at | ZEAff
Clinically Relevant Drug Concentrations
42.1.14 PC-120-2023 Tenofovir Alafenamide Loading in Primary Human AT
CD4" T Cell Subsets
42.1.1.5 PC-320-2003 Tenofovir Alafenamide Demonstrates Broad Cross- SFAm
Genotype Activity Against Wild-type HBV Clinical
Isolates In Vitro
4.2.1.1.6 PC-320-2007 Antiviral Activity of TAF Against Drug-Resistant HBV | 24
Isolates
4.2.1.1.7 P2001025 Intracellular Kinetics of *C-PMPA in Rhesus Monkeys | 3
42.1.1.8 PC-174-2004 A 48 Week Oral Dosing Study of Adefovir Dipivoxil 5E
(ADV), Tenofovir Disoproxil Fumarate (TDF),
Emtricitabine (FTC), and Lamivudine (3TC), Alone and
in Combination, Using the Woodchuck Model of
Hepatitis B Virus Infection
4212 Bl R SR ER
EHBESs | HEBRES WMESDRE Hl/sE
42.1.2.1 PC-120-2009 Cytotoxicity of Tenofovir Alafenamide (GS-7340) in A
Resting and Dividing Peripheral Blood Mononuclear
Cells (PBMCs)
42122 PC-120-2007 Cytotoxicity Profile of Tenofovir Alafenamide (GS- SEAM
7340)
42.123 PC-120-2021 Antiviral Activity and Cytotoxicity of TAF Metabolites | FFAff
42124 PC-120-2016 Evaluation of Tenofovir Alafenamide (GS-7340) Effects | 2EAf
on Human Myeloid and Erythroid Progenitors
42125 PC-120-2018 Tenofovir Alafenamide is Not a Substrate for Renal ST
Organic Anion Transporters (OATs) and Does Not
Exhibit OAT-Dependent Cytotoxicity
42.1.2.6 PC-120-2006 In Vitro Evaluation of GS-7340 Effects on Mitochondrial | ZFAff
DNA Content
42127 TX-104-2001 Mitochondrial Toxicity of Combinations of Nucleoside BE

and Nucleotide Analogue Reverse-Transcriptase
Inhibitors in HepG2 cells
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42128 PC-120-2003 Antiviral Activity of Tenofovir Alafenamide (GS-7340) | F¥E{ffi
and Tenofovir against a Panel of Animal Viruses

42129 PC-120-2004 Profiling of Tenofovir Alafenamide (GS-7340) Antiviral | ZEAf
Activity against HIV-1 and HIV-2 Clinical Isolates in
Primary Cells

42.1.2.10 PC-120-2017 Metabolism and Antiretroviral Activity of Tenofovir SEAM
Alafenamide in CD4+ T Cells and Macrophages from
Demographically Diverse Donors

42.1.2.11 PC-120-2011 Tenofovir Alafenamide In Vitro Resistance Studies with | 2
Wild-Type HIV-1

42.1.2.12 PC-120-2012 TAF In Vitro Resistance Selection Studies with TDF- SEAM
Resistant HIV-1 Isolates

42.12.13 PC-120-2013 In Vitro Evaluation of TAF Resistance Barrier St

42.12.14 PC-120-2014 In Vitro Resistance Profile of TAF against Patient- St
Derived Recombinant HIV-1 Isolates

42.1.2.15 V2000020 SpectrumScreen™ of GS-1278 and GS- SEAT
4331-05

42.12.16 P4331-00037 In vitro cytotoxicity of tenofovir in various human cell S
types — comparison with other NRTIs

42.1.2.17 P1278-00042 In vitro assessment of tenofovir mitochondrial toxicity — | FFAf
comparison with approved NRTIs

4213 LM REHER

EHES | HBRES WEESDRE Bl

42.1.3.1 R990188 A Pharmacological Safety Assessment of the Effect of SEAT
GS-7340-02 on the Central Nervous System of the Rat

42.1.32 PC-120-2005 Effects of GS-7340-03 on Cloned hERG Potassium At
Channels Expressed in Human Embryonic Kidney Cells

42.1.33 D2000006 A Cardiovascular Profile Study Following a Single Oral | FFAff
Administration of GS-7340-02 in the Unrestrained
Conscious Beagle Dog

42.1.34 R990187 A Pharmacological Assessment of the Effect of GS- 2t
7340-02 on Gastrointestinal Motility in the Rat

42135 R990186 A Pharmacological Assessment of the Effect of GS- 2t
7340-02 on the Renal System of the Rat

4214 RENZFHEDBEERRER

BEHES | HBRES WEEDRE B il

42.14.1 PC-320-2004 Effect of Protease Inhibitors on the Anti-HBV Activity St
of Tenofovir Alafenamide

42.1.4.2 PC-120-2002 Tenofovir Alafenamide Antiviral Activity in SEAM
Combination with Antiretroviral Agents

42.1.43 PC-320-2001 Effect of Tenofovir Alafenamide on the Activity of HCV | FEAf
Inhibitors

42.1.44 PC-174-2006 Anti-HBV Activity of In Vitro Combinations of SEAM
Tenofovir with Nucleoside Analogs
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4.2.2.1.1

BA-120-2004

Validation of a Method for the Determination of GS-
7340 and R-PMPA in Mouse Plasma by HPLC with
MS/MS Detection

REA

42212

BA-120-2003

Abbreviated Validation of a Method for the
Determination of GS-7340 and R-PMPA in Rat Plasma
by HPLC with MS/MS Detection

FEAT

42213

BA-120-2005

Abbreviated Validation of a Method for the
Determination of GS-7340 and R-PMPA in Rabbit
Plasma by HPLC with MS/MS Detection

REA

42214

010521/PHZ

The Determination of GS-7340 in Rhesus Monkey
Plasma (EDTA) Using a High Performance Liquid
Chromatographic Mass Spectrometric Method

FEAT

4.2.2.1.5

P4331-00008

Cross-Validation of an HPLC Method for the
Quantitation of GS-1278 (PMPA) in Mouse Plasma and
Determination of PMPA in Mouse Plasma Samples

¥l

4.2.2.1.6

P1278-00001

Validation of an HPLC assay for the quantitation of GS-
1278 (PMPA) in rat plasma and cross-validation in
cynomolgus monkey plasma

REA

4.2.2.1.7

P1278-00028

Validation of a High Performance Liquid
Chromatographic Mass Spectrometric Method for the
Determination of GS-1278 (R-PMPA) in Rat Plasma
(Sodium Citrate); Cross-Validation of GS-1278 (R-
PMPA) in Rat Plasma (Heparin)

4.2.2.1.8

R-BA Tox-120-001

A High Performance Liquid Chromatographic Mass
Spectrometric method for the determination of gs-1278
(R-PMPA) in rat plasma specific to gilead sciences

REA

4.2.2.19

001092/NGE

The Determination of GS-1278 (R-PMPA) in Rat Plasma
(Heparin) Using High Performance Liquid
Chromatography with Mass Spectrometric Detection

¥

4.2.2.1.10

P4331-035-3

Cross-validation of an HPLC method for the quantitation
of GS-1278 (PMPA) in rabbit plasma and determination
of PMPA in rabbit plasma samples

R

42.2.1.11

P1278-00017

Cross-Validation of an HPLC assay for the quantitation
of GS-1278 (PMPA) in dog plasma

4221.12

P4331-0037

Mini-Validation of a High Performance Liquid
Chromatographic Mass Spectrometric Method for the
Determination of GS-1278 (R-PMPA) in Dog Plasma
(EDTA)

4.2.2.1.13

P1278-00029

Validation of a High Performance Liquid
Chromatographic Mass Spectrometric Method for the
Determination of GS-1278 (R-PMPA) in Monkey
Plasma (EDTA)

4.2.2.1.14

P1278-00034

Validation of a High Performance Liquid
Chromatographic Mass Spectrometric Method for the
Determination of GS-1278 (R-PMPA) in Rat Milk

11
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4.2.2.1.15

993680/MYS

The Determination of GS-1278 (R-PMPA) in Dog
Peripheral Blood Mononuclear Cells (PBMC) using
High Performance Liquid Chromatography with Mass
Spectrometric Detection

RE

4.2.2.1.16

AA01240-RQZ

A High Performance Liquid Chromatographic Mass
Spectrometric Method for The Determination of Total
GS-1278 (R-PMPA) in Monkey PBMC

FE

4222

MR 4R

MBS

HERES

HREEDNRE

B il ot

42221

AD-120-2037

Concentration Dependent Permeability of Tenofovir
Alafenamide through Caco-2 cell Monolayers

FEA

42222

AD-120-2014

Collection of Samples for Determination of the
Pharmacokinetics of GS-7340-02 and GS-7340-03 After
a Single Oral Dose to Mice

REA

42223

AD-120-2016

Collection of Samples for Determination of the
Pharmacokinetics of GS-7340-03 After a Single Oral
Gavage Dose to Male and Female 001178-W (wild type)
Mice

FEAT

42224

AD-120-2015

Collection of Samples for Determination of the
Pharmacokinetics of GS-7340-02 and GS-7340-03 After
a Single Oral Dose to Rats

AF

42225

R990130

Tenofovir (GS-1278) Plasma Pharmacokinetics
Following a Single Oral Dose of GS-7340-02 in the
Male Albino Rat

FEA

42226

R2000065

Comparison of Plasma Pharmacokinetics in Rats of
Tenofovir Following Oral Administration of GS-7340-02
or Tenofovir DF as Either a Suspension in CMC or a
Solution in Citric Acid

AFil

42227

99-DDM-1278-001-

PK

Analysis of Data from
M059-98 of GS-7340 in Dogs

Study

FEA

422238

AD-120-2034

Plasma and Liver Pharmacokinetics of Tenofovir
Alafenamide (TAF) Following Single Oral
Administration in Male Beagle Dogs

AFil

42229

P2000087

A Single Dose Pharmacokinetic and Oral Bioavailability
Study of GS-7340-02 in Rhesus Monkeys

FEA

4.2.2.2.10

AD-120-2033

Plasma and Liver Pharmacokinetics of Tenofovir
Alafenamide (GS-7340) Following 7-Day Oral
Administration in Male Beagle Dogs

AFil

4223

7]

/\ﬁ

MBS

HERES

REEDRE

5%

4.2.23.1

AD-120-2011

Pharmacokinetics, Absorption, Distribution, and
Excretion of *C-GS-7340 Following Oral
Administration to Mice

FE

42232

AD-120-2020

Pharmacokinetics, Distribution, Metabolism, and
Excretion of '“C-GS-7340 Following Single Oral
Administration to Rats

A¥A
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42233 AD-120-2009 Absorption and Distribution of *C-GS-7340 Following | Z}Aff
Single and Multiple Oral Doses to Dogs

42234 D990173-BP Analysis of Data from_ Study G545 AR
"Tissue Distribution of '*C-GS-7340 in Beagle Dogs
Following Oral Administration"

42235 AD-120-2026 Plasma Protein Binding of GS-7340 SEATH

42236 P0504-00039.1 Protein Binding of Cidofovir, Cyclic HPMPC, PMEA HE
and PMPA in Human Plasma and Serum

4223.7 96-DDM-1278-005 Placental Transfer and Pharmacokinetics of PMPA (GS- | &%
1278) in Infant Rhesus Monkeys

42238 P2000116 Pharmacokinetics of Tenofovir in Healthy Adult Female | 3EAff
Lactating Rhesus Monkeys Following a Single 30 mg/kg
Subcutaneous Dose of Tenofovir

4224 R

BEMES | HRES WEZSDRE Bl

4224.1 AD-120-2025 In Vitro Metabolism of GS-7340 in Plasma from Dog LM
and Human

422472 AD-120-2024 In Vitro Metabolism of GS-7340 in Intestinal At
Subcellular Fractions from Dog and Human

42243 AD-120-2023 In Vitro Metabolism of GS-7340 in Hepatic Subcellular | ZEAf
Fractions from Dog and Human

42244 AD-120-2027 Effects of HIV Protease Inhibitors and Pharmacokinetic | £E{ff
Enhancers on the In Vitro Metabolism of GS-7340 in
Human Intestinal Subcellular Fraction

4.2.24.5 AD-120-2004 Cytochrome P450 Metabolic Reaction Phenotyping of A
GS-7340

42246 AD-120-2017 In Vitro Activation of GS-1278, GS-4331 and GS-7340 | ZEAf
in Primary Human Hepatocytes

42247 96-DDM-1278-003 In Vitro Metabolism of '*C-PMPA in Human and Animal | &3
Tissues

422438 AD-120-2012 Profiling and Identification of Metabolites in Selected 2t
Plasma, Urine, Feces, Kidney, Liver, and Nasal
Turbinate Samples from Mice after Oral Administration
of 1*C-GS-7340 and Stability of '*C-GS-7340 in vitro
using CD-1 Mouse Hepatic Microsomes and Plasma

42249 AD-120-2021 Profiling and Identification of Metabolites in Selected SEAT
Plasma, Urine, Bile, and Feces Samples from Rats after
Oral Administration of *C-GS-7340

4224.10 AD-120-2008 Profiling and Identification of Metabolites in Selected At

Plasma, Urine, Bile, Feces, Bone, and Liver Samples
from Dogs after Oral Administration of '*C-GS-7340

13
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4225.1 96-DDM-1278-001 Effect of Dose on Recovery of *C-PMPA Following B
Intravenous Administration to Sprague-Dawley Rats

42252 AD-120-2007 Pharmacokinetics, Absorption, and Excretion of *C-GS- | ZE{f
7340 Following Oral Administration to Intact and Bile
Duct-Cannulated Dogs

42253 96-DDM-1278-002 A Pilot Study of Biliary Excretion of [*C]-PMPA in the | %%
Beagle Dog

4226 RYEBREEHEYEEER

BEHES HBRES WEEDRE Bl

42.2.6.1 AD-120-2003 In Vitro Assessment of Human Liver Cytochrome P450 | 2
Inhibition Potential of GS-7340

42262 AD-120-2040 In Vitro Assessment of Human Hepatic Microsomal S
Cytochrome P450 Mechanism-Based Inhibition
Potential of GS-7340

42.2.6.3 V990172-104 The Effect of Tenofovir and Tenofovir DF on the B
Activities of the Cytochrome P-450 Isoforms in Human
Hepatic Microsomes

4.2.2.64 AD-120-2006 In Vitro Assessment of Human UGT1A1 Inhibition SEAHh
Potential of GS-7340

4.22.6.5 AD-120-2005 In Vitro Assessment of Induction Potential of GS-7340 LA
in Humans

4.2.2.6.6 AD-120-2032 Evaluation of Induction Potential of GS-7340 in SEAHh
Cultured Human Hepatocytes

4.2.2.6.7 AD-120-2031 Effect of Inhibitors of Cathepsin A, Carboxylesterasel, | FEAf
and CYP3A4 on Metabolism of Tenofovir Alafenamide
Fumarate (GS-7340) in Primary Human Hepatocytes

42268 AD-120-2018 Bi-Directional Permeability of GS-7340 Through SEAM
Monolayers of P-glycoprotein and BCRP Over-
expressing Cells

4.2.2.69 AD-120-2013 Effect of GS-9350 on the Bi-Directional Permeability of | FEAff
GS-7340 through Caco 2 Cells

422.6.10 AD-120-2035 Effect of Cyclosporin A pretreatment on S
pharmacokinetics of Tenofovir Alafenamide in dogs

422.6.11 AD-120-2022 In Vitro Assessment of GS-7340 as a Substrate for St
Human OATP1B1 and OATP1B3

422.6.12 AD-120-2042 Effect of an OATP inhibitor on uptake of TAF into SEAH
primary human hepatocytes

4.2.2.6.13 AD-120-2019 In Vitro Assessment of GS-7340 Inhibition of Human SEAH
OATPI1BI1, OATP1B3, Pgp and BCRP

4.22.6.14 AD-236-2004 Bi-directional Permeability of Elvitegravir, FEAM
Emtricitabine, Tenofovir, and Cobicistat (Quad) through
Monolayers of P-glycoprotein Over-expressing Cells

42.2.6.15 AD-236-2005 Bi-directional Permeability of Elvitegravir, S
Emtricitabine, Tenofovir, and Cobicistat (Quad) through
Monolayers of BCRP Over-expressing Cells

14
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42.2.6.16 AD-104-2002 Lack of a Contribution from P-glycoprotein (Pgp) in the | &
Active Tubular Secretion of Tenofovir
42.2.6.17 AD-236-2003 In Vitro Inhibition of Human Pgp and BCRP by St
Elvitegravir, Emtricitabine and Tenofovir
422.6.18 AD-236-2006 In Vitro Inhibition of Human OATP1B1 and OATP1B3 | Zf{ff
by Emtricitabine and Tenofovir
4.22.6.19 AD-120-2036 Studies to Determine if Tenofovir Alafenamide (GS- SEAHh
7340) is an Inhibitor of OAT1, OAT3, OCT1, OCT2,
MATE], and BSEP or a Substrate for OCT1
4.2.2.6.20 PC-103-2001 In vitro interactions of acyclic nucleoside phosphonate BE
analogs with human organic cation and anion
transporters
422.6.21 PC-104-2010 Effect of HIV Protease Inhibitors and Other HE
Therapeutics on the Transport of Tenofovir by Human
Renal Organic Anion Transporter Type 1 (hOAT1)
422.6.22 PC-104-2011 Effect of HIV Protease Inhibitors on the Transport of SEAH
Tenofovir by Human Renal Organic Anion Transporter
Type 3 (hOAT3)
42.2.6.23 AD-236-2011 In vitro Interaction Study of Emtricitabine and St
Tenofovir with the Human OCT2 Uptake Transporter
4.2.2.6.24 AD-236-2008 In Vitro Inhibition Studies of Stribild Components with | A
Human OCT1 and BSEP Transporters
4.2.2.6.25 PC-104-2014 Lack of a Contribution from MRP1 in Tubular Re- B
absorption of Tenofovir
4.2.2.6.26 AD-104-2001 Effect of HIV Protease Inhibitors on the Transport of BE
Tenofovir by the Multidrug Resistance Related Proteins
2 and 4
422.6.27 AD-104-2012 In Vitro Inhibition Studies of Tenofovir with Human HE
OCT2 and MATEI Transporters
4227 Z DD EYENEEAER
&R L
423 HiEHR
4.2.3.1 HES5EEHER
ENES | HRES HwEEDRE Bl
423.1.1 R990185 An acute oral toxicity study of GS-7340-02 in the S
albino rat
42312 D990181 An acute oral gavage toxicity study of GS-7340-02 in SEAM

the beagle dog

15
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4232 RERS SRR

EMES | HRES HEEDRE Balile
42.32.1 TX-120-2006 2-Week Non-GLP Oral Gavage Dose Range-Finding &
Toxicity and Toxicokinetic Study of GS-7340-02 in CD-
1 Mice
42322 TX-120-2007 13-Week Oral Gavage Toxicity and Toxicokinetic Study | FEAf
with GS-7340-02 in Mice
42323 R990182 A 28-day oral toxicity study of GS-7340-02 in the A
R990182-PK albino rat
42324 TOX-120-001 A 26-Week Oral Gavage Toxicity Study of GS-7340-02 | FEAf,
in the Albino Rat
42325 D990175 A 28-day oral gavage toxicity study of GS-7340-02 in S
D990175-PK the beagle dog
42326 TOX-120-002 A 9 Month Oral Gavage Toxicity Study of GS-7340-02 | FEAff
in The Beagle Dog with A 3 Month Recovery Period for
Selected Animals
42327 P2000114 A 28-day toxicity study of GS-7340-02 and Tenofovir S
P2000114-PK (GS-1278) administered orally to rhesus monkeys
4.2.3.3 EinEtatik
4.2.3.3.1 In Vitro FHER
EMES | HRES HEEDRE /s E
42.33.1.1 V990212 Salmonella-Escherichia coli/Mammalian-Microsome SEAM
Reverse Mutation Assay with a confirmatory assay with
GS-7340-02
4233.1.2 V990213 L5178Y TK"- Mouse Lymphoma Forward Mutation A
Assay with a confirmatory assay with GS-7340-02
42332 In Vivo §88&
EMES | HRES HEEDRE /2%
423321 M2000113 In vivo mouse micronucleus assay with GS-7340-02 LM
4.2.3.4 M A RIEEER
4.2.3.4.1 REAARIERER
ENES | HRES HEEDRE /s %E
4234.1.1 M990205 An oral carcinogenicity study of tenofovir disoproxil B
fumarate (tenofovir DF) in the albino mouse
4234.1.2 R990204 An oral carcinogenicity study of tenofovir disoproxil 5

fumarate (Tenofovir DF) in the albino rat
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4235 AR FEEFMHER
4.2.3.5.1 ZHRERVERFE COMEMEFELICRET SRR
EHNES | HRES HmEEDRE Bl
4235.1.1 TX-120-2012 Oral Gavage Study of Fertility and Early Embryonic FEAM
Development to Implantation with GS-7340-03 in Rats
42352 - BRELEICEYT SR
EHNES | HRES HEEDRE Bl
423521 TX-120-2001 GS-7340-02: An Oral Range-finding Teratology Study | FFAff
in the Rat
423522 TX-120-2002 An Embryo-fetal Development Study of GS-7340-02 A
by Oral Gavage in Rats
423523 TX-120-2003 A Tolerability Study of GS-7340-02 by Oral Gavage in | &%
the Non-pregnant Rabbit
423524 TX-120-2004 A Dosage Range-finding Embryo-fetal Development SEATG
Study of GS-7340-02 by Oral Gavage in Rabbits
423525 TX-120-2005 An Embryo-fetal Development Study of GS-7340-02 A
by Oral Gavage in Rabbits
42353 HARMRUPHAROREL VICBAOHKEEICET 53R
ENES | HBRES HEEORE Bl
423531 R990202 Oral (Gavage) Developmental And Perinatal/Postnatal | 23
Reproduction Toxicity Study of GS-4331-05 (Bis-Poc
PMPA) in Rats, Including A Postnatal
Behavioral/Functional Evaluation
42354 FERERVHER
et R L
4.2.3.6 5 A R A A B
AENES | HBRES HEEORE Bl
4.2.3.6.1 TX-120-2013 GS-7340-03: The Bovine Corneal Opacity and SEAH
Permeability Assay (BCOP)
423.6.2 TX-120-2011 Primary Dermal Irritation/Corrosion Study with GS- SEATG
7340 in Rabbits

17
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4.2.3.7 Z D DFHHER

42371 PR ER

EMES | HRES HEEDRE /2%
423.7.1.1 TX-120-2014 GS-7340-03: Assessment of Skin Sensitization SEAH
Potential using the Local Lymph Node Assay in the
Mouse (Individual animal approach)
423.7.2 RESEMEAER
&R L
4.2.3.7.3 HEUHERROKFICEAYT HHR
fEHER 2 L
42374 IR ER
fEHER 2 L
42375 KD EHHR
ENES | HRES HEEDRE /2%
423.75.1 95-TOX-1278-006 95-TOX-1278-006: Mutagenicity Test with GS-1278 B
(PMPA) Lot # | in the Salmonella-
Escherichia Coli/Mammalian-Microsome Reverse
Mutation Assay
423752 95-TOX-1278-007 95-TOX-1278-007: Mutagenicity Test on GS-1278 BE
(PMPA) in the L5178Y TK+/- Mouse Lymphoma
Forward Mutation Assay
4.2.3.7.6 T EERER
EHES | EHRES HEEDOKRE il E
423.7.6.1 TX-120-2008 2-week Oral Gavage Qualification Toxicity and =4
Toxicokinetic Study of GS-7340-02 in the Male Rats !
4.2.3.7.6.2 TX-120-2021 4-week oral gavage toxicity and toxicokinetic bridging | FFAf

study with GS-7340-03 in Sprague Dawley rats

42377 F DD ER
FEHERH R L
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Lopinavir and Ritonavir in Human Plasma by LC-
MS/MS

NA

53.14.11

421369

Validation of a Method for the Determination of
Dolutegravir in Human Plasma by LC-MS/MS

NA

53.1.4.12

21371

Validation of a Method for the Determination of
Carbamazepine and Carbamazepine-10,11-epoxide in
Human Plasma by LC-MS/MS

NA

53.1.4.13

-42-1402

Validation of a Method for the Determination of
Sertraline in Human Plasma by LC-MS/MS

NA

53.1.4.14

I -2- 1408

Validation of a Method for the Determination of
Rilpivirine in Human Plasma by LC-MS/MS

NA

53.1.4.15

-42-1410

Validation of a Method for the Determination of
Emtricitabine (FTC) and Tenofovir (TFV) in Human
Plasma by LC-MS/MS

NA

53.1.4.16

Il 60-0949

Validation of a Method for the Determination of GS-
9137 and GS-9350 in KxEDTA Human Plasma by LC-
MS/MS

NA

53.1.4.17

01115

Validation of a Method for the Determination of GS-
7340 in Human Plasma by LC-MS/MS

NA

53.1.4.18

o116

Validation of a Method for the Determination of
Tenofovir in Human Plasma by LC-MS/MS

NA

5.3.1.4.19

601220

Validation of a Method for the Determination of GS-
7340 and Tenofovir in Human Urine by LC-MS/MS

NA

5.3.1.4.20

01323

Validation of a Method for the Determination of GS-
7977, GS-566500, and GS-331007 in Human Plasma by
LC-MS/MS

NA

5.3.1.4.21

B co-1343

Partial Validation of a Method for the Determination of
GS-9137 and GS-9350 in Human Plasma by LC-
MS/MS

NA

53.1.4.22

Bl c0-1352

Validation of a Method for the Determination of
Tenofovir in Human Plasma by LC-MS/MS

NA
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EHNES HBRES WMEEDRE Bl
5.3.1.4.23 -60—1368 Partial Validation of a Method for the Determination of | NA
Tenofovir in Human Plasma by LC-MS/MS
5.3.1.4.24 -60—1433 Partial Validation of a Method for the Determination of | NA
GS-5885 in Human Plasma by LC-MS/MS
5.3.1.4.25 -60—1435 Partial Validation of a Method for the Determination of | NA
Tenofovir in Acid Treated K;EDTA Human Plasma by
LC-MS/MS
5.3.1.4.26 tslr12-102 Validation of a Method for the Quantitative NA
Determination of GS-5816 in K;EDTA Human Plasma
by LC-MS/MS
5.3.1.4.27 -42—1502 Partial Validation of a Method for the Determination of | NA
17-Desacetyl Norgestimate in Human Plasma by LC-
MS/MS
531428 | [ oo-1325 Long-term Storage Stability and Freeze/Thaw Stability | NA
of Combination Drugs [Emtricitabine (FTC) +
Tenofovir (TFV) + GS-7340 + GS-9137 (EVG) + GS-
9350 (COBI) + Darunavir (DRV) + Atazanavir (ATZ) +
Rilpivirine (RPV) + Efavirenz (EFV)] in Human Plasma
by LC-MS/MS
5.3.1.4.29 -60—15 11 Validation of a Higher Range Method for the NA
Determination of GS-9883 in Human Plasma by LC-
MS/MS
5.3.1.4.30 -65 11-369 | Validation of a Method for the Determination of NA
GS-9350 in Human Plasma by HPLC with MS/MS
Detection
5.3.1.4.31 15401v9 Determination of Emtricitabine and Tenofovir in Human | NA
Plasma and Canine Plasma by LC/MS/MS
532 E MEARRBZRAV-EVEEEEDRRRESE
5.3.2.1 mRERHEEHRBREE
RHERR L
5.3.2.2 FRERUVEYHEERZRRREE
RHERR L
5.3.2.3 o FEKREMZEZRAV-REREREE
&R L
533 MRKREVHE (PK) HEBRHMEE
5.3.3.1 BEMBREICHS TS PK RUMEIRRHRARKREE
BEMES | HRES WMEEDRE il sE
533.1.1 GS-US-120-0109 A Phase 1 Study to Evaluate the Pharmacokinetics, B
Metabolism and Excretion of GS-7340
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BEIIE TS5 PKRUMHZ A HERBRBREE

fetE R L

5.3.3.3

NAMERZRE Lz PKEREBRBRESE

MBS

HERES

REENDRE

i/ 5%

53331

GS-US-320-1228

A Phase 1 Single Dose Study to Investigate the
Pharmacokinetics, Safety and Tolerability of Tenofovir
Alafenamide in Healthy Japanese and Non-Japanese
Subjects

53332

GS-US-120-0108

A Phase 1, Open-Label, Parallel-Design Study to
Evaluate the Pharmacokinetics of GS-7340 in Subjects
with Severe Renal Impairment

53333

GS-US-120-0114

A Phase 1, Open-Label, Parallel-Group, Single-Dose
Study to Evaluate the Pharmacokinetics of Tenofovir
Alafenamide in Subjects with Normal and Impaired
Hepatic Function

53334

GS-US-320-1615

A Phase 1, Open-Label, Parallel-Group, Single Dose
Study to Evaluate the Pharmacokinetics of Tenofovir
Alafenamide (TAF) in Subjects with Normal Hepatic
Function and Subjects with Severe Hepatic Impairment

53335

QP 2015-1004 TAF
ESRD

Prediction of Pharmacokinetic Exposures for Tenofovir
following Administration of Tenofovir Alafenamide in
End Stage Renal Disease Subjects with HBV Undergoing
Hemodialysis

NA

5.3.3.4

NEMERZRET L= PKHBRKREE

MBS

AEBRES

HREENRE

fsE

53.3.4.1

GS-US-120-0117

A Phase 1 Single-Dose Study Evaluating the
Pharmacokinetic Drug Interaction Potential between
Rilpivirine and Tenofovir Alafenamide

5%

53342

GS-US-120-0118

A Pharmacokinetic Study Evaluating the Drug
Interaction Potential of Tenofovir Alafenamide with a
Boosted Protease Inhibitor or Unboosted Integrase
Inhibitor in Healthy Subjects

53343

GS-US-120-1538

A Fixed-Sequence, Open-Label, Study Evaluating the
Pharmacokinetics and Drug Interaction Potential
between Tenofovir Alafenamide and Midazolam (Oral
and Intravenous) in Healthy Volunteers

53344

GS-US-120-1554

A Fixed-Sequence, Randomized, Open-Label, 2-Cohort,
2-Period, Multiple-Dose Study Evaluating the
Pharmacokinetics and Drug Interaction Potential
between Tenofovir Alafenamide and Rilpivirine in
Healthy Subjects

53345

GS-US-292-0110

A Phase 1, Randomized, Open-Label Study to Determine
the Effect of Food on the Pharmacokinetics of Tenofovir
Alafenamide When Administered as a Single Tablet
Regimen Containing
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
Alafenamide in Healthy Volunteers
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53.3.4.6

GS-US-292-1316

A Phase 1, Open-Label, Fixed Sequence Study
Evaluating the Pharmacokinetics and Drug Interaction
Potential Between
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
Alafenamide Single-Table Regimen and Sertraline in
Healthy Subjects

5%

53.3.4.7

GS-US-311-0101

A Phase 1 Study Evaluating the Drug Interaction
Potential Between Once-Daily FTC/GS-7340 Fixed Dose
Combination and Efavirenz or Cobicistat-Boosted
Darunavir

533438

GS-US-311-1386

A Phase 1, Randomized, Open-Label Study to Determine
the Effect of Food on the Pharmacokinetics of Tenofovir
Alafenamide When Administered as
Emtricitabine/Tenofovir Alafenamide Fixed-Dose
Combination Tablet in Healthy Volunteers

53.3.49

GS-US-311-1388

A Fixed-Sequence, Open-Label, 3-Period Cross-Over
Pharmacokinetic Study Evaluating the Drug Interaction
Potential between Emtricitabine/Tenofovir Alafenamide
Fixed Dose Combination Tablet and Atazanavir Boosted
by Cobicistat in Healthy Subjects

53.3.4.10

GS-US-311-1790

A Phase 1, Randomized, Open Label, Drug Interaction
Study Evaluating the Effect of Emtricitabine/Tenofovir
Alafenamide Fixed-Dose Combination Tablet or GS-
9883 on the Pharmacokinetics of a Representative
Hormonal Contraceptive Medication,
Norgestimate/Ethinyl Estradiol

53.3.4.11

GS-US-320-1382

A Phase 1, Randomized, Open-Label Study to Determine
the Effect of Food on the Pharmacokinetics of Tenofovir
Alafenamide (TAF) in Healthy Volunteers

53.3.4.12

GS-US-342-1167

A Phase 1 Study to Evaluate the Pharmacokinetic Drug-
Drug Interactions between Sofosbuvir/GS-5816 Fixed-
Dose Combination (FDC) Tablet and Antiretrovirals
Efavirenz/Emtricitabine/Tenofovir Disoproxil Fumarate
(EFV/FTC/TDF; Atripla®),
Emtricitabine/Rilpivirine/Tenofovir Disoproxil Fumarate
(FTC/RPV/TDF; Complera®), Dolutegravir (DTG;
Tivicay®), or
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
Alafemamide Fumarate (EVG/COBI/FTC/TAF) in
Healthy Subjects

53.3.4.13

GS-US-366-1689

A Phase 1 Study to Evaluate Pharmacokinetic Drug-Drug
Interaction Potential between
Emtricitabine/Rilpivirine/Tenofovir Alafenamide
Fumarate (FTC/RPV/TAF) and Ledipasvir/Sofosbuvir
(LDV/SOF) Fixed-Dose Combination (FDC) Tablets

53.3.4.14

GS-US-292-0101

A Phase 1, Multiple-Dose Study Evaluating the Relative
Bioavailability of Two
Elvitegravir/Cobicistat/Emtricitabine/GS-7340 Single
Tablet Regimen Formulations vs
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
Disoproxil Fumarate Single Tablet Regimen and GS-
7340
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53.3.4.15

GS-US-311-1387

A Phase 1, Open-Label, Adaptive, Two-Part, Three
Period, Fixed Sequence Study to Evaluate the Effect of
Carbamazepine on the PK of TAF and GS-9883 in
Healthy Adult Subjects

5%

5.3.3.5

REaL—Y 3L PKEBRBREE

MBS

HERES

HEEDORE

Bl

53.3.5.1

NA

Population Pharmacokinetic Analysis of Tenofovir
Alafenamide and Tenofovir following Administration of
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
Alafenamide Single Tablet Regimen

NA

53352

NA

Population Pharmacokinetic Analysis of Tenofovir
Alafenamide and Tenofovir following Administration of
Tenofovir Alafenamide as a

Single Agent or in Combination with Emtricitabine
(F/TAF)

NA

534 ERERFENZFE (PD)

5.3.4.1

AERMES

REWEREIZH 1T 5 PD HER R U PK/PD HERMES

MBS

HERES

HEEDRE

B il ot

534.1.1

GS-US-120-0107

A Phase 1, Partially-Blinded, Randomized, Placebo- and
Positive-Controlled Study to Evaluate the Effect of GS-
7340 on the QT/QTc Interval in Healthy Subjects

REA

5.34.2

BEIZHT5 PDHBRR U PK/PD HEBRMEE

MBS

AERES

HEENDRE

B il ot

534.2.1

GS-US-320-0101

A Phase 1b Randomized, Open Label, Active-Controlled
Study to Assess the Safety, Viral Kinetics, and Anti-
HBYV Activity of GS-7340 in Treatment-Naive Adults
with Chronic Hepatitis B (CHB) Infection

REA

53422

GS-US-120-0104

A Phase I Randomized, Partially-Blinded, Active and
Placebo-Controlled Study of the Safety,
Pharmacokinetics, and Antiviral Activity of GS-7340
Monotherapy in Subjects with HIV-1

53423

GS-US-292-0102

A Phase 2, Randomized, Double-Blinded Study of the
Safety and Efficacy of
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
alafenamide Single Tablet Regimen Versus
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
Disoproxil Fumarate

Single Tablet Regimen in HIV-1 Infected, Antiretroviral
Treatment-Naive Adults

53424

NA

pk-pd

53.4.25

NA

japan pk-pd-tfls
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535 AMMERUVREMHHABRKEE

5.3.5.1 BHEE Y DENIEICR Y S LB RHRKREE
BENES HEBRES WMEEDKRE /2%
5.3.5.1.1 GS-US-320-0108 A Phase 3, Randomized, Double-Blind Study to SEAH
Evaluate the Safety and Efficacy of Tenofovir
Alafenamide (TAF) 25 mg QD versus Tenofovir
Disoproxil Fumarate (TDF) 300 mg QD for the
Treatment of HBeAg-Negative, Chronic Hepatitis B
5.3.5.1.2 GS-US-320-0110 A Phase 3, Randomized, Double-Blind Study to FEAM
Evaluate the Safety and Efficacy of Tenofovir
Alafenamide (TAF) 25 mg QD versus Tenofovir
Disoproxil Fumarate (TDF) 300 mg QD for the
Treatment of HBeAg Positive, Chronic Hepatitis B
5.3.5.2 FEXRRABRBES
&R L
5.3.5.3 BHOHBRREZHE TRITLEREE
BENES HEBRES HEEDRE /2%
53.5.3.1 — ISE-Integrated Summary of Effectiveness (TAF Week NA
48 ISE)
53532 - ISE-Japan TFLs NA
53533 - ISS-Integrated Summary of Safety (TAF Week 48 ISS) | NA
53534 — iss-STATISTICAL ANALY SIS PLAN ADDENDUM NA
FOR JAPAN
5.3.53.5 - ISS-Japan TFLs NA
5.3.5.4 ZDMOAEBRTRES
BEHES HEBRES HEEDKRE Bl
53.54.1 PC-320-2002 Virology Analysis Plan for Clinical Trials that Include | NA
Tenofovir Alafenamide for the Treatment of Chronic
Hepatitis B
53542 PC-320-2009 Integrated Virology Study Report for the Phase 3 NA
Clinical Studies Evaluating TAF for the Treatment of
Chronic Hepatitis B
53.543 PC-320-2010 Japan-Specific Integrated Virology Study Report for the | NA
Phase 3 Clinical Studies Evaluating TAF for the
Treatment of Chronic Hepatitis B
53544 PC-320-2008 HBYV Polymerase / Reverse Transcriptase Cloning and | NA
Phenotypic Testing
53.5.45 PC-174-2007 Week 48 Virology Study Report of GS-US-174-0102 NA
and GS-US-174-0103
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fetE R L

537 BET 2 -ERRWESIRHE

BEHBES HEBRES WEEDRE il E

5.3.7.1 — FAEREDIRIL L 70> 7= FEAHBR L OT R | —
Btk DR FERRER OIER]— B

53.72 - FEfi S -2 TORKRBRICB O CREWER B2 | —
SNT-IEBD—E SR

5.3.7.3 — FEhi SH -2 TOMKRBRICBWTEERAES | —
LB I NTIEF O —EF

53.74 — Fhi S -2 TORKRBRICB O TR | —
AN SAER O —E R

5.3.7.5 — i SNT=E2TOEKRRRICBW BRI | —

KRR O LT 2 Y2 R L7124

54  ZEXM
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BEEES

EH. ], BEGGL

54.1

Agarwal K, Fung SK, Nguyen TT, Cheng W, Sicard E, Ryder SD, et al.
Twenty-eight day safety, antiviral activity, and pharmacokinetics of tenofovir
alafenamide for treatment of chronic hepatitis B infection. J Hepatol 2015;62
(3):533-40.

542

Allice T, Cerutti F, Pittaluga F, Varetto S, Gabella S, Marzano A, et al.
COBAS AmpliPrep-COBAS TagMan hepatitis B virus (HBV) test: a novel
automated real-time PCR assay for quantification of HBV DNA in plasma. J
Clin Microbiol 2007;45 (3):828-34.

543

Andersen PK, Borgan O, Gill RD, Keiding N. Statistical Models Based on
Counting Processes. Springer 1997.

544

Babusis D, Phan TK, Lee WA, Watkins WJ, Ray AS. Mechanism for
Effective Lymphoid Cell and Tissue Loading Following Oral Administration
of Nucleotide Prodrug GS-7340. Mol Pharm 2013;10 (2):459-66.

54.5

Behrens G, Maserati R, Rieger A, Domingo P, Abel F, Wang H, et al.
Switching to tenofovir/emtricitabine from abacavir/lamivudine in HIV-
infected adults with raised cholesterol: effect on lipid profiles. Antivir Ther
2012;17 (6):1011-20.

5.4.6

Berg T, Gane E, Jablkowski M, Urbanek P, Corsa AC, Liu Y, et al. No
Detectable Resistance to Tenofovir Disoproxil Fumarate When Given Alone
or in Combination With Emtricitabine in Chronic Hepatitis B Patients With
Documented Resistance to Lamivudine: Final 5 Year Results [Poster 1678].
American Association for the Study of Liver Diseases (AASLD); 2015 13-
17 November; San Francisco, CA.

54.7

Bristol-Myers Squibb Company. Baraclude (entecavir) tablets, for oral use.
US Prescribing Information. Princeton, NJ. August 2015:

54.38

Bristol-Myers Squibb Pharmaceutical Limited. Baraclude 0.5 mg and 1.0 mg
film-coated tablets: Summary of Product Characteristics. Bristol-Myers
Squibb Pharmaceuticals Ltd. United Kingdom. Updated 03 September 2014:
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Centers for Disease Control (CDC), Division of Viral Hepatitis. Viral
Hepatitis Surveillance United States, 2013.

5.4.10

Chainuvati S, Cheng J, Hou JL, Hsu CW, Jia JD, Komolmit P, et al. Patterns
of managing chronic hepatitis B treatment-related drug resistance: a survey
of physicians in Mainland China, South Korea, Taiwan, and Thailand.
Hepatol Int 2009;3 (3):453-60.

54.11

Chan HL, Chan CK, Hui AJ, Chan S, Poordad F, Chang TT, et al. Effects of
Tenofovir Disoproxil Fumarate in Hepatitis B e Antigen-Positive Patients
With Normal Levels of Alanine Aminotransferase and High Levels of
Hepatitis B Virus DNA. Gastroenterology 2014;146 (5):1240-8.

5.4.12

Chang TT, Lai CL, Kew Yoon S, Lee SS, Coelho HS, Carrilho FJ, et al.
Entecavir treatment for up to 5 years in patients with hepatitis B e antigen-
positive chronic hepatitis B. Hepatology 2010;51 (2):422-30.

54.13

Chen CJ, Yang HI, Su J, Jen CL, You SL, Lu SN, et al. Risk of
hepatocellular carcinoma across a biological gradient of serum hepatitis B
virus DNA level. JAMA 2006;295 (1):65-73.

5.4.14

Chen DS. Hepatitis B vaccination: The key towards elimination and
eradication of hepatitis B. J Hepatol. 2009 Apr;50(4):805-16.

5.4.15

Cihlar T, Ho ES, Lin DC, Mulato AS. Human renal organic anion transporter
1 (hOAT1) and its role in the nephrotoxicity of antiviral nucleotide analogs.
Nucleosides Nucleotides Nucleic Acids 2001;20 (4-7):641-8.

5.4.16

Coffin CS, Rezaeeaval M, Pang JX, Alcantara L, Klein P, Burak KW, et al.
The incidence of hepatocellular carcinoma is reduced in patients with
chronic hepatitis B on long-term nucleos(t)ide analogue therapy. Aliment
Pharmacol Ther 2014;40 (11-12):1262-9.

5.4.17

Corsa A, Liu Y, Flaherty JF, Marcellin P, Miller M, Kitrinos KM. No
Detectable Resistance to Tenofovir Disoproxil Fumarate (TDF) in HBeAg+
and HBeAg- Patients With Chronic Hepatitis B (CHB) After Eight Years of
Treatment [Poster 1707]. The 65th Annual Meeting of the American
Association for the Study of Liver Diseases: The Liver Meeting (AASLD);
2014 November 7-11; Boston MA United States.

5.4.18

Corsa AC, Liu Y, Flaherty JF, Mitchell B, Fung SK, Gane E, et al. No
Resistance to Tenofovir Disoproxil Fumarate Through 96 Weeks of
Treatment in Patients With Lamivudine-Resistant Chronic Hepatitis B. Clin
Gastroenterol Hepatol 2014;12:2106-12.

5.4.19

Degertekin B, Hussain M, Tan J, Oberhelman K, Lok AS. Sensitivity and
accuracy of an updated line probe assay (HBV DR v.3) in detecting
mutations associated with hepatitis B antiviral resistance. J Hepatol 2009;50
(1):42-8.

5.4.20

Delaney WE, IV, Ray AS, Yang H, Qi X, Xiong S, Zhu Y, et al. Intracellular
metabolism and in vitro activity of tenofovir against hepatitis B virus.
Antimicrob Agents Chemother 2006;50 (7):2471-7.

5.4.21

Delaney WE, 1V, Yang H, Westland CE, Das K, Arnold E, Gibbs CS, et al.
The hepatitis B virus polymerase mutation rtV173L is selected during
lamivudine therapy and enhances viral replication in vitro. J Virol 2003;77
(21):11833-41.

5.4.22

Dienstag JL, Goldin RD, Heathcote EJ, Hann HWL, Woessner M,
Stephenson SL, et al. Histological outcome during long-term lamivudine
therapy. Gastroenterology 2003;124 (1):105-17.
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5.4.23

EASL. European Association For The Study Of The Liver. EASL Clinical
Practice Guidelines: Management of chronic hepatitis B virus infection. J
Hepatol 2012.

5.4.24

European Association for the Study of the Liver (EASL). EASL Clinical
Practice Guidelines: Management of chronic hepatitis B virus infection
[published version]. J Hepatology 2012;57:167-85.

5.4.25

European Medicines Agency (EMEA). Committee for Medicinal Products
for Human Use (CHMP). Guideline on the Clinical Evaluation of Medicinal
Products Intended for Treatment of Hepatitis B, Doc. Ref.
CHMP/EWP/6172/03 23 February, 2006.

5.4.26

Forde KA, Tanapanpanit O, Reddy KR. Hepatitis B and C in African
Americans: current status and continued challenges. Clin Gastroenterol
Hepatol 2014:1-11.

5.4.27

Fung S, Hann HWL, Elkhashab M, Berg T, Fabri MJ, Horban A, et al. Long-
term Efficacy and Safety of Tenofovir Disoproxil Fumarate in Chronic
Hepatitis B Patients With Documented Lamivudine Resistance: 5 Year
Results From a Randomized, Controlled Trial [Poster 2004]. American
Association for the Study of Liver Diseases (AASLD); 2015 13-17
November; San Francisco, CA.

5.4.28

Fung SK, Mazzulli T, Sherman M, Popovic V. Tenofovir (TDF) is Effective
in Lamivudine (LAM)-Resistant Chronic Hepatitis B Patients who Harbor
rtA194T at Baseline [Poster 399]. Poster presented at: 60th Annual Meeting
of the American Association for the Study of Liver Diseases (AASLD); 2009
October 30-November 3; Boston, MA, USA.

5.4.29

G. B. D. Mortality Causes of Death Collaborators. Global, regional, and
national age-sex specific all-cause and cause-specific mortality for 240
causes of death, 1990-2013: a systematic analysis for the Global Burden of
Disease Study 2013. Lancet 2015;385 (9963):117-71.

5.4.30

Gilead Sciences Inc. Genvoya®
(elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide (E/C/F/TAF))
tablets for oral use. US Prescibing Information. November 2015.

5.4.31

Gilead Sciences Inc. VIREAD® (tenofovir disoproxil fumarate) 123 mg, 163
mg, 204 mg, and 245 mg film-coated tablets, and 33 mg/g granules.
Summary of Product Characteristics. Gilead Sciences Limited. Revised May.
2015:

5.4.32

Gilead Sciences Inc. VIREAD® (tenofovir disoproxil fumarate) tablets, for
oral use. VIREAD® (tenofovir disoproxil fumarate) powder, for oral use. US
Prescribing Information. Revised June 2015:

5433

Gilead Sciences International Limited. Viread 245 mg film-coated tablets:
Summary of Product Characteristics. United Kingdom. Updated December
2014:

5.4.34

Gilead Sciences. Genvoya 150 mg/150 mg/200 mg/10 mg film-coated
tablets. (SmPC). 2015:

5.4.35

GlaxoSmithKline. EPIVIR-HBV(lamivudine) tablets for oral use. US
Highlights of Prescribing Information. Research Triangle Park, NC. Revised
December. 2013:

5.4.36

Global Burden of Disease Cancer C, Fitzmaurice C, Dicker D, Pain A,
Hamavid H, Moradi-Lakeh M, et al. The Global Burden of Cancer 2013.
JAMA oncology 2015;1 (4):505-27.
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5.4.37

Goldstein ST, Zhou F, Hadler SC, Bell BP, Mast EE, Margolis HS. A
mathematical model to estimate global hepatitis B disease burden and
vaccination impact. Int J Epidemiol 2005;34 (6):1329-39.

5.4.38

Gordon SC, Krastev Z, Horban A, Petersen J, Sperl J, Dinh P, et al. Efficacy
of tenofovir disoproxil fumarate at 240 weeks in patients with chronic
hepatitis B with high baseline viral load. Hepatology 2013;58 (2):505-13.
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Hawkins T, Veikley W, St. Claire RLI, Guyer B, Clark N, Kearney BP.
Intracellular Pharmacokinetics of Tenofovir Diphosphate, Carbovir
Triphosphate, and Lamivudine Triphosphate in Patients Receiving Triple-
Nucleoside Regimens. J Acquir Immune Defic Syndr 2005;39 (4):406-11.

5.4.40

Heathcote EJ, Gane E, DeMan R, Lee S, Flisiak R, Manns MP, et al. A
Randomized, Double-Blind Comparison of Tenofovir DF (TDF) Versus
Adefovir Dipivoxil (ADV) for the Treatment of HBEAG-Positive Chronic
Hepatitis B (CHB): Study GS-US-174-0103 [AASLD Abstracts].
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5.4.41
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Information. Gilead Sciences, Inc. Foster City, CA. February 2012.
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17th Nationwide Follow-up Survey of Primary Liver Cancer in Japan.
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Functional involvement of multidrug resistance-associated protein 4
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5.4.44
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