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Aot HE L
(M: 990U/L %%} 9% 7%
(F: 845U/L %}

g7 opdelelA|(175U/L 23} 8% 4%

dZel L2TEA|(550U/L 27 1% 0%

AST

(M: 180U/L Z3}) 3% 3%

(F: 170U/L %3}

ALT

(M: 215U/L Z3}) 2% 3%

(F: 170U/L %3}

& = Z 24 (8.0mg/dL v]TH 0% 4%

T EFF(250mg/dL Z3}) 2% 1%

¥ (75 RBC/HPE %3} 3% 2%

%h(3+ °]’d) <1% 1%
T+(750/mm3 T 7 3% 5%

I H = = = =

Tj_) el EglZEAEE (750mg/dL = 4% 29,

a. 965-14452] Al A A}
o /AE A EFH]

Al 907: o] APl HFE HAPAA o] FWhgS H:EHo] H floF X7 IAFoNA HILE NER
=]

=
TGk 5F 3% 4 YU o

X7 A 907(0-48F)01 A 1% o) LAo] By FF 3/4 APAF o] ks
Bl = 2 H] o] (9] oF
Bl = 1] of fleF Hl=2rlo] oA 8= o]
(N=368) (N=182) (N=368) 2 wA)
(0-245) (0-245) (0-485) (N=170)
(24-485)
ololo] =1 o] AF 1417<4ﬁ
y‘jr;i]fgﬂ 301 294 4 25% 38% 35% 34%
Eg 28 Mg =(750mg/dL ) 8% 13% 11% 9%
Aotd &daa
(M: 990U/L 27} 7% 14% 12% 12%
(F: 845U/L %)
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g3 oldatobA|(175U/L 23} 6% 7% 7% 6%
=3+ o)) 3% 3% 3% 2%
AST
(M: 180U/L Z=3}) 3% 3% 4% 5%
(F: 170U/L %3}
ALT
(M: 215U/L %3} 2% 2% 4% 5%
(F: 170U/L %3}
P F(250U/L Z3) 2% 4% 3% 3%
ZA7H(750/mm3 v 7h 1% 1% 2% 1%
AlE 102, 103: 4857t 5F 33 4 APAZ o] durgo 8oF U8 ik 8 ve Jdo. 57 37 4
APAA o] gukse Hu 1445 FeF H=XEHOJZ 2% g E W oA Yehd o] duks
I FAR T
8. A1 1029} 10304 BHl:=EnHo] X7 TEFNA 1% o)A Dol Rud ST 3/4 AFAZH o] At
_g__
H=3xuo] ofu]EH]of
(N=426) (N=215)
Adojo] S5 3 ol A Aol o]y 19% 13%

Idold FXH a4
(M: 990U/L %3h 2% 3%
(F: 845U/L %3}

g opdglolAl(175U/L %) 4% 1%
F(3+ oA 3% <1%
AST

(M: 180U/L %3} 4% 4%
(F: 170U/L %3}

ALT

(M: 215U/L %23} 10% 6%

(F: 170U/L =3

or, @4 ALT7} 715A]9] 28] Z3olan A2 331 e] 100
& ©o] F26%)F oFH En0](2%)3tell FAFAT ALT A2
o7, HBV DNA 9] Zaeh o7 Ao o519

ALT T22 Algleks W7dshA] @t 4-8F ool a2+

10. THFTeiA ] 1)

AE % 300mghth 1Y B8 e 9 FFe ABHolh AP 01NA, HeEulo] i
A FrleolE 600mge 289 Bk 899 BRI AT TS FFO] oML BI

o BEHe 59 Aol U Jge ¢

HFFe] WAN 54 F4 BAste] BAE RUEYso Su B ¢ HE BE ABHS A
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U= A Bgudrksdua E}o| A o] RHAABEIME X8 &8 F7}

12. A E71A

® Nucleoside reverse transcriptase inhibitor (NRTI)

2 F2AY - EISHND 4P % BEEY YAl BE 2B
o AP E

3. AAFA #I A8
o S FALE Gl

5. el ztgo] B A=
o JHAY BE AR DS

6. A #F A=

6.1. 93 A A2 (Clinical Data Package, CDP)
® GS-US-174-0102(HBeAg-negative patients)
- ZgFo] EAM](pre-core mutant)E FAH = B IHE A Fol| ik Bl=XH|o] DF o o}dxH]
o] Hu&Ede 29, olTA, hx BT}
-89
4859l|, adefovir dipivoxil ¢F& & FAE BT} FoeA o €& Hx¥Ho] DF & X7
Aol AN (HHT B FAHLS A=

19 ox ot

2k u Z2 8t W&y} HBV DNA9| 400copies/,L w|qte] #az
oS 24tk & WhgS Hx=XH|o] DF & Fo 1§ 29 708%, ofdlEHlo] TFEA
E 5o 15 #4°] 488%. H:=XH|o] DF & Fo7} oftxu|o] HuHA ofE FojRT 1 99
- =W
tenofovir DFZ 4853t X 83 o|%, HBV T84 o BHE B9 fX|olA 3y HPo] &z
HA gt MEHOE rtN236N/T 2 rtA18ITA A EAMo]E Bl 2% 9] HBV X85 WolE Ay
o] gl HAFAE EF3le, otdlzulol tIEHAZ X853 FPA 1258 F 5.6%°1AA BHE 29 W

Aol ARG, AFAIA e G MEREH(25%S] NAE)S dte F¢ & F oW 9
T AEHA S

e

oty ZHlo] TyuE A GA}E okdA Tedd, HIV 29 #xlo] W3t tenofovir DF] &7 otA
7 ZE3dI dAATG

9,

ot

- 4859 X F27]7HEet H=xuo] DF 4 ofd|xZHo] tu&EA vl
- 837 : HBV DAN <400 copies/mL ¢} ZZ &4 7fdo=z Hofw nlo]H =3 wb

oo
Ry
ne
ol
oX,

16



Study and

changes from baseline at conserved site
locations.

e G5-US-174-0103(HBeAg-positive patients)
- HBeAg 474 w4 BIYE Azl Wt vl=3u]o] DF tf ofd|EZnH|o] fajBde] F29, o]5

A, =z Bt

- &%

Week 489, Adefovir dipivoxil ¢F& Fo I1F FAEo|A EU tenofovir DF

’ . N e Study/
Control Number o
Fopulation
g Duration of | Subjects by I
Study Objective (s) Design Regimens Treatment Treatment Entry Criteria
Prumary: Fandonuzed, TDF 300 mg First 48 TDF =230 Adulr subjects with
e-blind : reaks: V=125 v :

To compare the efficacy of TDF 300 mg (_1“1'1 le-blind, ) QD., _Wflil} weeks: ) ALY 1 CHE. HlE.le_iL_n .

R ; B ; - double-dummay | administered | Double-blind nucleos/tide natve o
QD versus ADV 10 mpg QD for the TDE 3 o e i 2
treatment of presumed pre-core mutant ADV ik marneti e expeiened (b a

stine 3 i . _ . bas
CHB at Week 48. Primary efficacy endpoint | Lo ADV 10mg | treatment FTC), baseline HBY
; . : : ; eAp— QD, orally with orally DMNA 5 loggg
is the proportion of subjects with complete subjects for i i tad admmnistered copres/mL
e 5 7. TA = A ies! d ACITImsier - s )
;E.‘f{;n :_ [I_*IB\. EIJI\A ; J—L 10 copies/mL and | oo open- IDE or ADV screening
NS00 ZIC INPTrovement). 1ﬁb¢] TDF ALT =TLN but
To compare the safety and tolerabality of extension to Post-Week < 10 = ULN
TDF versus ADV at Week 48 240 weeks B
Week 240:

Secondary objectives include the Open-label
comparizon of resistance mutations, TOF. with
virological, binchemical. serological. and optional
histological response between treatment cwiteh at
groups. Secondary 48-week endpoints Week 72 and
include ranked assessment of histological beyond to
response; change from baseline in HAT FTC 200 mg
scores; HBV DNA < 169, < 300, and (TDF 300 mg
< 400 copies/ml: change from bazeline in combinatitn
plasma HEV DNA; ALT normal or product if
normalized. HBeAg Seroconversion. confirmed
HBsAg loss/seroconversion, and genotypic Viremmic

SE CREEYR

o 2 ¥&9 FAE50] F2o5A HBV DNA <X 400 copies/mL v% (2, 76.1% vs. 13.3%), 300
copies/mL W%t (Z+2Z}, 73.9% vs. 12.2%), 1€]3L 169 copies/mLe] &4 A= 3}g w|vk (LLQ) (Z4,

68.8% vs. 89%)5 EA3IA .

olF WA & g @yl F B 2T H
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Stndy and

C 1 Numb T Ryl
‘ontro Number o 7
- Population
Drug Duration of | Subjects by I
Study Objective (s) Dresign Regimens Treatment | Treatment Entry Criteria
Primary: Randomized, TDF 300 mg First 48 TDF =176 Al sulyjects with
" donble-blind, Q0. orally weels ADV =90 CHEB, HBeAg+,

To comue the eficacy of TDF 300158 | o dummy | atminiesed | Deoublebind mceoshide nave.
Sk vy ‘I'HB a :{1':!-.33 Di,:, mk-—ls TDF versus randomized baseline HBV DNA
MG OLLT AR o N B Ve ADV in AT 10 m treatment > 6 loge copies/mL,
Primary efficacy endpoint is the proportion | a0 U D. orall g with asally screening ALT = 2 «

aihiasts H i o . Oraily " o
of subjects with _mllnplere response (HBY ubjects for i | administered VLN bus < 10 »
DNA < 400 copiesiml and histologic 48 weeks; open- R R UIN
improvement). labe] TDF TDF or AD e
To compare the safety and tolerability of cxicnsion to Post—Week
TDF versus ADV at Week 48 240 weeks 18 o

; Wesk 240

Secondary objectives include the Open-label
comparison of resistance mutations, TDF, with
virological, biochemical. serological. and optional

Listological response between treatment
groups. Secondary 48-week endpoinis
include ranked assessment of histological
response; changs from baseline in HAT
scores: HBYV DNA < 169 < 300, and

< 400 copies/mL: change from bascline in
plasma HEV DNA; AT T nomual or
nonnalized. HBeAg loss/seroconversion,
HBEsAg loss/seroconversion, and genotvpic
changes from baseline at conserved site
locations

cwitch at
Week 72 and
bevond o
FTC 200 mg /
TDF 300 mg
combination
product 1f
confiimed
virenuc

- 4859 X 87|7HE¢t Hx=xvo] DF 4 oldl o] tuEA v
- &3 : HBV DAN <400 copies/mL ¢} 2287 sfxoz Hojd nfojgjadhz wkg H|dGA
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T8 527 g 2 7Y QKRAT 4 AE, GS-US-174-0102 A9} GS-US-174-0103
Ao A& 48F AR)

Standard
Difference Error
TDF ADV (TDF-ADV)| Difference (95% CI)° P-value®
Complete Respuuse"
(Missing=Failure)
Study 174-0102 (HBeAg-) N=250 N=125
Yes 177 (70.8%)| 61 (48.8%) 235% 5.2% (13.2%. 33.8%) <0.001
No 73(29.2%) | 64 (51.2%)
Study 174-0103 (HBeAg+) N=176 N=90
Yes 117 (66.5%)| 11 (12.2%) 54.1% 4.8% (44.6%, 63.6%) <0.001
No 59 (33.5%) | 79 (87.8%)
Histologic Response®
(Missing=Failure)
Study 174-0102 (HBeAg-) N=250 N=125
Yes 181 ( 72.4%)| 86 ( 68.8%) 5.2% 5.0% (—4.5%, 14.9%) 0.293
No 69 (27.6%) [ 39 (31.2%)
Study 174-0103 (HBeAg+) N=176 N=90
Yes 131 ( 74.4%)| 61 (67.8%) 5.8% 5.8% (—5.6%, 17.2%) 0.320
No 45 (25.6%) | 29 (32.2%)
HBV DNA Result?
<400 copies/mL
Study 174-0102 (HBeAg—) N=250 N=125
Yes 236 ( 94.4%)| 80 ( 64.0%) 30.3% 4.5% (21.6%, 39.1%) <0.001
No 8( 3.2%) | 41(32.8%)
Missing 6( 2.4%) 4( 3.2%)
Study 174-0103 (HBeAg+) N=176 N=90
Yes 140 ( 79.5%)| 12 ( 13.3%) 65.9% 4.6% (56.8%, 75.0%) <0.001
No 29 (16.5%) | 74 (82.2%)
Missing 7( 4.0%) 4( 4.4%)

a  Difference. standard error of the difference, and CT are stratum-adjusted. P-values correspond to a Z-test of the null
hypothesis that the difference is zero.

b Complete response defined as at least a 2-point reduction in Knodell necroinflammatory score and no worsening in
Knodell fibrosis and HBV DNA below 400 copies/mL.

¢ Histologic response defined as at least a 2-point reduction in Knodell necroinflammatory score and no worsening in
Knodell fibrosis score.

d  TagMan HBV 48 assay LLQ = 169 copies/mL (29 TU/mL); values below LLQ set to 168 copies/mL (28 TU/mL) for
quantitative analyses.

Programming Details: Week 48\WersionS\intext\n tab2rtf.sas v8.2 Output file: t pend.pdf 31AUG2007:13:45

Source: Module 5, Section 5.3.5.3, Table 3

(GS-US-174-0102 179} GS-US-174-0103 7 FAFSHAl ©]#1elg)
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E 2 GS-US-174-0102 2! GS-US-174-0103 27O CHA A HBeAg- 2 HBeAg+
ulgExd cier F2 24 29

Study GS5-US-174-0102 Study GS-US-174-0103
(HBeAg—) {HBeAg+)
TDF 300 mg ADV 10 ing TDF 300 mg ADV 10 mg
Parameter (N=250) (N=125) (N=17d) (N=00)
Complete Response (%) * 70,54 48.8 66.5* 12.2
Histology
Histological Response ()" 724 68.8 74.4 67.8
HBV DNA (%)
< 400 copies/mL (69 IU/mL) 03.2% 63,2 T76.1* 13.3
< 300 copies/mL (32 IL7AnL) 92.0% 59.2 73.9¢ 12.2
< 169 copies/mL (29 TU/mL)
(undetectable] a1.2* 56.0 68.8% 8.9
ALT(™0)
Nompalized ALT® 76.3 77.1 68.0% 54.4
Serology (")
HBeAg Loss/Seroconversion Not applicable | Not applicable 22.2/209 17.5/17.5
HBsAg Loss/ Seroconvarsion 00 /o 32M13 ]

*p-value v adefovar diprvoxal <10 05

A Complete responsa defined as HBYV DNA levels < 400 copies/'mL and Knodell necroinflammatory score unprovement
of at Ieast 2 points without worsaning in Knodell fibrosis scors

b Knodsll necromflammatory scors improvemant of at least 2 pomts without worsening in Knodell fibrosis scors
¢ The population used for analysis of ALT normalization included only subjects with ALT above ULM at baseline

— GS-US-174-0102 % GS-US-174-0103°] AFA F48F-o14 96F) & k& 29X
7}, GS-US-174-0102

- 3757 9] HBeAg-#A45 o= 3sfm tjiFLe

FH Atol= A mA Al Ae(16%7t 2r]d

S FASL 4850 wgoER A9Aste] A5E AL wa

A 2 34015 1579
[e]

o] YA 18% =
LAz AR T2 wpg
?ﬂiﬂ 3759 32} Z= o}y EH]o]

Ua 54 oS 1258 0)al 485F & o|& F 1129¢] otul X

Hlojo A HxXH|o]E oFES

9]

|

1}, GS-US-174-0103

- 266 9] HBeAg+3A5 Uldo=z
A8l d& AR AAH=E
g A& MRS dASAE96F Al

H)}
/2667 °]al 485 § olE T 84| olH| X

sk Wlo] 2e}lel A 2.4 3%ure] gElNY Fo
wae] wMRgY BAEL
£yl uehgl gy

Hlojol A Hi=EHlo]Z oFES 2914
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Figure 6-1.

Week 96 (Randomized and Treated Suhbjects)

N=375
Randomized and Treated

N Prior to Week 48 =
n=250 IDF=6 n=125
Tenofovir DF (TDF) [ | ADV =4 | Adefovir Diprvoxil (ADV)

Figure 6-1.

Discontinued Treatment

Disposition of Study Subjects in Study GS-US-174-0102 Through

Entered Open-Label TDF Treatment
Period after 48 Weeks of
Double-Blind Nucleotide Treatment
TDF-TDF =235

ADV-TDF=112

TDF-TDF n=10
TDF-TDF ADV-TDF a=2 ADV-TDF
n=225 n=110
Completed Week 96 Permanently Added Completed Week 96
Emtricitabine to Open-Label
TDF Regimen
Week 72 to 96
TDF-TDF n=2
ADV-TDF 1=0

Discontinued Treatment
Between Weeks 48 and 96

-

Source: Section 11.1.2, Table 22; Appendix 14, Listings 5. 7. and 43

Randomized and Treated

N=2166

Disposition of Study Subjects in Study GS-US-174-0103
Through Week 96 (Randomized and Treated Subjects)

=176

Discontinued Treatment

Prior to Week 48
TDF =11
ADV =3

Tenofovir DF (TDF)

Adefovir Dipivoxil (ADV)

n=290]

Entered Open-Label TDF Treatment

Double-Blind Nucleotide Treatment

Peniod after 48 Weeks of

TDF-TDF = 134

ADV-TDF = 84

—

TDE-TDF
o=145
Completed Week 96

Discontinued Treatment
Between Weeks 48 and 96
TDF-TDF a=29
ADV-TIDF n=1

Added Emtricitabine to
Open-Label TDF Regimen
Week 72 to 06
TDF-TDF
ADV-TDF a=13

n=15

Source:

ADV-TDF
n=383
Comgpleted Week 96

Section 11.1.2. Table 24: Appendix 14, Listings 7 and 45
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e (GS-US-174-0106
- T BY el tisiA @Al oldHlEd]o] YIEAZ XFEE TI Q3 AHHOZ upolH vt &
A Q= IR g3 g=¥Ev| o] DF G922 ot Emtricitabine®} BH|:=¥4H]o] DF 1% &% 23}

Az FEA, A L RIS GASY] AT A2, TR WA, olFPHAT

o]z WY & A&
A& 1% A: tenofovir DF 300 mg Al QD +emtricitabine/tenofovir DF 1% HA QD, 2+ F4

A E 1% B: emtricitabine 200 mg/tenofovir DF 300 mg A QD (% &% E§8Al) + tenofovir
DF ¢eF A4l QD, 47 F<

etdA A F 71A tenofovir DF & ¥ W E
St Augt FAEE AP Fo T, Fof §7F
FA

3]
B g TaA BAS AP B ABsE
= A

= (57 1 A
530tk 59 3 EE 4 ABs 183 Fud

o]’ ¥k (SAEs) & =&tk 1 719 SAE (A& F TAS ALT EH)= A3AE AFA o] o) Al
okt o] e Ao FAHAT e 2 219 SAEs (H¥# At B WE)= AP Fojek #
dE Ao R AGEHA FUuh YAAF 71 S AP Atdls RuEA o 3 9 E Fod)
#HE 21 ABsE HAYEA] ekt

® GS-US-174-0108

- FEA EESS Ad v B 1 H@E A A= ef o] ¥ BE HEY AEES o
o] H=EH]o] DF, emtricitabine® =
713, T2 A

ZHjo] EF, dE7HH o1& Hlwstr] & A2, olF™4, o

® GS5-US-174-0105
- Bl R 14 §%9] emtricitabine®} H:=¥#8]o] DF 234 7F FEFeistd 45289 7}

TS Bt

612 AESA : HF

o W= :2008.08.11 &5 EY F7}
o 3 :2008.0423 E5aEY F

A A=A HEIFER Hl o =3

34} (F)Zetazv 2zl Bt o o) 22 Al o U
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(704} Gilead Science)
H=Euo] tixz=sa
FAEH o}E| EZ 1) &4 10m A EF7FHIo] 0.5me, 1m
T8 3 el o tg &4 g E}7}H] of g g Sulg o] & 300mg
EL :
H2807] 2004.02.19 2006.05.24 2010.06.23 (HIVZ &= 2.4))
g3 oprmMolas (ALT & |54 wpelze] HA7F &1 [1HIV-1 24
AST) 7} A&HHeR ASHAY A, 3 ool EAN(ALT E|49lox HIV-1ZEe] 82 ¢
223 & Afs Uels|s AST)Y A&5H Ao v 2|5 g2 gy Ezblo)g A4 9
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