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AR PRAFSRAE LRAFIERE PRAFHIH it SR

EWRFER 25°C/60%RH HDPE &~ kL 36 4 H Bl L

N AR ER 40°C/75%RH HDPE 7~ kL 6 & H ik L
120 /7 1x * hr DA k-, B CEHEH)

TrlERER () FRUTER MRS = R L — TIIARANLT — B L
200W * hr/m? L Cot i)

HEREA - RN, EBRWE. K. EHEROE R
HDPE : HEERY = F L

T/ £y Mg 300mg 5B &M 30°C/T0%RH (23 1+ 5 & FE 4 HERBAE

TSR N .
(BT %ﬁ% Peik WE B s s
7 H (%) (o] (o]
BRI IF HaD7 4V ha—F 4 v ThE 0.94 2.94 100.7
2 HtaD 7 4V ha—F 4 v ThE 1.06 3.94 99.7
trT 7 K 4 M HEODT 4V ha—F 4 T 1.11 3.76 98.8
6 M ] HtaD7 4V ha—F 4 v ThE 1.20 3.64 99.7
8 1 il HEDT7 4V bha—F 4 v TEE 1.36 3.76 99.0
BR AR IEF HEGDT 4V ha—F v ThE 0.94 2.94 100.7
2 HEaDT7 4V ha—TF 4 v ThE 1.06 3.79 99.6
75 AR 4 1AM HEaDT7 4V ha—F 4 v ThE 1.11 3.64 99.4
6 i [ HEaDT7 4V ha—F 4 ThE 1.21 3.46 99.6
8 JAM HEGDT 4V ha—F v ThE 1.36 3.78 98.8
BRI

DEMITITE R T 7 SR T v AR V., 30°C/70%RH OPRIFSAM T TRAFS D L EMREBR A 1T o 7o, IRA1F
Psht%. 2 WIS, 8 WA £ T, PRI, WEEWHEE, KOMEEOEREICOWTHE L7z,

AR R
2HBDOHUME b, KOEDOZALPHURIEZ B A TRO SN, SR OMER, REBGWE K OEREITRK
NTH-oZ &L, ELREDETLZIIZLTVD LIFB AT,

5. ABZRUVBRROREN
YL

6. FlEDEEZEILL (MEBIEFHNEL)
BRI



10.

11.

12.

13.

14.

. BHT

(GiR)  HJR wHRERE B2k OSPAVE)
&M W% 543 50 AR
FRERIK : 0.01mol/L HEEFRERIT

GRESL)  ARERD 30 0% OEHFRIZ 85% LA ETH - 7=,

EMFRERE
Y LA

HAIP OB RS OREBHARBRE
SROV AT B A 1

HFEDOFEDES DERE
Bk v~ 777 4—

bl
M LR

BAT SRS D H 5 5
Hriz7p L

ABRRRELGRSR - NELNRRLERICET 5158
7 /By ME 300mg [ FFLAVFRERDS (22 A L T\ 5,

AV TPooaTd v RE— 2,

TovaT v RE—=H AT (REV) OB

AR MLDXY v T EHLAENLEIL, v v 72D,

V. ®FIBET2IER

CSLERRRABI IE 0 & 13, LRI IEBITIC < < iR o BTIE A RERR. & 1L BB IE AL T B

ZD1th
Brizz L



1.

2.

V. JARICEIT SIEH

ThEE [IZhER

B BURF & A JL R DIEFE % BT EE D R E A RESE S 7= B BUSMHATREBIZE 15 B BUFF 20 1 JL R DEFEHNH
5. MREXR ISR ICEHET 53FE

5.1 ARAFEG-BAAAIZSENLH . HBV-DNA ERICE D, VA NV ADHEEZERTH 2 &,

5.2 KRN O GBI, hoFt Y A L AFNZET DIER A D BE ~OFEHEIC OV TiX, BN
DHA RTA LV FEEHEIITH L,

(fEER)

5.1 KAl #5565 B # 1, HBV QG % £ 5 FFHERE D R iR S vz B AUBMATRBERE TH 5, AK
O 5% PG HR1ICIE, HBV-DNA E&IZ X Y HBV Ol R4 5 2 &,

5. 2 RFNDEHITEE L, EWNANDOH A RTA4 VEORFOERESEICTDH L,

RERUVRE

WE. RAICIET 2 AREL DY ki< Ui E LT 1A 300mg 2 1 H 1 ERO&RST 5,
1 RERUVAZICEET R

1.1 RRIOEL M, PFRIESIZONTCE, BRSO A RTIA VU EEBBITTH &,

(fE5%)

ARNOBEIZEE L Tk, ERNAOT A T EORFOERESEIT DL &,

1 BERUVHAEICEET R

1.2 BRIOEREY THHT ) ARENL PV Faxi V7w s atilFl L i La2n b, 127/
FEN 7772 N7 VBREZEDRACONTHIFH L2nZ &)

(fEER)

ARNDERI Sy THHT I REN DY Fax o L7 A gi kT ) RN 757 2F 3 R7~</UgthlL, 7/

RELVDT T RT v 7 ThhHlcd, KlnEa0RAIEIH LXK 2FETH 2 L,

1 AERUVAEICEET 58
7.3 EREREREE B TIE, AFIO M PREDN AT 50T, BRECIK TSN TROKREGHEZ L L
T5, [8.2,9.1.2, 9.2, 11.1.1, 16.6.1 Z#]

JVTF= I 0T 7R | BEHE

50mL/min 2L I 300mg & 1 A 1[1]

30~49mL/min 300mg % 2 HIZ 1 [9]

10~29mL/min 300mg & 3~4 HIZ 1 [A]

IMIEEHT B 300mg & 7 BT 1A TR 12 BRI OBHTHE T %12 300mg & 3% 5

) MBI ERES, k. 7L T7F=227 U7 522N 10mL/min &7 T, BITEIT> TR WERFICEIT
23R ENRE T MRE STV R0,

(FEER)

AFNIT 7 FE N E L TEICEH SIS 720, BHEGEREE RS CIIAKI OB EIE U, A yRE»N A
THIBENRD D, LIEN-> T, KB ZBEEREEDH L BE~KRETIHAEITIT. BEORERE (717
F= 7 VT IR WS UHERVCHEZR# T &,



V. BEICEHY BIEH

<BE  BHENMETLTWSIERAOMGBREE>

EHRREIN N 21T, AH 300mg # Bl G- Lica, 2 v 7 F =027 U7 7 2 A7) 50mL/min Aili O £
FHDHNNIBNZ2VE LT HRMEALBEICBNT, 7/ HRELD Cux KONAUC 28 EH- Lz (UREAIZ
BT D RE) .

BHEETZE I SEEICKH 300mg ZEERZOKRE LEROMERT / RELOEYHE/ NS A —4

CLcr WJ 4}& Cmax AUC (0-inf) CL/F CLr
(mL/min) (ng/mL) (ng-hr/mL) (mL/min) (mL/min)
>80 3 335.5+31.8 2184.5+257.4 1043.7£115.4 243.5+33.3
50~80 10 330.4+61.0 3063.8+927.0 807.7+279.2 168.6+27.5
30~49 8 372.1+156.1 6008.5+2504.7 444.4+209.8 100.6+27.5
<30 .. 11 601.6+185.3 15984.7+7223.0 177.0£97.1 43.0431.2
(12~28) !
R A3 4> R
jggﬁg%g;g§§4%§ 9 1061+252.8 44900.8+12956.8 72 — —
X 13 A ER
5Egﬁ£%;%§;;4%§ 8 904.5+326.3 15768.145366.3 2 — —

Mean+SD
£ 1) CLer 28 10mL/min KT, BT 21T > TORWEFICE T 2 EpEREIImE S TR,
£ 2) AUC (04

7o B MIBHTIZ & D BREZRIT 54% T, AHK 300mg H.[AIF 5-RF12 1% 4 R O BT L 0 & 5208 10%
NE SN,

3. ERERHLHE
() BRERT—2 N\ 75—
ENEERAR GHEER)

&E5& (1 &)
Phase REBRE S | HBROBEY | 1EHRTYA K5 (&T1HI1ERAO#ELE) | EBREK
511
BIAH | LOC115409' | A %hi: R. AC. DB | R{G¥ {18 | TDF 300mg XX ETV 0.5mg | 165
et (~2438) | CHB # | % 48 W 5% . TDF #ti%

K&OYOL (24 | # TDF Eifi & Tk 5- . ETV
H~) REVE 48 R TRlBRIE T
HIAH | LOC115912 | A% | OL fth #7057~ | TDF 300mg % TDF LiiE T | 34
ek B A E M| kil S
CHB #4 (AIVARIC L Y LAM 100mg
XU ETV 0.5mg % O % 5-)
BIVFE | YAXI-1 BRARZERE | OL HA NfEEE | TDF 300mg % 22§ ICHE | 6

BN 5P &5
AC=FHIR, CHB : BAUEIMEATJc. DB=—HEE##. ETV : =T B EAKY, LAM : 737V, OL=HEE#K.
R=5 & .fk, TDF : 7/ RE)L PV 7FaFxi L7~ ik

1. B [E YRR R R




V. BRICEY 5EE

BYVRRAAER GHiE R

#h5& (1 H&E)
Phase | #ES |3 B 16587 1 PSES (&1 HI1ERAEE) PRERTE L
5 H1H
1M | GS-US-174-| Fi5hPE | R, AC, DB | ADV " %5 | TDF 300mg X |% FTC *? 105
0106 LA EARRMME | 200mg/TDF 300mg % 168 i [#]
DNE £ CHB % | &5
BIFH | GS-US-174-| A%hE | R\ AC, DB | FEfUfEME TDF 300mg, FTC 2 112
0108 Tt CHB /2% 200mg/TDF 300mg X% ETV
AR 0.5mg (3% 1.0mg) % 168 i
i 5
HIM | GS-US-174-| Fi5hPE | R, AC, DB | ARif{fE | TDF 300mg Xi% ADV *V 375
0102! et (~48 i) M CHB | 10mg % 48 HH$e 5%, TDF
BAEME | KO'OL 48 | ¥ (HBe L | 300mg % 384 HIFE TG (72
IH~) J ) LI FTC 2 200mg %
BN AT)
M | GS-US-174-| A%k | R, AC, DB | KI#EIAHE | TDF 300mg (% ADV ™V 266
0103! LA (~483#) | PECHB . | 10mg % 48 #M] 5%, TDF
FoeaLy JOYOL (48 | & (HBe $iT | 300mg % 384 HKF £ THH (72
IH~) JREE) LI FTC 2 200mg %
BN AT)
HIIAR | GS-US-174-| A0 | R AC. DB | LAM ittt | TDF 300mg XI% FTC 2 200 | 280
0121 frad=xn AEM: CHB | mg/TDF 300mg % 240 ¥ [ 4% 5
D B

AC=%H5M, ADV : 75 AR E/L ERF L LED
%\ FTC 2)

VT~ )VEREE
1. FEEEI MR
HE1) AL TORFEEFIEL TN,

£ 2) BRUSMEATRE « [ENARKR,

. CHB : B BUEVEF4, DB="EEM. ETV : T 7 E/L/KF
AN TUHEY LAM: 737V, OL=3EEMR, R=7 v # 2k, TDF : 7 /KRENL VY7 ak

EABRERERER (&R : HIV-1 BEEE) GHEZH)
Phase | BES |HBROBH| 15T A v ES &5 )51k PERE I
%1/ | GS-97-901 | EEhRE | R, PC, DB | HIV-1 J&¥: | TDF 75mg. 150mg. 300mg. | 59
FH LA BE 600mg. 75mg+t R L
AN 7 500mg (1 H2[RE]) | Xz~
Z¥AR%E 1 H 1B, HEKROK
Eih (28 HIH)
BIOAH | GS-98-902 | A%t | R, PC. DB | HIV-1 Ji&¥: | 7Z &R, TDF 75mg. 150mg X | 186
frge Xl (~48 1) | BH 1% 300mg % 48 W HEH# (7
AN | XOYOL (48 ZEARIL 24 W% TDF
H~) 300mg (2B Y &% z2 %) | TDF ##
I% TDF b1 F Tl 5-
DB=_HEEM., HIV-1=& FERRT A LA 1 B OL=3EEM, PC=7"7 A, R=7 & Aft, TDF: 7 /&

L DY FuaxiLT < gk

(2) BRERMNER

1) BE7F0JH#AKEROREE B HEMTEERE

BlgT 7 v 7 RFIRIGHR O RAENE B RUBMEATR EEA T3 L, AH 300mg 2 1 H 1 BS5 LERN 1

i

BR (LOC115409 35k, 48 3@M:) M UWMES 2 #BR (GS-US-174-0102 K Or 0103 3Bk, 48 #@K) BT v
A VA AR R OVMILTE F IR R A 221 1SR,

AFN DA

ESUTRRIT, [BRUFR U A b 2 DHIFE Z PO FTEERE O 525 23RS S U 7 BRUBMETR RUC 81T % BT

KA N AOEEFEIE] | B LR OCHER, BRE . RAKIET /R EL Y Faf 7~ Vg e L ClE300mg
ZIHIERA®KE T 2,] Thd,




V. BEICEHY BIEH

®-1 BET7FOJHERBROKEN B RISGHRBESICHT 54% 300mg 1 B 1 BIREHD
VA IVARZEH, EEFHRTMEFRIZR

[E PN AR ER YA AR R BR A AR ER R
LOC115409 GS-US-174-0102%*%% | GS-US-174-0103%%%*
B 48 JH I 48 JH 48 I
= ‘ i
AR (109 f5) (250 1) (176 1)
¥ 5.5 HBe H1J5 ot B Ok (=X it
¥ 5.5 HBV-DNA fif+ 7.00+1.498 6.86+1.308 8.64+1.076
PEUER 75 (logio copies/mL) (109 1) (250 1) (176 1)
I;)Bq\;'g\fﬁ {?gig”g%; 48641353 45741347 6.17+1.067
= @ - (109 ) (241 1) (160 1)
(logio copies/mL)
e {1 52 77% 91.2% 68.8%
HBV-DNA [2fE{Eer (84/109) (228/250) (121/176)
. 75% 76.3% 68.0%
ALT IEf L (62/83) (180/236) (115/169)
o 9% 20.9%
R R (4/43) - (32/153)

* [ENFER : 2.1 logio copies/mL (/N Z TagMan HBV 24— ] v2.0 OEE TIR) Hiw, #EER : 169 copies/mL
(Roche COBAS TagMan HBV Test O /& £ FFR) Al

#* P BRI ALT fE23 FEUERPH EIR A B % TV o B O Bt

##% HBe PLIRL D IH KD HBe HLiRk D HH

#kax GSUS-174-0102 LN 0103 SBRCTiL, 7 I 7V Xid= A MY ¥ EVEHREGRZZFNEN 172%., 45% &

LOC115409 GBRIZENFEIAH, Skt 7 o4 b, EFEx, “EER, WTER RGN 0N
F—T TV T, HEMR FTAAI 300mg XIET= T HENL05mg & 1 H 1Al 24 HIFE TR L
L., Sl IEFER N TENEIN 48 R E TRG Lic, AFIE G0 24 HIKFIZI5 17 5 HBV-DNA O£ 5 i
B> 6 O A B FEHE(R 72) 13-4.57 (1.122) logio copies/mL T& ¥ HBV-DNA &1/ 3R1% 54% (59/109) .
ALT IEFALHIL 70% (58/83). HBe Hili/filhtr a v "—T g V@O LN o7z (0/43), 72E. 48
TKF £ T2 HBs FUR DO KITFRD B o 7243, 48 HIFD HBs HUR D B G-RIfE D OB E & (1
YEMRZS) 13-0.208 (0.4625) logio IUML TH -7z, X 512, 48 WLARRIIAK O ki e 5217 > 72, AAl
5. 96 FEFIZF1T 5 HBV-DNA ML 89% (97/109), ALT [E#{L3R1 89% (74/83). HBe HUF/HT
oo "—29 0 12% (5/43) Thol-, 96 HEEE TIZ HBs HURDWHEN 0.9% (1/109) (238D 5
AL, 96 JEIKFD HBs LR DOF G-RifE N & OFH 2 b (BEERZE) 13-0.271 (0.7000) logio IU/mL Toh 57,
48 FAFE £ TORINVERFE B 1T 20% (22/109 6) TH - 7=, EARRWERIZ, 27 L7 F =801 3% (3/109
B, M7 LT F R AR F—EHN, 7T — RN, U oR—ERhn IR L OVEL 2% (2/109 )
Thotz (1(5) BEERRER 2) HEGER) omEb) EWNFETHEFE (LOC115409 36k) SMH),

GS-US-174-0102 }2 X 0103 3BR (L, FICKRIGHEE 23t & U B, ShiskdtFE, 7 o4 Ak, —

BRI T, TEHEBER T TAH 300mg T 7FAREAY 1omg 2 1 B 18], 48 BRHE L-#%. 5
BT CABIC AR 300mg % 192 B 5 L=, GS-US-174-0102 7RERTlL, 240 il (375 #1) (281F 5 HBV-
DNA O 5-RIEH S O FEHERZ) 13-4.65 (1.294) logio copies/mL (295 f5) T& ¥, HBV-DNA
FEMEALH1T 98.6% (291/295) . ALT EHL3HIL 85.2% (236/277) Th o7, GS-US-174-0103 FER TIL, 240
JRE (266 ) 1Z351F 5 HBV-DNA O GHIED & O ZE MR GEERZE) 13-6.30 (1.141) logio copies/mL

(165 f5l) Td V. HBV-DNA PRI 96.6% (169/175). ALT IE#{LRIX 73.4% (124/169). HBe HiF/
Pkt m o R—2 3 VT 402% (66/164) THolz, I 5T, 240 #HFFE TIZ HBs FURDOH AR N =
TUNR—=Ta URENEN 23 FIKTDY 18 FICEO HiL, FNHDOH T T s v A T —HEEIZES EIGIX
10.8% & 1r89% Th -7,

W) 7TARENL ERFVVEIARMTORTEEZFIEL TS,



V. BRICEY 5EE

2)

F 72, GS-US-174-0102 }2 TN 0103 FRER D FAMRAE RIZIB N T, EGANIFEZ (Ishak #RAELA = 723 5 LA
b)) THoTBRED 73.4% (69/94) 73 240 HIFIZAFEZ ORI A T — 05 [A1E (Ishak #RAE(L A =277 23
4 LITICi#) L7z (GS-US-174-0102 KT 0103 REBROGFET — ),

723, GS-US-174-0102 }2 ¥ 0103 FRERIZIBW T, ARFNZKET DIfiE D A L 2D HBLZ 240 HF R TRRO 5
TRV, & 512 GS-US-174-0102 K TF 0103 5RBR DO GFA AT D5 R (384 3 Ff) . 384 #EF % TIZ TDF (2
BEE U7 MEE R A RE Lo BT VA E LN TR,

GS-US-174-0102 Bk D 48 HIFE TORENWEHBBME X 16.8% (42/250 ffl) Th o7z, EREHWEMIX,
L532% (8/250 f31) . BEJE 2.8% (7/250 B) KOS 2.0% (5250 f5i)) TH -7z,

GS-US-174-0103 7Bk D 48 HIF F TORENWEHBBME X 30.7% (54/176 i) Th o7z, E7REHWEMIX,
0 8.5% (15/176 f51) J OMEST 5.1% (9/176 ) Th-o7= (1(5) WiEAIRER 2) i) oA d) A+
FMFEFER (GS-US-174-0102 35ER) . ) VNS IMIAHFER (GS-US-174-0103 3BR) SH).

BEE7 O EEBABRORENEB HIEHITEEEE

g7 ) o JRFIBERRE ORMEME B BUE TR BESE T L, A 300mg 2 1 H 1 E#EE LEEN 1 &
Br (LOC115912 7kBR. 48 ) M OWMES: 2 kB (GS-US-174-0106 J Y 0121 Bk, 241 48 I} Y
96 WWE) (21T D U A NVAFER, AT L ONIE FR R 2 32 1RT,

LOCI115912 #BRIZT7 I 7P/ 7 FHREeAT | =T hEe, =T W ENT THREMIGREARDOBE
Zxtg L L-EWNSIE, SixiiFE, 4—7 0 7Lk T, giaEERNR T I 7Y /7T TR ELDBRE
IZIX7 2 7Y 100mg & AH 300mg 2, T T HENITZ T HENTFTHRELVOEREIZZ T H
BV 0.5mg & ARKI 300mg & 1 H 1 [EIJFH#E S L=, GS-US-174-0106 Bk 1X 7 7 4 L% 5 P IS FRgE ) 72
UANAEIE A RBO T BE AR L LIMSNE LR, ZhusitE. 7 o ok, ZEHEMREGER T, &
#1300mg 2 1 B 1[0, 168 WHEEHMB LG L7z, 0121 RBRILT 2 7V VilittE a2 H T 5 BE 2R L LiEst
EIAH, ZhaaktilF, 7 o % b, ZEEREGER T, A4 300mg % 1 H 1 [8], 240 B EME G LT,

®-2 BE7FOJHEBUAROREN B REMMEBEZICHT 4% 300mg 1 B 1 HR5HD
T4 JLAEH, ELEHRVMEFRIZR

[E] PN 26 AR WEAN S 1R ER VAR AR ER
LOC115912 GS-US-174-0106 GS-US-174-0121
B 48 8 48 3 96 I
E3/A i)
AP (34 #1)) (53 1)) (141 f51)
¥% 5-Ail HBe PUR EpE R ATk B R Ak B R ATk
B 5172 HBV-DNA fifi+ 5.57+1.739 6.06:1.430 6.40+1.826
FE#E(REZE (logio copies/mL) (34 1) (53 #) (141 1)
HBV-DNA O E-R1ED 5
1R 3.26+1.586 -3.58+1.290 4.16+1.785
72 AT R = L
00 42 22 Al ik R AR A 2 (34 1) (52 #) (132 f4)
(logio copies/mL)
ot {1 S5 62% 75.5% 85.8%
HBV-DNA [2fE{L (21/34) (40/53) (121/141)
st 53% 40.7% 62.0%
ALT IEH L (8/15) (11/27) (49/79)
NS o s 0% 53% 10.8%
TR AN g o (0/28) (2/38) (7/65)

* [EPNFBR : 2.1 logio copies/mL (/32 TagMan HBV [ — k] v2.0 OERETR) K, #ESAHER : 169 copies/mL
(Roche COBAS TagMan HBV Test O E & FIR) Al

PRI ALT B3 BYERPR FIRA B2 TV D hxtR

*** HBe HUF D> HBe JLik D HEH



3)

V. BEICEHY BIEH

LOC115912 552 CTlid, 24 #HIFIZ I 1T 5 HBV-DNA O £ 5-Fifiti /> H O 28 i (FEYER 22) 13-3.09 (1.432)
logio copies'mL (34 fi]) Td v, HBV-DNA [2ME(L=1E 59% (20/34), ALT [EH#{L#HIL 60% (9/15), HBe
FUR/BAE B o o X—2 5 URIT 0% (0/28) Tih o717, 48 I E TIZ HBs HUR O KITERD HAL -
7eB3, 48 WRFD HBs HUR O G-HIED & O E & (EERA) 13-0.313 (0.3402) logioIU/mL Th -
7oo 7235, 48 WHIFIZH51T 5 HBV-DNA OEHRIMED D OV & BEERZ) 1L, ReRN 7 I 7V
/7T R EVTIE-2.88 (1.357) logio copies/mL, T 7 H E/LTiH-4.33 (2.079) logio copies/mL, T T %
EVT TR E N TIE-2.66 (0.505) logio copies/mL T V| 48 FFZIS 1T 5 HBV-DNA faMEb=Rix, "R
WINT I TUITTRENLTIE 69% (9/13), =T HENLTIE 40% (4/10), =T HENTTHRE L
T 73% B/11) ThoTz, I HIT, 96 HRFE TR G- 21T > 72, 96 WRFIZI5 1T 2 HBV-DNA D¢ 5-Aif
B2 & OFH I B (EEYE(R 72) 13-3.32 (1.671) logio copies/mL T& ¥ HBV-DNA &ML 1T 71% (24/34) .
ALT E#AEERIT 60% (9/15) ToH o7z, 96 HHF £ TIZ HBs HURDIELRITZRD B> 7208, 96 FFFD
HBs HUR DO G-HfE & OB (FEHERZE) 13, -0.364 (0.3380) logio IU/mL ThH -7z,

48 WM F TORIWERARBBEEIL32% (1134 6]) Thot-, EREWERIX, 779=T7 /) F 70 A7 =
7 —EHM 9% (3/34 ) K OXT ANRT XTI T AT =T —BHM 6% (2/34 ) Th 7= (1(5)
FREERRAER  2) LGB OIH o) EWNHEIERE (LOC115912 ER) SMH),

GS-US-174-0106 7B 7 TlE. 168 #IFIZI1T 5 HBV-DNA DO#EFHEN D OYHZE v (FEAERAE) 13-
3.79 (1.305) logio copies/mL (44 i) T ¥ . HBV-DNA [&M:{L=R 1% 80.4% (41/51), ALT 1IEH LKL 68.0%
(1725) Tho7-. EBHIZ, HBe ikt r 20 3—2 5 10313.5% (5/37) IZ@RO Sz,
AFNZ KT DMHE DT A V2D HBIL 168 TS TR HAL TV,
168 FEF CORIEHFEBUHEE L 28.3% (15/53 #) TH -7, E72EIEAIL, 58 &L O EES 5.7% (3/53
B) THoiz,
W) 7THREN BRI VIVEIARMTOMREEFIEL TN D,
7) FRKFRIRFEHIE R 28 I AHERARER (S, GS-US-174-0106 #X5R)

GS-US-174-0121 FRBRIZEB T AFNTXFT DIMHE T A L 2D HBLZ 96 HF TR HAL TV, 96
T £ TORIWEREEMBE T 184% (26/141 #]) Th o7z, FARBEWEMIL. W9 3.5% (5/141 ), s
2.8% (4/141 fl) ROVFHI2.1% (3/141 ) ThHot= (1(5) BFEAIRER 2) BB OIE ) A
FEEABR (GS-US-174-0121 #ER) &M),

EREMEB HEMFERESE

FEARAEM: B BB M T B 1T 5eh 3 2 A D Rl R0 XA 56 AR (GS-US-174-0108 3R « 2 Hiax
HFE, 7 ox sk, “EEMREEGER) TIHMIS N, 12 FlEMEA AL, AF 300mg, =ARYUHE
> 200mg *+ AH| 300mg FLAHI XIT= T /L 05mg 2 1 B 1 [\, fK 168 KL Lz, 48 B
HBV-DNA [2M{b# (169copies/mL Afifi) 1% 62.8% (27/43). ALT EF{LHIT 48.0% (12/25) Th o7z,
168 R £ CTORIVEFAFRISEEIL 22.2% (10/45 ) ThHolz, EAREWERIL, EOEROSRB% 6.7% (3/45
Bl) Tohotz (1(5) MarrstR 1) BAELIATHESOSRER] O a) A DR (GS-US-174-
0108 #ER) &),



V. BRICEY 5EE

4) BRFIOMHEREELEEHBY #5260 % B BT REEE
BEF O Mt PE B Z8 2 HBV %238 5 B BUS MR B B E 12 kb3 2 A A o0 B AR 20 J 13 1 Y B R 38R
aomwmzﬁ&)&w@%%%ﬁﬁ(Gwﬂ4mnm20m3omé(mm&UWUlﬁ%)*ﬂﬁém
o EINEERER (LOC115912 3BR) Tik, BHRMRFIERE Y v 7 AN 9 2 BER O ffitt: B 2 5
IEV% 25 B AUNEMETEBABTE 29 6 [77 A EVIMEREZE 2 (rtA181T/V, 1tN236T XU rtA181T/V
+1tN236T) : 1 5, 7 2 7 ¥ UMtEBEZE B (rtM2041/V £rtL180M) : S B, T X 7V 2 ROV 7 7k Bl
PR B - 1 i, =2 7 0 EOVINPEREZS . (rtT184I/L/F/M, rtS2021/G X I& rtM250V/L) : 20 #iil, 7 7
VU, TTHRENKOT T BV AR 2 ] 23, RE4EMOT I TV I T e
EARFOPEF G- %2 T Tz, ZDOFER, 48 IRFE TITFEA 72 HBV-DNA O fatE{t (2.1 logiocopies/mL A&
i) ZHEEET DA NAZNENEONTEE X, 77 P UMMEREEL R HBV #3895 5 fif 4
B, =27 B eIV ZE F HBV % 72 bém@ﬁﬂzm ROEWNZTITVr, TFRELKEDPT
7 H EVIPEREZE B HBV 2380 5 2 Bl 2 Bl T~ 7=, 728, 77748 /L RE#EZ B HBV 278D 5
1B, 77U ROT TR EVIMER B R HBYV 2388 % 1 Tk, 48 K E TIZ HBV-DNA D e
LIZERD BT, WESMERABR (GS-US-174-0102, 0103, 0106. 0108 KX Tr 0121 #kBR) Tix., &5
BRARIFIZBE A O Mt PE R #E A ¥ HBV #5825 B AUEBMEIFRERE 152 B [7 7 74 B Vit B s B
(rtA181S/T/V. 1tN236T IE rtA181S/T/V+1tN236T) : 14 5, T X 7 2 U iMitPER AR (1tM2041/V) : 135
W\7?¢Hw&@?i79ym@%@‘£~3m]ﬁﬁﬂ@%%%fﬁtoﬁﬁzmﬁ%®$ﬂ®%%
IZBWT, 77 R EOVIITER#EZE R HBY 23880 % 14 6t 11 6, T 2 72 iittER#ZE 2 HBV %38
135 il 124 5], 72BN T FAREALKLOT 2 72 UMt EEZL R HBY 238D % 3 #ilth 2 T, ﬁﬁ%
72 HBV-DNA Dzl (400 copies/mL AKfifi) #EIE & T2 U A VAFRRNE LN, ¥, TTAE
SRS BT & 5 rtA181S/T/V L OV rtN236T D28 ¥ HBV %588 % 5 {5l 3 {5 TiX, HBV-DNA DOz
PARIZRRD B o T2,

(3) ERPRZFIREAER
lW%Nﬁ%-ﬂﬁhmMJﬁﬁ)@
AANBERER N BV 6 Bl 2 xt5 & Lc Bk, IEEMR. B GE C, TDF 300mg % ZZEHFIZ BB A
BH LR, EEHSUTEERAEFRLILERO ONeho Tz, £, NERBEFROFELZ DT, AEES
WERB LR Do, ZOMICEEMEICE L TR _REFHHE I Ao 72,
VIL SEpEhRelcBE3 20 E 1. MHREOHR - JIEE ) HRRBR CRGEI N/ HiRE )] OSSR
8) ARG B : HBIVAR TR BRAER (BN, YAX1-1 35k

(4) BRI

ENAC B AU MR BREE 2 xig & L AR ERBRIIFER L Cunan® |

) ROBLH S R E R A E i L TWh7eu,

« HBV-DNA R U X 7 —8Zx4 2 EEHIL HIV-1 WEER IS A EEREFRBETHY, £z
invitro TO 7 A )L AR 50% [HERE (1C50) bRIRE CTH-Z &,

- TDF 300mg/ H DRI HICBIT DL BT 1 7 7 A ViE, HIV-1 ERYYE B & b G 0 L 7= B AR GER
THAICHLNZ SN TE Y | BIZIE HIV-1 BEYYETRRIZ T D HiRkE O RARRIC LD B o T
WAk,

- AIDS FEMFZE 7V —7 (ACTG) 23 L7= HIV & HBV OHRYLBE 204 & U2 iR ER C., TDF
300 mg/ H O & TI{E HBV-DNA &%+ S8 25 Z LRSS N=2 b, F7, HIV-1 JEYYE 2 x5
& L7z TDF O AR K OB AHFRERIZ W T, IRONTZEBEETIEH 523 HIV & HBV OBEMBEBYEE &
HIV-1 B OREMEZ G L2 2 A, BT a7 7 A WVEITRRO b RroTlo 2 &y



(5) HREERIELER
1) AEBILILITRERIGHR" "
oM [AAAER (GS-US-174-0108 ER) ©

RSN - A, KE, HF K, b= A G 1L E (38 HRR)

a)

V. BEICEHY BIEH

BT A

MR OB Z KT 2 EEHRNE L, BIKR B R THZIMEZ FE 5 EE
fid-%. TDF ¥, FTC *2? /TDF fLAAl, M OVETV Bl % 168 @&k 5325, 7>
2ok, TEER, TR G R

ISES

FEMENE: CHB B E

SV EN s i

- AR 18~69 7%

+ HBV-DNA £#:>3 log)o copies/mL
« ALT<10xZLHEGPH R

+ CLcer>50mL/min

« TDF XX ETV OfEHREN 220
- ADV #5728 24 5 H IR

ERERAHE

1. HIV T HCV IZE&G LT\ 5

2. RSO b D FEEDLN D, XILIMIE AFP 2% 50ng/mL % #8 2 %

3. AR i, FFRUEMERE, 7 L— R 3 XX 4 OFFPERNIE, R MR 2 o
BETE

BT ik

TDF 300mg 1 H 1 [B[#% 58 (TDF #) . FTC "2 200mg/TDF 300 mg 1 H 1 [A[#% 58

(FTC 2 /TDF #) XIZ ETV0.5mg (X% 1.0mg) 1 H 1 [E#5# (ETV ) (Z 2:2:1
DT T 7 2EEUT T 21T o 7o, BT OERIZIL. Child-Pugh-Turcotte (CPT) A =
7 (9 LLF/10~12) } O LAM IR & LAM [t Z8 B o BEAERE [LAM ffE 6 » H
A T LAM [MifEZE 5 O BEAEIEE 22 L/LAM i HEE 6 » H UL E RO () LAM [fiftEZs
BoOBERSHY ] LB EITo T,

8 HIFIZ HBV-DNA 7% 10000copies/mL #8T_—RA T A x5 DD ED 2 logo
copies/mL il DR FE (~N— 2 F A > HBV-DNA 7% 10000copies/mL A7 O # 5
HClE 8 IFIZ 1000copies/mL HDOHA) 1Z1%, FTC *2 200mg/TDF 300mg fc &7 D
F =T TV & Blbh LBk 2 Z L b AfhE L LT,

24 BBELIREIZ, T A VAT L — 2 Z)L— (HBV-DNA 7 400copies/mL i (2
Pl L7212 2 [B1EE T 400 copies/mL LA_EIZHENN S 13 HBV-DNA &2 A fRAE 2> &
2 [B)EE T 1.0 logio LA EHINN) 2AA SN 7-48R#F . it HBV-DNA EMEIRE LT
400copies/mL # T - 7 R 1%, 1GBRE(LERM OB CERMBR L, FTC *?
200mg/TDF 300mg LA HIDA— 7 > 5~ V5.2 & Tt HBV JRIED BG4 %
RUCTHERASET D LA FREE LT,

TRt E H

ALV
cAAEMAR (TAEFRRICLDBREORE L] LER) Thol#iEORE S
(BFEFZICLVIBREORGZHREI L, i Laho i E &+ 51r)
2 B OKRPETIME 7 LT F =0 B_—=2 T A4 )5 0.5mg/dL LL_EREIN 31
1H YU 28 2.0 mg/dL AKiili Td o 724 BRE OFIE

Bl AT ZE H

HBV-DNA [21(k [HBV-DNA &7 400copies/mL A 1% 169copies/mL (Roche
COBAS Taqman HBV Test D E & FR) AKiiii T - 72 #BrE OFIG] . HBV-DNA £t
&, ALT IEF( b=, ALT Z{t&, HBe JUFIHRR L O R 223 =T 2 5 HBs #1
JFIHRR KR N r a2 3—2 g 3 CPT A=27, Model for End-Stage Liver Disease
(MELD) A =7 R OSEAIMMEMYT (HBV R U 2 7 —8 ORAFHEI O 2 FR)

wANE
TEERER 2 ¥ 5. U7- 112 piF, 12 5l (TDF # 7 #fl. FTC/TDF B 2 f5l. ETV £ 3 #31])
NEEMERR ThoT-, BEMERR TH - -#8rE 0ES 1L, TDF fF5#E (TDF &
+FTC/TDF #£) (10.9%) & ETV #f (14.4%) ORICA B ZEIT A B2y - 7= (Fisher's
exact test) o




V. BRICEY 5EE

M7 V7 F =800 (R—=AF A4 6 0.5mg/dL LLEOBI) XimiE Y > 2
2mg/dL AKJiil% 14 1] (TDF Bf 6 ). FTC/TDF £ 6 i, ETV &2 f5) THV . ZDEl
AZB9 L TDF & 8% (TDF B+FTC/TDF #f) (14.4%) & ETV & (9.8%) OMICH
BEILIA Sy o 7= (Fisher's exact test) o CLer S0mL/min A% 15 1 (TDF #£ 6
5, FTC/TDF B 6 I, ETV #£3 f) TH o7z,

TREREE L BHEMEO B 5 H EHR ORI T, TDF #£25 22.2% (10/45 f5]) . FTC/TDF
BE17.8% (8/45%1) . ETV N 9.1% (222 ) Toh-7-,

FETIT 14 PITHE S, W BIRERIE & ORENMET e L Ll s T,

TRBREE & BEEMED LW SN EE A EFSIL 3 4 (TDF A2 i, FTC/TDF fiEq
1) TS S~ TDF BEETIE Grade 3 OJEJR A 1 4], Grade 1 OJFHEFER 723 1
T 5. FTC/TDF £ Tl Grade 2 DIBHEUEDS 1 Il TH ST,

HEE
T B MEZTIRBRIE A B - S Hu72 112 45173 FAS  (Full Analysis Set, e Kk O fifdTxt
GUER) L&, EDH L, 69 B HEMR T T 168 K E TOMBRAZTET L, 12
FI3 3 BRR T FTC/TDE BCAFIDA—T 0 T~ NAREICH) 0 i % 168 W E TO
AT LT,

168 JHIFIZ HBV-DNA #72°% 400copies/mL Afifii Cdb - 7= i OFIE X, TDF #ET
50.0% (21/42 f5l) . FTC/TDF #£ T 75.7% (28/37 f41) . ETV #£ T 52.4% (11/21 f5)
ThoT,

168 JAIKFD HBV-DNA B D~_—2 7 A b OWE)Z b (SD) %, TDF #£C-3.44
(1.768) logo copies/mL, FTC/TDF % C-3.91 (1.855) logiocopies/mL, ETV #£C-3.29
(1.836 logo copies/mL) Toh o7,

ALT 2N IEFALFY L=k oFIE8 1%, 168 #IFTlX TDF BET 29.2% (724 f4) .
FTC/TDF #£T 60.0% (1525 %) . ETV #£T37.5% (6/16 f5]) TdH->7= (NC/S=F fi#
)

NR—=2 T A VBEO CPT A2 75 (i) [ IWTNORES 7 TH Y, 168 HRET
THNOHEL S ThoT,

S MELD A2 2 7% 13 BHEAHER SN D LUV (10 K) £ TIRFL, W
THORERED 168 EEF £ T 10 R 7=n7=,

HBs HUROHE T r a2 "x—2 g 0%, 168 #HFE TO-FNOMRE THRD
Lo te (B Z S T T-#RE 2 FRr<) . HBe FURDIHKIZ 168 HIFE Tl

9 % (TDF &% 3 #fl. FTC/TDF &% 5 ffl, ETV B£ 1 #fl) TiRD B, 2D H 5 HBe HiR
ikt o= 9 013 6 5] (TDF &, FTC/TDF #f : 45 3 i) 23015 L7273,
ETV ﬁf nmy) %hiﬁi))o 7‘:_.0

TDF $¢ 5% =\ 7= 9512 ZFEWT, HBV D& RN R R BRBEAT 21T - 72
fEd. TDF M2 R 2RI oo T,

1) ALT Ef k1 [R—2F A UEFZ ULN LV @ CTdho7= ALT 28 ULN LLFIZZ2» 72
e EERLE,

%2) CPT A a7 (X 5~15 O#fifl (EHDAH) T, mAaVIZERBEEENSH N L2 R
i3,

%3) MELD R 2 7 [T K OBREAMEORHMEICER STl b, BRRAM (hiEs L
TF=r RMEVAE LV EDINR) IZHESE 6~40 (HfGEHE) OB CHRE I, &R
a7 IFCERBRIEENG WV & 2EKRT 5,

9) JAGRIFEME R - 5 DARERARRBR (M4, GS-US-174-0108 kER)
ZE K : Liaw Y-F, etal. : Hepatology. 2011 ; 53 : 62-72.




V. BEICEHY BIEH

1) ADV 2R BAVEN: CHB BE 255 & Lo 8 THERER (GS-US-174-0106 #R) 7 12>\ Tid, ADV 2
B THREIN TS HAN CHB B IXIZE A LW (1(2) BREYDE] omEBR),

7) FRGREEREAEE} : 5B MAHERARARER (MESh. GS-US-174-0106 #k5#k)

1£2) BRUSMEATRE  ENARIKRR,

2) HEEEER

b) ERNEMMEER (LOC115409 5XE&) '
REREMIE  HA (32 Mgk

BT A > | 24 IFO TDF 300 mg 1 H 1 [E#45-0D ETV 0.5mg 1 A 1 [F#5I26d 2 A MO
FEAEEEME L, BIREE L TEMBEE TOAIMER DL FMT 5, £
fEgk LR, T X b, FEIGR, CHER, X7V E I — WITRER R,
N EIUTH &< A —7 0 T ~OL ikl
PO HARNDOERET F v 7 #fFIFRIGFEOREME CHB B3
EEVAG NS 80 - FEHE 16~69 7%
« HBs HUEM 6 » HLL BB, 3% IgM-HBc HLikms it
- HBV-DNA #>6 logjo copies/mL (HBe LR EEDLA)
HBV-DNA £:>5 log)o copies/mL (HBe HLR AN 2D A)
« ALT>31U/L 7o<10 X JEUEREPH b [R{E
* CLer>70mL/min
- BT 7 8ENRE (6 A LI
- LAM, ETV X|& TDF MPERE 2 5% 2 49 %5 HBV-DNA 2338 HiZp
FEbRAEEE | 1. DLFOWT a2z 3IEREN: B BUE AT A
CEBEE VU LB L>1.5 X FREEPE R E
- 7u ha B ERE<60%
- 1/ $<75,000/mm?
- M7 V7 2 <3.0g/dL
- FFREREOBERER S D (B MK, S, BE LRI~ H i)
2. HIV XX HCV IZTE LTV 5
3. ENRO b D XiTEbivs, XiXiiE AFP 28 50ng/mL % # % 5
4. JEBRIEEE 5 BRAART 24 BUNOKE T v 78K IFN KIS0 L B RIFRD 7 F
D H-
R T 1 TDF 300mg 1 H 1 [Fl# 57 (TDF #) MIXETV0.5mg1 H 1 B& 58 (ETV #) 2
2:1 OTT U X 2MEEIF T E2ITo T2, 7% 2MEOBRIE, HBe LR (/1)
K O*HBV-DNA & (7 logio copies/mL L k/7 logio copies/mL i) TRERILEIT-
Too BREHBRFE DS 24 TARFIZE L EMAEFRT 5 £ CIlX TDF UL ETV # “HEMR F T
Feh L, BRMEFRLIEIX TDF UL ETV 2B F &5 L7-, TDF &% TDF 28 1
MEND E CAREBRZMEE L, ETV BT 48 ARFICEL CWiuE&kEsET & L, T
WROEET Fr 7B B2, ARBREK T Lz, B THROHIEFE b
(2, EeRBE 14 24 BRDUITHIROBRE T v 7 RBNCYI 0 B 2 5 £ THEBIZHRE
Z Fhfi L7z, TDF BEIZOWTIE Eifg & RERFTEHE AT KV ATaEZ2 R 0 B HRGH A
ZEh L, 240 HE £ TOMMELREZ BT 5,
B IE A 24 WD HBV-DNA DO_X— 2 F A b OB b
RV A 2E B HBV-DNA [&14:{t= [HBV-DNA £} 2.1 logi copies/mL (=173 A TaqMan HBV
(A —bh1 v2.0 DERETFIR) Kiii Tho7-BrE OS] . ALT EF{L%, HBe #i
JROWMIELE N a2 "=V g R HBs PURDIHERE o ar "—T g
F HBs PuiiE, HB = 7B EPIURE, U AL RAFHT L —7 A0 —3 K OFEAI
PEMFEAT (HBV R U R 5 — ¥ OARAEREIR D2 5ok i)




V. BRICEY 5EE

VEESLa
&1 166 %5 (TDF #f 110 5. ETV £ 56 ) 237 > &% Ak &4v, 165 il (TDF £ 109
. ETV & 56 #§) NRBIEOPFGH 2515 (FAS) . 2 165 #1324 B £ TORER
58T Uiz, HIT, 164 B (TDF #f 108 ., ETV & 56 ) 7% 48 B E ToOER
Z52T L, H1EpNIE TDF B 1 floHrTH 7=, FAS O 5 5 24 B £ TITIBER
FEheFtmENHEML L7 6 Bl & FR< 159 f5] (TDF #f 106 #4]. ETV &t 53 ##) % 24
HIFD PPS (Per Protocol Set, 1ABRFEMEFEIEICEA L- xS EM) & Lim,

FERHMBIER & L7z 24 #FEO HBV-DNA DO_X—R T A b OEEIZEL,
PPS % XIZITIHLMME AT o Tt R, & 5-BA4AATO HBV-DNA & CTHli L 73
FOEIE (SE) DOREMIZ£1%-0.13 logio copies/mL (95% i AIl{E#E X [ : -0.28, 0.02,
p<0.0001, €7 /v ly(A)=Baseline+Group| % HW\/=IELMERE) THY ., 95%
AN R X O ERRSFRIE O T2 IELHPERIUED 1.0 XV /NE o772 TDF
BED BTV BRI 2 IEL D RGE STz,
BIRGHBIE R & L7- 48 #EFO HBV-DNA O_— 27 A b O L EICE L, #&
5-BR 4 A1 > HBV-DNA & CTii# L 72 X E (SE) DM 213-0.14 logio
copies/mL (95% MHMEHEX M : -0.27, -0.01, p<0.0001, EF /L ly(A)=Baseline
+ Group| ZFHWIZIELMERE) TH Y. 95%mHIEHEX K O LIRS FRNCED -
FELMERFED 1.0 X W /NE Do 72728 TDF BED ETV BRI T 5 L PEDRRGEE S
iz,
48 RF0D HBV-DNA DN—2R T A »ipb O (SD) (X, TDF F£T-4.86
(1.353) logio copies/mL, ETV #£T-4.85 (0.916) logio copies/mL T -7,

HBV-DNA e bR, 48 #EFT TDF BT 77% (84/109 f5]) . ETV #T 66%
(37/56 #5l) TH o=,

ALT IEFALERIX, 48 HIFIX TDF £ 75% (62/83 %) . ETV £ 85% (35/41 f3)) T
HoT7,

HBe FURIE LR IL. 48 #HBFIL TDF B 18% (9/51 #51) . ETVE 11% (3/28 f5]) T
Hote, 7, 48 HFFD HBe HUE/FUAE 7 2> 3 —7 3 >3, TDF £f 9% (4/43
) . ETVEE 7% (227#]) TH-o1=,

HBs HUREDN—Z T A )b DOFEE v E (SD) (X, 48 #HFFX TDF #£-0.208
(0.4625) logioIU/mL, ETV #£-0.051 (0.3102) logioIU/mL T& v, BERHZ1%-0.157
logio IU/mML  (95%{5#EX [ : -0.293, -0.022) Th-7=,

48 W E Tlo, ANV AFHT L —27 Z2b— (IfLi HBV-DNA &R EAKE S 1
logio copies/mL LA E34/0) 1353 1 (TDF &1 6, ETV B2 6) IZERO B, W
DHERFE H 48 1] 418 U T HBV-DNA [2MEALIZITE S 727> 7225, TDF BED 1 iK%
OVETV #ED 1 FlZHONWTIE, U A NVRFENT L— 7 Z—F8I#%(Z HBV-DNA &%
B Uiz, 2406 345D HBV (28T, FEEKRFIZ LAM, ADV XL ETV DWW {10
ik B S B & B H S AL 7e o 7,
e

48 W E TITIRBRIK L B D & 2 HHEFROBBUFE X, TDF # 20% & ETV
HE18% Ch o7,

FEERAERSIL, TDF #4651 4%) . ETV B2 5] (4%) THE S, 185K
EDOBEMED O L SN EE LA EFRIT TDF HOEEDOREIRTH -7,

10) FKGRRFHALE S« B IARERRRER (EN, LOC115409 #ER)
23k : Koike K, et al. : Hepatol Res. 2018 ; 48 : 59-68.

c) EINEMAAER (L0C115912 FER) '
B FEME - AR (11 fEsr)

BT A | TDF 300mg 1 A 1 & GOFNEROLZEMEORG 2 FZHARE L, BB E L
TR TOARIMEL L EMEZREFT 5. ZhisgLE A4 —7 0 T Ll
POE HARANDOMAZHEAE (LAM/ADV, ETV XX ETV/ADV IZZEAR) OfEM: CHB




V. BEICEHY BIEH

TR AL YE

- FEHD 16~69 7%

« HBs HUFA 6 » A LL LGk

- LAM/ADV. ETV XX ETV/ADV % 24 AL L& 5.th

- HBV-DNA >4 logy copies/mL  (18VEfF2 DFE) ix
HBV-DNA £>3 logj copies/mL (JFfHZEDLA)

« ALT<10 X ZEYEFFH R fE

* CLer>70mL/min

TrpRAM AL E

1. LLFOWT I ailifz T IEEN: B RS E

CEAZEE VU LB >1.5 X FERDE R E

- 7 hr v U E<60%

- I/ $<75,000/mm?

- i 7 V7 2 2<3.0g/dL

c HME AR EOBERREN S S (B« JEAK, SYE, E S ER AR 1)
2. HIV XIZHCV IZEE L TW5
3. PR BN D T DL D, XITIMLE AFP 75 50ng/mL #H % %

BT ik

HAEgER A RE 32 e Uiz, iRERBALGRETIC LAM/ADV % (F % 5 o ERE 1T
LAM/TDF {f #5121 0 8 2, ETV B 5 XX ETV/ADV Of £ 51 O #5351 X
ETV/TDF &% 512 89] © 2 185k % Bi#A U . TDF 23 L &N 5 £ TR G- & #k L=,
BHETHROFIER & Bz, el 514 24 BRI SUIHIROBRE 7 - v 7 8AK)IY)
VXD E CHREBIEHREL XK L, £/, Lifitg b SGERF AR IC X TREZR IR
VBRI 2 EE L. 240 B E oMM REZ BT 5,

T EEHE T H

24 D HBV-DNA [2M:{b3% [HBV-DNA =3 2.1 logio copies/mL (=13 A TagMan
HBV [ — k] v2.0 DEETFIR) HRiii T > 7 gira OFIE ]

BRI

HBV-DNA 21t &, ALT £/, HBe PiFHARR KL Ot r a2 /3— g 3 HBs
HFEWMAEER N Era L "—2 g 3R HBs Hi/R&. HB a7 #EFRE, VA /LA
FHT L— 7 A —FEBR K QAT (HBV A Y X 7 —BORFHEROE R
R

RES

B
AGRBRIZITET 34 5] (LAM/TDF #%5- 13 %, ETV/TDF #5-21 f5]) 7384k SC TDF @
BE%%F (FAS) . 268 24 i E CoORBRE5E T Lic, BT, 33 6 (LAM/TDF #
512 5], ETV/TDF $¢5-21 1) 723 48 ilsE Tz 52 7 L, FIEBIIZ LAM/TDF £
D1 HOHRTH-T=,

FEFHMEE & L7z 24 HRFD HBV-DNA B2M(EE#1T 59% (2034 i) (95%(E4HAX ]
407, 754) . 48 WKL 62% Q134 6) (95%(SHEIXIE : 43.6, 77.8) TH Y., fhiFhE
RE (LAM/ADV, ETV XIXETV/ADV (ZZWRAR) OfR(MEM: CHB B3 |2 TDF % fH#
B U o A L A EANERD Sz, TDF PRI G &5 7 A v 2 L.
LAM/ADV 7% LAM/TDF ~E10 85 2 7- 955 [48 1#RF0> HBV-DNA 2P 69% (9/13
) ] . ROVETV B3 ETV/ADV 7>5 ETV/TDF #5-~810 &2 7- 1k (48 HAF
O HBV-DNA [&PELER 57% (1221 ) 1 OWFHUTIHBN T HEED BT,
HBV-DNA &E(3TRRRHIIZID L, X—RA T A b O L& (logio copies/mL) O -
(£SD) &, 24 HFFT-3.09 (1.432) | 48 K T-3.26 (1.586) Th -7z,

ALT IEFAVERIL, 24 AL 60% (9/15 1) . 48 HIHE 53% (8/15 i) Tdh 7=,

N—2F A VAT HBe U TH - 7= 28 FlD 5 B, 36 T HBe HUEANHLE L
THERE DS 1 Bl -7 (48 ARFL IR ER) . 723, HBe bUF/bUAEr 23— 3
AN LT R T 48 I E TSR0 T,

48 WP £ TIZ, HBs JURDNHE L7, MO HBs ftli/fiitnas "—g >
RS LR XA B o T2, HBs PUREIIN—AT A LI BR AR
A N—= AT A D O E (SD) 14, 24 ##FFT-0.236 (0.3700) logio IU/mL,
48 JKFT-0.313 (0.3402) logio IU/mL T -7z,

24 FIE 48 WG DN A )V R T L— 7 2 )L—F& BT 7o B FUT- i 51 B a2 S %
HTCHBR LR TR AT ) —= U TN GHER SN TR TH - 7=,




V. BRICEY 5EE

TPt
48 FKFE TITIRBRIE L BEMEDO H 5 HEFRLOBBISEE L 32% (LAM/TDF #f
31%. ETV/TDF #£:33%) Th o7,

TRBREE L OBJEMED O LW SN HERAEFERRIT o7,

11) AAGRRFRFARE R - B IAIERARRER (EPN. LOC115912 5A5R)
Z#3CHk - Kumada H, etal. : Hepatol Res. 2017 ; 47 : 1032-1041.

d) BHEMAAAER (GS-US-174-0102 :XB%) 2
AR EMEE : KE, FAY A=A LT VT, TIRA BT, G515 #EH (79 figiz)

BT A > | TDF300mg 1 H 1[A#%45 & ADV 10mg 1 H 1 A& 504G, 2tk OB Ax %
CHEHERYIFETHERT A LA TEAME Lz, 48 B0 _EEHREIN L ZD%IC
i< 34 W E TOA—T L T -ULHIMMN B D . 8 L] D KB 535
POE g7 a Z#FIRIGREROEYE CHB 25 (HBe fulifak)
Ep R UE - £E D 18~69 7%
- HBe fiiifaM:, HBe fuiRptE, BRIHFR VA L RIZ6 » ALLEREL TN D
- HBV-DNA #&>5 logio copies/mL
o ALT>ZEUER A _EBR7>><10 X FerEREpH LR
* CLer>70mL/min
- BT o ZRRIRIERE (12 WELINIZR]) , 72720, 12 EBEZB x5 LAM T
FTC ™ O D & 2 95E b K 120 & THANAREE L7z,
FRBRAEE | 1. LT OWT &l T IEEN: B AUBMEFE R
CEBEE VU LB L>1.5 X ERVERPE R E
- 7'm b e v B UIREE<60%
- /M ER<75,000/mm?
- g7 L7 2 2<3.0g/dL
- FFREREOBERER S D (B JEAK, B, BE T #RURR H i)
2. HIV XTI HCV IZEY LT\ 5
3. IFEARRD LD XidEEbiL D, XL AFP 3 50 ng/mL % # X %
4. RBREREE-BEAART 24 LN OEERE 7 1 8K TFN 8451303 B BUFR D 7 F
F 22
BT 1E “HEHEBRH (0~48 )
TDF 300mg 1 H 1 [ 58 (TDF #f) XiX ADV 10mg 1 H 1 [E[# 5.8 (ADV #)
(2 2:1 DEETT U X MEBIT T 21T o 72, BT OBRIFERHE 2TV, BRI
A7) —= W TO LAM XX FTC ™ O I K& Ol 2 iz, B GRiT & O
44~48 FRFIZ TR % FEhit L7,
F =TTV (48~384 i)
A8 RO —EEMRIIM 258 T L 44~48 WF ORI AR 252 1 - R E 121X, —EE
B OIEENBRICOWTIEER FOEE, TDF 300mg 1 H 1 Blaz4—7 2T ~L
T 384 % T 5 L7- (TDF-TDF £f. ADV-TDF £¥) , 7272 L. 72 FELIREIT,
2 [AlEE O KFE T HBV-DNA £ 400copies/mL L L & 72> 7285412, OFTC P
200mg/TDF 300mg 1 H 1 [BIOff HEIEICEI 0 B2 %, @TDF O A& kit 59 5.
XIFQ@RBF T 52 & & L, BESETHLROHIEFIE ST, ik 5% 24
It OBt HBV LA Blde3 2% & CBBFHA 2 505 L 7=,
FEFHE A A L AR R L TR AR B2 O CEME T A A T EAMIER & L CRE
L. 48 #EED%E%) [HBV-DNA 7% 400copies/mL Kiii Tdb 0 . H O Rk Ao
MR H LD (Knodell EEFERIE A T T 23 2 ARA ML Bk &, Knodell ##E( L A
a7 REA L TR T 2R LIEERE OFIE GER=) & Lo, R0 RHm
WCIEFEREIT o 72,




V. BEICEHY BIEH

Rl KA ZE

HBV-DNA [&P{b3% [HBV-DNA 7% 400copies/mL Ajiii 3 i% 169copies/mL (Roche

COBAS Tagman HBV Test |Z & 2 & FR) AKii Th - 72k OF|IA] . HBV-DNA

D=2 F A b OZE L, ALT IEF LR ALT 21 k& LA FIZEE S Knodell

A7 Ishak A=27 HBs HURIHKRER O 1 2 03— 9 238 K OSEAEAEAT
(HBV AR Y A T —8 ORIFEEID A TR L)

EES

BHINE -
“HEBRS (0~48 )
FUAMMEE N, BRI A G- ST 375 il (TDF & 250 ffil. ADV B 125 f5])
(FAS) @9 5., 355 (TDF £ 239 . ADV Bt 116 f5l) 2 " EHEMKMIZ5ET L,
B GETRROBEDOITFEREZ T,

BEFEFHMMIE A & L7z 48 RO E2)51%, TDF #f (70.8%) TIX ADV #f (48.8%)
ICHARBEICE -T2 (95%EHEXM : 13.2%., 33.8%. ZBE. p<0.001) ,

BIIVRETAMGIE B (2o T, 48 3D HBV-DNA [atE(b=R [400copies/mL Aiiti T -
T Wk OFEIE KON 169copies/mL (E & T BR) Alili To o 72 b OFIE ] 1%, TDF
BETIZZENEN 932% KX 91.2%., ADV BETIZFNZEN T 63.2% KT 56.0% T
HoT,

48 S O FFFRRR PR e SR 1%, TDF B 72.4%. ADV Ff 68.8% Th -7,
48 WHF D ALT 1IEH B XX IEFALBI OE IR Z2ITR O b h - 77,

RE & I, 48 FIKFE TIZ HBs PURDIE AT HBs fLik~Dtaa R—Ta v
RO LI T-HEERE 1TV e o T,

A JVAMAE XL 7 A VAT L— 27 2 )—B B b7 50 5] [TDF B 8 fi.
ADV Hf 42 fi] O g ik 2 A CTEANMYE B TR L, 14 B O PEfEST & L
TR L 72 /55, TDF BETIE. W TN O#EERE O 5 BIRIZ W) T AR(FREIR D ZE
HIIZBO oo Tz,

=TT L] (48~384 1)

T MMESN T EBERBIOREE 1T 375 Bl o B § 347 BinA—T 0T
~JLHIZ#YT L TDF 25 &7~ (TDF-TDF & 235 5], ADV-TDF &£ 112 f5]) .
I =T T OVHNIRAT LTERE O 5 6, 240 BEFF (5 4FKF) D58 THIIL TDF-
TDF #£ 202 5. ADV-TDF £ 102 5] Td - 7=,

240 KD HBV-DNA [EPE(LR [400copies/mL HKiifi Td - 7= #8RE O EIS KO
169copies/mL (& FRR) i T - 7o OFIG ] 13, 240 Wk L C TDF
P S U7z TDF-TDF #£ClX, F4E4099.0% % TN 98.5%, 48 #f]D ADV £ 5-
12 192 #[#] TDF % 4% 5 X7z ADV-TDF £ CTld, T4 99.0%. 99.0% T -
7z (on-therapy T, FTC BB G#H% DT — 4 ZFR<) o

240 R E TIC  HBs LR Tt r a o R —2 g U BRI NI HEBRE 1TV
Mol

5 EREE THTFARE RNE ONI-WWERE D 5 b, FHRFAIRINREN I 5 7=
!Z. TDF-TDF #f 87.8% (130/148 1) . ADV-TDF %f 85.1% (63/74 ) T&H 7=
(on-therapy f##T, FTC B 5% DT — % #Fr<)

240 ;£ TIZ TDF IZBIE U2 Z RN BB Lz T 2B oniho Tz,

HESME MLAHER PR 3R GS-US-174-0102 (TDF &£ 250 451]) &Y, GS-US-174-0103 (TDF
B 176 ) OUFEMATORES (384 WF) | 384 HIKFE TIZ TDF (2B L 7= M2
AR Lo BT o R IE LN T,




V. BRICEY 5EE

e)

LM

HEHEMRY (0~48 )

TR L B D & 2 EE ST, TDF £ 42 4] (16.8%) . ADV ¥ 24 51 (19.2%)
THRI LTz, BEENED - TIGRIE & BEEMEO H 2 A EHLIL, GEEE (TDF
B 8.4%. ADV £ 3.2%) . #itRkESE (TDF #f 4.4%. ADV £ 4.8%) . HEKR O
B THAMKIE S (TDF #f 2.8%. ADV #£4.8%) Th o7,

TRERSE L B D b A EESAEREL T 26 [TDFEELE] (FL—FR3DT7 5=
TI)RTUAT 2T —EHEM) ADV B 16 (L — K3 OFFEMR I 40 —) ]
2B LT,

F—T 5L (48~384 )

240 HIF E TITIRBRIE & BN & 26 EF45%, TDF-TDF & 42 # (17.9%) .
ADV-TDF £ 19 ] (17.0%) (ZRBLL7-, GBI L BEEOH 5 HEELRICL DA
Bk Gk, BEFPE L OHELEEICITEL 2o T,

TR L P D & 2 HERAEFRITIIFNIKEH L, TONRIZ. BREe., Atk
g BHERIE & BIAE CTh o7,

WES 55 MLAR G PR 3R GS-US-174-0102 } O GS-US-174-0103 O PFEFRAT OFE R, 7 4F
fil (336 ) F TIZFRO BV TRERIE & B D & 5 BRI A HFF LT 1.2% (7/585
) . IR L B O B H G PIEICE > - A EELRIT 0.5% (3/585 i) 123D 5
iz, 2B, M7 v7F=rFEH (=05mg/dL) 1% 1.7% (10/585 1)) | 1ifif VU
> 2mg/dL Kl 1.5% (9/585 i) Toh o7z,

) B AMBIETARAE -

MR R, 12) AGRREREAER: - IR RRER (5. GS-US-174-0102 XBR)
225 3CHK : Marcellin P, etal. : N EnglJ Med. 2008 ; 359 : 2442-2455.

£3& Wk - Marcellin P, et al. : The Lancet. 2013 ; 381 (9865) : 468-475.

23k : Kitrinos KM, et al. : Hepatology. 2014 ; 59 : 434-442.

ZZ 3K - Buti M, et al. : Dig Dis Sci. 2015 ; 60 (5) : 1457-1464.

ZE K - Liu Y, et al. : J Viral Hepat. 2017 ; 24 (1) : 68-74.

i)

W\ EMAERER (GS-US-174-0103 FXER) '

AR FEf ] K[

KAy, A=A T UT, 7T A, =T R, 315 5 E (90 figk)

REBRT A v

TDF 300mg 1 A 1 [H#5 & ADV 10mg 1 H 1 [ G5-OHME, etk OEEEE
THEERUM TR TS LA TEAME L, 48 B “EERYIE & 0%
fe< 384 HIFE TOA—T L T~V B LD . 8 AFE[H D B 530k

PIE S

il T I v 7 {FIARRRE O ENE CHB B4 (HBe HUREE)

T 7B ALUE

- AE iR 18~69 7%

- HBe Hitlii7s 6 # A LA ERG M

+ HBV-DNA £:>6 logio copies/mL

« ALT>2 X FEVERIPH R A>D<10 X FEVERIPH R
+ CLcr>70mL/min

- T m s REIAREE (12 ERELINIE AT

ERERANEHE

1. LFOWENZ 7 T IS M B R M FE B
CEBEE VU LB L>1.5 X R ERE R E
- 7'm ke v U REE<60%
- I/ %0<75,000/mm?
- g7 /L7 2 2<3.0g/dL
c FRVEREOREERERN S 2 (B 2 BEAK, HIE, RE X R i)
2. HIV T HCV TG LT\ 5
O FENRO b A T DbILD . XIXIMIE AFP 25 50 ng/mL ## % 5
4. TR BHAART 24 LN ORERE 7 1 7 8UEI L IFN 85530 B TR D 7 F
DG

W




V. BEICEHY BIEH

BR T ik

“HEMRY (0~48 1)
TDF 300mg 1 H 1 [a[# 58 (TDF #£) XX ADV 10mg 1 H 1 [F[# 58 (ADV #f)
(2 2:1 OHTT U MEEIIT 21T o 72, BT OBIIBRHE 217, BRIIK 1%
A Y —= WD ALT (GEVEHIPH FIRMED 4 500 T/4 f5#) K OMRZ FHv 7z,
P 511 KON 44~48 B REIZ T A4 2 S L 7=,

I =TTV (48~384 1)

A8 WD “EEMBI 258 T L 44~48 WD AR 252 1 - 1cid, —HE
BRI OIEENBIZOWTITER FOEE, TDF 300mg 1 H 1 [BlZz4—7 2T ~L
T 384 M E TG L= (TDF-TDF £, ADV-TDF £f) , 7272 L. 72 BRI,
2 [AlE e D KFE T HBV-DNA £7% 400copies/mL LA b & 72~ 7285812, OFTC P
200mg/TDF 300mg 1 H 1 RIOPFAEIEICEI Y x5, @TDF O A&kt 53 %,
XT@RBR P I HZ L L Lie, BEETHROFILGIE I, K& 5% 24 1
X Xt OBt HBV &k % BliA3 5 £ CiBBfHA & 520 L7z,

TR E H

T A L AR R & RO R A O CREMI T 2 A A IEE & L CRRE
L. 48 #FFDE%) [HBV-DNA H2Y 400copies/mL AJii T 0 . MO fFRRRF I
DR BN D (Knodell EEFERIE A =778 2 R A > b LB S v, Knodell FR#E(L =
a7 BELL TV ] 2R LIEEBREOBIE CEE) & Uiz, RN
I AEREIT 72,

Rl R AT ZE

HBV-DNA [&1£{b=:[HBV-DNA 7 400copies/mL A5 X (% 169copies/mL (Roche COBAS
Tagman HBV Test (2 X 2 R FIR) A Th - -9z OFEIS] . HBV-DNA O~=— %
TA OB E, ALT IEFLHE, ALT 2 b&E, FFHRRFMLESE, Knodell A 27,
Ishak A =17, HBe HURHARN Nt a0 "—2 g R HBs HURHARL O o o
R— g R R OSRAIMMAST (HBV R U A T —8 ORAERER O ZE BRI

EES

Bt
“HEBRS (0~48 )
T o M SRR & & 5 X7z 266 il (TDF Bf 176 5, ADV £ 90 fil) @ 5
. 242 5 (TDF Bf 158 5], ADV £ 84 f5l) 2N “HEMMIZ5E T L, BREEGKT
REDOHE DT AR % %2 ) 72,
BAFEFNIEE & L7z 48 BRFOFE =1, BEMZZD 95% 5 HIX M O T IREA
LR FE (-0.080) % L[E-> Tk V. TDF & 66.5%. ADV B 12.2%. HEEEIT
54.1% T o712 (95%IEHEIX] : 44.6%. 63.6%. Z HE,. p<0.001)

BIVKEHME B 0> 48 #KF > HBV-DNA [2PE{L=R1Z-DV\ T, 400copies/mL A T -
TR OEIA 1L, TDF B 76.1%. ADV #% 13.3%. 169copies/mL i T& - 7=
B OEIA X, TDF Bf 68.8%. ADV #£8.9% CTh -7z,

48 FHARE DNITHRR TS5 2.1%, TDF B 77.8%. ADV Bt 71.1%. #EE%EIT 6.2% T
bole (95%EHXM : -4.8%. 17.3%. ZHE. p=0.270) .

BRHEIL N B U7 JEB O A& 1%, TDF B 1.7%. ADV #f 3.3%. #EAEX-1.9%T
Hote (95%EHEXM : -5.9%., 2.1%. ZHRE., p=0.356) .

48 BRFD ALT 1IEH{L31% TDF £ 68.0%. ADV #f 54.4% TH -7,

48 FFFD HBe Hi DI 1L TDF #f 22.2%. ADV & 17.5%., #EEZE1E 6.1% T
HoTm (95%IEHEXM : -4.2%., 164%., ZRE, p=0.245) , £7=, HBe Hi D&
0o N— g (T TDF BE 20.9%. ADV BE 17.5%. #EEEIT 4.7% CTH- 7=
(95% 15 HEIXM 1 -5.5%. 14.9%. Z &, p=0.363) .

48 EMFD HBs HUR DOHILIX. TDF B 3.2%. ADV B 0.0% THh->7-, TDF BT
1T 48 W E CICHBs ROt a2 N "N—T 3 08 1.3%ICERD 5,

F—F T L] (48~384 )

FUEMEEN T EERBO®KSEE 5172 266 Bl H B, F 238 BinA—T7 T
~ULHENC AT L TDF 25 &7~ (TDE-TDF £ 154 #fl. ADV-TDF & 84 #3]) .
I =TT VNI BAT LT2ERE D 5 . 240 BFRF (5 4FKF) D52 THIIL TDF-




V. BRICEY 5EE

TDF % 117 5. ADV-TDF #f 68 5l T - 7=,

240 HEfkEE LT TDF Z#5 X7~ TDFE-TDF B, KON 48 D ADV ¥ 51412
192 #f# TDF %5 S 7= ADV-TDF BEO WUV TH, HBV-DNA #iflfE
KON ALT [EEFACVERN XM 240 J I £ THEFRF S L7,

240 B DORF RS BNE DN HERE O 5 B, 240 B £ CITIFEF RS EN
FH B 7= [TDF-TDF £ 90.0% (63/70 %) . ADV-TDF % 92.3% (36/39 f§l) T -
7= (on-therapy fi##T, FTC B 5#% DT —H &) 1,

240 WO ST, HBe FiUFIE R L O a o o X —2 5 UvEid b - gisE o ElE
i< TDF-TDF B3 2 41LE 41 50.0%., 39.8%. ADV-TDF BENEILE4 47.5%, 41.0%
T o7 (on-therapy fi#HT) .

HBs FUFIE R L O 1 a3 23— 3 VGRS b AL g O F5 13 TDF-TDF #1723
FNZFI11.5%,. 8.4%. ADV-TDF BERZENEI 9.6%. 9.8% TH-7-,

240 W IFE TIZ TDF (B L= B EZ AR LIz T A3z oo Tz,

YA TUFH G R 3Bk GS-US-174-0102 (TDF £ 250 ) & O, GS-US-174-0103 (TDF
B 176 B) OOFEfEATORER (384 WIRF) | 384 HIFE TIZ TDF (2B L 7= MiHHEZ
BRI LT v R IELN2 o7,

LM
“EEBRY (0~48 )
TEEREK L BIEVED B 2 A EFSORBIZRIL,. TDF #£30.7%. ADV F£16.7% Th - 77,

TRERSE L B 0D b B IS /o =423 TDF £F 6 {4, ADV B 4 ffillC 3Bl L7-, ADV
FELPNCEB L L—R3DT75=20T7 3/ o277 —P#NEksE,
FBERT IV T I ) N A7 2T —PHIINIXIIT ARTGELUBT I ) T v
A7 =7 —BHEINEX, JRBREMFEECTHE L ALT 7 L7 IZY LT,

F—F T ULH] (48~384 i)

240 W E TITIRERIE & BEMEO & 2 5 EFGOFRBIFIL, TDF-TDF # 12.3%.
ADV-TDF #£ 13.1% Th o7, TNHDOHEFRGOL ITIRREOHR G H 1L, #5
T R OO EEFICE S o T,

HEE /A EE S TDF-TDF £f 20 /5], ADV-TDF £ 8 FlICHEL L, 2 Ll FICHH,
LEEERAEFRIL. 77=207 3 VIR 7 =27 —BH 6 . FFoOEMH
W), TANTGEUBT I NI R 7 25 —BEMNE 3 F], —i@MEINE i3
TE, POMENE 2 Bl TH - 7=,

WA AR BR GS-US-174-0102 }2 Y GS-US-174-0103 DO OFEfRMT OfEH. 7 4/
(336 1) ETITRO LNTIRBRIE L EEMEOH 2 EELAEFLIL 1.2% (7/585
Bl) VBRI BEOH HHEEFILICE - A EESRIT0.5% (3/585 f]) 123D 5
Niz, 2B, M7 v7 = FEH (=Z05mg/dL) 1% 1.7% (10/585 1)) | iV
> 2mg/dL Kl 1.5% (9/585 fiil) Toh o7z,

1) B RUBMERTRA « ENAK, 13) ZAGBRFREAME R - HIFRERARER (34h. GS-US-174-0103 #tER)

2353k« Marcellin P, etal. : N EnglJ Med. 2008 ; 359 : 2442-2455.
235 3CHk : Marcellin P, et al. : The Lancet. 2013 ; 381 (9865) : 468-475.
230k« Kitrinos KM, etal. : Hepatology. 2014 ; 59 : 434-442.

£E Lk : Buti M, etal. : Dig Dis Sci. 2015 ; 60 (5) : 1457-1464.
ZEICHR : Liu Y, et al. : J Viral Hepat. 2017 ;24 (1) : 68-74.




)

V. BEICEHY BIEH

WYV EMARER (GS-US-174-0121 &ER) '
AIRINEE  ORE, W FH ARV T TV T Fea XU GF 14 »E (62 ik

BT A > | TDF 300mg 1 H 1 [A] 240 @[ # 5 & FTC ™ 200mg/TDF 300mg 1 H 1 [7] 240 #[## 5
DEINE, ZEVMER OB ERFTH L 2ANE Lz, T2 b, _HERK,
ZTNVE I — WATHER st
PSS LAM MPEDOARAEME CHB /3
F ARG - £EHG 18~75 7%
- HBs U5 6 » H UL LB
* HBe HUR 2N 2 ME ST B
+ HBV-DNA >3 log;o [U/mL
« ALT<10 X JLUEFPH [-[R
+ CLer>50mL/min
« LAM &5 C, LAM MBI B# 95 HBV AR Y 2 7 —B AR ZH/ L
(rtM2041/V+rtL180M) . ADV £ 5-7% 48 [ LAY
EEVAN I ai 1. UTFOWT a2l I EN: B AEMEFEE
CEIZEE VLB >1.5 X FRERDE R E
s 'a ey B U REE<60%
- I/ $<75,000/mm?
- Mg T L7 2 2<3.0g/dL
- FFREREOBERER S D (B JEAK, S, BE T ERURR H i)
2. HIV XX HCV IZEJE LTV 5
3. FEERO B D T gD, XITMiE AFP 28 50 ng/mL # % %
4. JEBRIEBE 5 BRAART 24 WLIN ORERE T 1 78| TFN 8% 50% B RUFR D 7 F o
DEE-
R 715 TDF 300mg 1 H 1 [E1# 58t (TDF #) i FTC ™ 200mg/TDF 300mg 1 H 1 [A]# 5-8%
(FTC ™ /TDF #£) |2 1:1 DT v X 2MEEIF T 21757, BT OBICE, ~—
25 A O HBe HUE (BtE/atE) KROYALT E (GEUEPE LR 2 584 /2 fER)
WL D ERHbEIT o T,
FEFHMEEE | 96 HREO HBV-DNA (L3 (HBV-DNA &% 400copies/mL Aiii C b - 7o iR DEIA)

R R ETATZE H

HBV-DNA [Z14{t2 [HBV-DNA &7} 169copies/'mL (Roche COBAS Tagman HBV Test
DER TR Al T - 7o lirE OFIG] | HBV-DNA 2k, ALT IEF{L#E, ALT
25 b, HBe HURMALER Nt a0 13— 5 % HBs FUEINAEER O 2
W=D g VR UL ARFET L— 7 2L — R OIEFIMEAENT (HBV R YU A 5 —
Y OIRAF I 2L SRR

RES

HahE (96 WIF £ TO R -
F B I S IEBREE O P 5. 252 1 7= 280 41 (TDF £f 141 5], FTC/TDF £f 139 1)
DFASIZEEN., D55, 258 #4] (TDF £ 133 #4]. FTC/TDF &£ 125 f5]) A I3
PR T D 96 £ TORBRMIM 25 T LT,

FEFMEE & L7z 96 #FF> HBV-DNA 7Y 400copies/mL i T& > 7= 5
DOEIE X TDF B 89.4% . FTC/TDF £f 86.3% Cd> - 7=, KIIfE % Mesh & A 7p 34T
(M=F fif#) M OVRBIME Z bR 58T (M=E fighr) CTHEEROFER TH 72,
£7-. 96 B HBV-DNA £7% 169copies/mL (& TFR) Kili Td - - #8E D
E|41X TDF % 85.8%. FTC/TDF %t 83.5% (M=F fi##r) Toh -7z, 96 #HIFE TO
WL OEERIZEVW TS, HBV-DNA ®=7° 400copies/mL i & Y 169copies/mL &

i Cd o T RE OFIEICHMZITR D bz o T,

HBV-DNA &3 & & HIcid L, 96 i E TOWFRORSICHENT S, B
il ¢ HBV-DNA D X—RZF A 025 OB EAL BICA B2 EZ RO Lo 7z

(Wilcoxon IEAZFIFRE) . 96 #HFD HBV-DNA £ (logio copies/mL) D_X—Z F A
b DAL EONYE (SD) 1%, TDF #£-4.16 (+1.785) . FTC/TDF #£-4.27 (+1.916)
ThHoT-,




V. BRICEY 5EE

ALT [EFE EEIT, M=F T & O M=E fi#fr & H12, 96 B E TOWT DR SIZ
BOTHEBZEIZERD N o7, 96 HEFD ALT Ei {213 TDF & 62.0%.
FTC/TDF #£ 62.7% C& ~ 7= (M=F f###r) .

96 M £ T HBe HURIEZRIL TDF ¥ 154%. FTC/TDF #f 132%T& Y . HBe Hi
R~Dtm 23— 5 3% TDF B 10.8%. FTC/TDF £ 10.3% Tdh -7~ (M=F
fiENT)

HBs HUR DO A>T FTC/TDF BED 14 (0.7%) DL Hiv7-, HBs Hifk
~DtE AL NN—=T 3 SEWNTROHEREICEBNTHRD N T,

48 WFF T 96 WIRFOIFNMMEE A FRENTIZ, T AV AMAEXIT Y A NV AZH)T
L— 7 Z)L—3388 5Tz 35 5l (TDF #f 18 #4], FTC/TDF &% 17 #5l) Zxt5 L LT
1T72v>, 96 FHEFE TIZ TDF MMEE R TERITBO 5o T2,

LM

IRERIE L BIEMEDO H 5 HEFEROBBUEE X, TDF A 18.4% (26/141 ) |
FTC/TDF #£743 20.9% (29/139 ) TH V. FE72FHIE, 555 [43% (12/280 #1) 1 .
L [3.6% (10/280 ) 1 K OEERE [2.1% (6/280 ffl) 1 TH -7,

BELAEFELORBEMEE L. TDF #2 5.7%. FTC/TDE BN 122% Th -7, 15
BRI L OBEMES Y LRI SN ERIZT I =0T I IR T 2T — N
DO 1HITHoT=,

1) B AEMEITRE  [ENARKR, 14) AGRRFIAGERL B UEERRRER (5. GS-US-174-0121 #KER)
S Wk - Fung S, etal. : Gastroenterology. 2014 ; 146 (4) : 980-988.
ZZ3HK : Corsa AC, etal. : Clin Gastroenterol Hepatol. 2014 ; 12 (12) : 2106-2112.

3) RetAER

RHREHER

a) GS-US-174-0102 s£ER % U GS-US-174-0103 SRERDE AR & 1511
“HEERY (0~48 1)
TR L B D & 5 HEFRORBUSEL XM CRRE CH 7=, TDF B CTALNT- /e FHRT, H
L [5.4% (23/426 ) ], #57 [3.3% (14/426 f5)] K O8I [2.8% (12/426 f5))] 72 & CTh o7z, FELD
BT ADV B [0.9% (2/215 )] & Eb~~T TDF B [5.4% (23/426 )] T@Eh-o 7228, T OfD
FHLOFBAE LM CRIRE CTh 72,
HELAERSR, BREORGPIEICEST-AEFR, BBREONEE T UIHR G O—RFHEicE -7
HEFRRIIEECREE TH -7,
A= TV (48~240 )
TRBRE L BEME O H 2 B EEFRORBBHELIL 15.6% (91/585 ) TH O, ERFRIT. B L7F=7
V77 AR [24% (14/585 BI) 1. BIAE [21% (12/585%)], 77=T I ) v TV AT =T —
BH [1.5% (9/585 %) ] 72X Th o7,
F =7 Z VWD TDF #5112 K0 e b @AHE CRBL L 72 Grade 2 PA EOFR T ENATHZK [3.8% (22/585
)] T, WNTA 7N FROEEIR (4 3.1% (18/585 )] 72 ENH BTz,
HRLAERE, BREORGRIEICE T AFEFR, 1BRIEOHEZE IR 5O —RFHEnicE -7
HEEGORBBEELITHEE CRE 2E IR -7,
[2) Heigeadli) OHESM

b) EMNEMEEER (LOC115409 FXER)
[2) He#gGAER) DOmWSH



V. BEICEHY BIEH

c) EINFEMAHER (L0C115912 EXER)
[2) MeigakiR) OEEM

d) B EIMHEEER (GS-US-174-0121 ELER)
[2) Meigaki) OEEM

4) BE - mEHNHEER
I RE DM T U 7o JEREME B AU PR B R
HEAE T AHRAER  (GS-US-174-0108 #5#k)
M) EAEAIATHBEMOSHER OHES

(6) AEHER
1) ERARERE - HERARERE BARE) - RERFTREERAR (TRERERREER)
a) EABMEHRE (F&T)

HHY AFNOMERAFIE TSR T 2 ZEME R OCAIEICET D FREINE, FHiT 52 &,

LZEMRGTHEE | <HERRFFESNIZY A7 >

Rk, BT BEUESE OB S, IFRERT (5T IEROFRES) | BER,
HIRT ¥ F—= A RO AEMEZ 08 5 BEOHHER, VARV R br 7 (—

<HER ARG R >

BHREIRE 2 AT 0 BB TR etk INEMEITRERE TR DL etk

ARMECBIT S | BEASERER T ICR T 2 AR

TR IE

G EWIRES Hp g g 5 =

PO 3::Ec ARHFNDGNHE « BT D [BEIFFL ™7 A /L A DOHHE % O S RE D B AR X iz
B BUBMEITERICH TS B BT 7 A L ZAOBGEME] #HE LT, KK %0
TgREINT-BE

S i H4 R SRR 26 4 8 A~ FnotAE 6 A

2 AFIPE 5-BtATE | 4R (48 FH[H)

U SE S A5l 781 14

FHERR | MR 776 FlD 5 B o4 FIZENWERA NSRS b, E2EEMIX, KV U ERm
JE 36 ], BHEEERE 12 HlIECThoTo, AREICK T 2EEABEE AT 12.1%
(94/776 #5) TH o1z,




V. BRICEY 5EE

FERAREREICE T SEERDORTRIKER

22 NERRAT R SUE 3K 776 15
LARMRETEE iy JEE
FOYEREL BEEIS) | BIUESE GEEEIS)
EERREINEZY A7

e 12 (1.5%) 0
B, BILESOFFE 1 (0.1%) 44 (5.7%)
JFRERE S (B G IER ORI L) O 0 1 (0.1%)
I 4 0 0
HEET > R— A R OWRI M % £ 5 0 0
HE DR

VRIS Z ka7 4 —%6 0 0

TRLZEBWT, E¥ERKKE ISMQ) . EAFELX [PT) L7 5,

%1 : MedDRA PT 2MEBREE, 1BIEBIN, BWERREE, BIRWZ L

%2 : MedDRA PT 7 7 v = =—JEfERE, B, BHERD, KD VEBMmAE, MY 95
A BIEE. EEE. WSO, SMTREE. B, B, AET. s, KO TR %
&t PT H4

¥3  FH A >H 5T H T AEAETERM="T% O B354+ 5 FL

34 : MedDRA SMQ 2SR (B1)

35 : MedDRA SMQ HEET v R— 2 (FIik)

36 : MedDRA SMQ VU RIY A b7 ¢ — (Bdeh)

HERARE®R EHRERE AT 28E BT 2%al) LT, a0HE (B

HEEE) ) ORFICB T 2EIEARBEEIE 24.1% (13/54 41)) ) X, &0HE (%
FERERR ) M) OB IR T 2RWERRBEES (11.2% (81/72241) ) X v &Ero

1M, FEBERRITER DT o7z, o, DEREMIREEE BT 2 74E
PEIIZBI L T ABEORZ M50 5 6, IHEMIREBEEIZ 2061 TH Y |
RO B ERIERNITIEEE 2t U b s 1 T o7,

AT OB NERATHRIRIEF D 5 & HIMEORE TR N H T - IEF OEIE

12 97.5% (703/721 #5) TH-o7=,

SCFHAT T Y A AKI 5-BRAAIE > DBIERHIRIE THE (B 52 ik L7 A 13 54 1k
) £ ToHBERORE, ERBRA (ALT. HBV-DNA &) &R Z2 R EaICEE
L, TA%h . TS o2 BRE THIEREE] 25103 Ko THIE LT,




V. BEICEHY BIEH

b) HEFARGHRAE (REFEA) (BT)

HHY

AN D FEHN R S OAZZEM MBI 2 IE M AL T D72 &K TARF O 5B ik

240 JEIF £ CTOMmE Y A VA HBURBLH (T A NV RFZHT L—20 Z0—) KON

BT 2 HRA N, T 52 &,

X1 AFATIL, (g HBV-DNA E2NRARIE L Y 2 [EEfKE L T 1 logio copies/mL LA
FERLESSE] 2VANVAFHT L—7 AV—LEET D,

L AENERRET I

<HBER ARG >
R R o2z 2t

BMEZBIT 5
TRAERIH

SRR TSR 2 ARME, FEANMIE K& OSSN

A ST A

] PN it R S B S Vo FH R R 0 D O BATIERNIC DV T, BERE 2 ekt o ¥ —
FAX [ZTEEL, BT 5, B, BEOWNINELNLEAIT. Ve AT T 4
TIHEBNZOWTH R ET 5,

R

1) BN B AUEMATR B Z SR L L AK O ENERRE (LOCI15409 M 8
LOC115912) (&N L, ERARRERE T 1% & A& 2k 5 L CW A RBRF x5 &
T 5, B, BRRERNCAR () 25 L-BFELHENRET S,

2) ARFNOMERKERECSINL, #ABRERAER T AR 2L LT\ b8
BrRBET 5,

S it $5 ]

Rk 26 4F 8 A ~4AFiocs 6 A

Bl

1) EANEERRAE (LOC115409 K& (X LOC115912) 7> 6 OB TIER
FReEE R A & L C oSBT E R T 144 B (EWN KRR (LOC115409
K ONLOC115912) DBIELBAAE) B i & T 240 BEBEIZR 4 5)

2) f AT D D OBATIER]
FeEE R A & L COBISEIIMITER R T 144 8 (B BOER A OB 226 4h
MHRET 192 BREZT %)

WA TE B 5K

342 #il (BGERFRERD & ORATAER 103 #il, 5 AR RA 2> b ORBATAER 239 H#i)

ERATECLES

RN FH RS O 22 R VEMAT KT 52 342 Bl 5 5 49 BHZEIER A F88 Hav, E7eF
TERE, 1KY U BRIMIE 21 1], BEERERESE 9 1], h U L8 761, s L7 F=
VEE 6 BilETH - T,

KRBT D EIERARBE 1L 143% (49/342 1)) T -7z, RENFEE-BEAED S F
TERFEBLE COMIM 2 MG LR R, BEIEER IS - CRIMER S BLEIS R E O F
VER OFEBISEEE B3 2 BAfE 22 1358 H e dh o 7=,

AR DO FNEFRHT I BIEB D 95 B FIMEORE RN 23 T8 Td - TEH O

EE1X99.1% (331/334 f5) T oz, 2B, BEMMHHGIER] 342 HlD H b, v

ANAZT L—0 ZA)—DERIZEEL T DIEGIN 7 BIRRD LT, ARAEIREEF

DI E HBV-DNA & EF55 AFNIK T DE ™ A v 2O HBLA R S5 REH] T

o,

%2 ALY EEATSAFI B G- BRI DB TR (5 &2 I L Ga 13k 54
1R EToRREROKE, EAKRE (ALT., HBV-DNA &) ZEOfEEREH
WCRHMm L, TEZh . THERh) o2 BERE. THIEREE] 25813 X THIE LT,




V. BRICEY 5EE

c) HUEMRFEREERAR (FNLDYIYER) (BT)

2)

HHY

ETV TIRE SN TV % HBe HiJ5HMEA> HBV-DNA i HERA KN [<1.3 loglU/mL
(<20 TU/mL) & %\ <21 logio copies/mL] @ B BUEM: T B A %412, ETV %
Day 1 [ZTARANZY) O B2 723556 D U A )V AFZRHR R OL 25 R 5,

L AENERRET I

BEME, BT BEHUESOFES, ITEERE (5T IR OB | BER,
HBRT ¥ B = AR ORI ENEZ £ 5 HEDRFIER, VARY R b a7 ¢ — HHIE
e O S

[0 7 A BV

SHRIER, BRE, H—T 2 TR

REH

ETV TR I TV 5 HBe HUEEGMED > HBV-DNA #H RS [<1.3 loglU/mL
(<20 IU/mL) & %\ ME<2.1 logio copies/mL] @ B AU g ML &

S it £

ARk 29 A5 8 A~ oA 12 A

Mi& - HE

Ay Y —=>7 (6 EEILIN) TIXETV 0.5mg §E% 1 H 1 [H#5 L, AH| 300mg §E
D1 H1EERGIZEEFEZ, 96 HEHEET 5,

Bl

RHN O H-BALEH 5 96

AT H

LAt

AEFER, BRRA (MEEORE, LRA R, REE)

BRWE (EZEFHHEE)

48 FARFIC HBs HUR BN R—RZ T A 75 0.25 Logio K F L 7= #BRE DElA

FGEB1%

75 1)

E B R

AFRBR DL AVERRAT RS2 75 BB L N-REIERIX. JRE 27 v/ a7 U U8
15 ], BIRAERE, BRMEKRRS., b L7y F=v#nkore hrov
VIFRIERAA 1 FITH Y . BERRBBEIARITL 24.0% (18/75%1) ThHhol=, B, K
AR CIHRET SN B MR EEICET 2RIERIIMR S e o7z, R B X7
a7 a7 UL, BHEREREE ICREE T 2 BRI B A ORI B 2 b,

B RWERRBT R SHEFNZ T 5 48 TFFIZ HBs HURENN—A T 1 LD 0.25 Logio & T
L 7o #E OES [95%E8XM] 134.1% (/74 1)  [0.8, 11.4] TH Y, HBe HiJi
Bt 72> HBV-DNA f HH FR AT 0 B BUE MR B O BE BT, ETV 22 b AN Y]
DTGB DT A NVAEHINRIT, ARBR CIXHMEI R T Z L IXTE o T,

AREHELTEETENDABERIIER L -HBROME

&Y LR




VI. EMEEICEHYSHEE

1. EEPHICEEDHZILEMXITILEME
PI 472 (TITV) RNT I L—R (o TFHEAKI) ., _RLVF 4 (F/HREN T5T7x2F3
K7 < VEEH)

2. EHER

(1) 1EREML - YERBEF
TEFRERAL « AFHIH
TEFRST : TDF 13RI CTY T AT VONMKSIRIZE 0 7 7 REE S, SSICHIlBNTT /R e
U UVRBICR#EENRD Y, TR ELV D) VBRIIRAERE THLTAX LT T ) Vv -2 VR EES
RIICf& HBV-DNA RU AT —FZHEL, DNA ICBRVIAEFNHIZ, Fo—r X —I5x—H—L LT
HBV-DNA & HET 2 9, F /AR U VBROE  DNARY AT —F a, p LNy ixd HHEE
FIEE5V (Ki 1 HBV-DNA AR Y 2 T —8 & bz L TR 29~454 %)

(2) EEEMFTHHEBRE
1) ;o4 ILREH
a) In vitroiREx
7/ AR EIVIX invitro T HepG2 2.2.15 FIfE23 3 B3~ 2% HBV (Z%F LT, 0.14~1.5uM @ IC50 THL HBV 1&ME%
AL, —J5, B MR DG EER O CC50 1% 100uM BB T - 72 %, F£72. invitro T HBV-
DNA RY AT —FHEKO T H ), T TV KO telbivudine (EPNRIFEFE) . 72 5 N HIV-1 i
R BRI ER T A N Y V& BN K BAHTHBV RIS K L CFIMER 2 /) LESHIER IZRE O S/ -
7’—: 19)O

b) In vivoRER
WHV &G >~ RFx 7 (4 JL/F) (2, TDF (0.5, 1.5, 5.0 XUV 15.0mg/kg/H) % 4 BFKEROESE L
Too HEBMA GG 16 HE% £ CRIFMICEHM L, MiE+F O WHV-DNA &% Ky b7 vy hong 7
VEA =g EXFTV T AVE A LAPCRIETER LT,
ZOFEF 4 B O RER O 5P, 1.5,5.0 X OV 15.0mg/kg/ B BETWT OB C & Ml o WHV-
DNA S L/ICF Lz (IK-1), Mg+ O WHV-DNA EO# GRi0 5O FaE (F¥) 1305, 1.5,
5.0 N 15.0mg/kg/ HBETENENHR KT 0.3, 1.2, 2.0 L 1.8 logiyWHVge/mL i TH Y (WP b
HRNZHE N THREFZAIIICAE. p<0.05 X p<0.01, Mann-Whitney ¥i7E). 5.0mg/kg/H LA TR KIZET S
BRI A NV ATEME RS T,



VL

RMEEICET HIHEE

1.0 0.5 mg/kg/day TDF 4 1.5 mg/kg/day TDF
0 a3, -
< ~~ L e et \
o p— E ‘1 .0 \]
E2 20
o O
; v -3.0 5756 - M5798 - M3158
= & 15929 - ['5890 - M5863
> E -4.0 <> F5937 «<»T5949 <=T5869
2 = M6084 == F5954 = F5904
T o 50
o0 (
— 5.0 mg/kg/day TDF | Jr— 15.0 mg/kg/day TDF ) 4 8 12 16
0]
= 0 S Q .
; 3 — o,
50 -l .0 / \ ‘ e ——)
= s
S 201 &
6 3 -3.0 \/ - M5856 - M3127
Nt -4 5883 -+ 5865
-4.0 <= F5905 <= M5951
= F5927 - F5959

0 4 8 12 16 0 4 8 12 16

Time (Weeks)

WHVge : WHV 7/ AHY &, K EEOKEON— « BeHHIR LB EAGERR 1% 5
-1 TDF @ 4 BRIREIZ &S WHY Bty v RF 4 v 2 KEKO M0Eh WHV-DNA B DIBEFEIZ L

RO FIET, WHV EY D » RF ¥ » 7 (SUWEE) 2, TDF, 77 HENL ERF UL, FIT7V KD
TARYUHZEY (WTHD 15mgkg/H) O, I ONZ TDF X7 THRENL ERFILETI TV
g A MY vH e EO 2 FIPFHT 48 MEKER O RS L, BEHIC G O WHV-DNA &% & &
L7,

ZOFER, WITNOHEM L OPFHE GRS TH Mg o WHV-DNA &I/3KF L7z (X-2), TDF #5
BECIT 48 M O£ G- WM 238 L CRHpirYIZIIE 1> WHV-DNA E2MEK N L7z, TDF &7 X722 X
TARUTEEEOHHEGREICEIT S WHV-DNA O T 1335 32 38 £ T TDF ik 5.5 & [
FEXITZNLLT Th o723, H5 36~48 I TILOFHE GHED S5 WHV-DNA MK T L7 (& 5-A1 &t
N7 fEF O WHV-DNA K~ & (CFEY) OFAMEN, TDF, 7 I 7V k=L Y &2 OB
HRETENENA 45, 2.7 3.0 logioWHVge/mL IfLiFIC% LT, TDF £ 7 I 7P I AL R Y v %
vy L OB GERETIEZENEN 5.6 T 6.6 logiyWHVge/mL HiLi#) .,



2)

3)

VI. E3NEE(CET SHIEE

Treatment
— 10" -l
E
gl) 1010
Zz J»X)
< =
Z 10° ) —O— Placebo Control
S - / —e— 3TC (15 mg'kg/day)
- 10° + / —0— FTC (15 mg/kg/day)
= —o— ADV (15 mg/kg/day)
g 107 4 —&— TDF (15 mg/kg/day)
g N —w— ADV+3TC (15 mg/kg/day, each)
105 - p —a— TDF+3TC (15 mg/kg/day, each)
g —g— ADV+FTC (15 mg/kg/day. each)
S 105 4 —a&— TDF+FTC (15 mg/kg/day, each)
Q
=
1 -
g ot
8
O 103 1] T 1] T
0 12 24 36 48 60
Time (weeks)
5 Bl D KA - 2)

3TC: FI7 V0, FICHV i = A MU ZE L, ADV : 7FHREL ERFINED yee: U A NLRAS ) WFY&E
121—2 FEM BV EOBEMR Y 2 KGR S IZ & 5 MmF+ WHV-DNA EDET
A1) BEUBMATERE « EANRAGE,
H2) 7THREN ERFIVVIARMTORBEHFIEL TS,

R

WEAM G AR FRER (GS-US-174-0102, 0103, 0106, 0108 KX 0121 #kBR) (2B W T, BEOKRKBERE (UL
TR IERE) (27 A VA ME (HBV-DNA =400 copies/mL) % 7% Lté&%@ HBV OF /R E VRS 2 f
LRGSR, R 240 [, AABNCHHMEZ R38R 8 R A RIIRO b o T2,

REM S

T HRENE, T I T VRO T BV 2T 2 ANE HBY (BRI EBAER T £ LA LD
IC50 D (IC50 t) : 7.0~4000 #R) (ZxF L CHIZ A NV ATEMZ R L7220 (IC50 e 1 0.6~6.9),



VI. EHREICEYSER

ZEEHBV (xS 5 FFEH HBV E 1050 Lt

IC50 bk (1C50 (A /1C50 (BpAAY))
_ . e s . o NN
BEBMHBV | 5 //KREN | TTFHRENL | FIT7Vy | =T/ | Telbivudine fj& [];i
(0.0882) (0.226) (0.00252) (0.00003%) (0.01%) (0.00739)
L180M double! 2.3 2.9 >4000 70.0 47 >1370
L180M quad? 6.9 1.8 >4000 366.7 31.5 >1370
V173L triple? 1.5 0.8 >4000 7.0 42.7 >1370
1169T quad* 0.6 0.4 >4000 63.3 38.7 >1370
1169T quin® 0.6 0.7 >4000 1333 7.6 >1370
M250V 1.6 0.4 0.1 7.0 0.1 0.1

a: BPAR HBV (Zxt4 5 4851 HBV FE D IC50 (uM)
1 : L18OM+M204V, 2 : L180M+T184G+S2021+M204V, 3 : V173L+L180M+M204V, 4 : [169T+V173L+L180M+M204V,
5 : T169T+V173L+L180M+M204V+M250V

a) In vitrosEx
7 2 7V KO telbivudine MEZE S (rtV173L, rtL180M K Of rtM2041/V) HBV (2545 T / 75 E/LD IC50
IEEFAERID 0.7~34FTHY ., FDHH 2 HER (rtL180M+rtM2041/V) HBV (Zx%F9 5 IC50 (LB AER D
345 ThHoTz, =T A EIVIEZERE (tL180M, rtT184G, rtS202G/I, rtM204V K OY rtM250V) HBV (2
K5 1C50 IXBFAERLD 0.6~6.9 (Z TV . 77 7H ELMMEZE R (rtA181V KO rtN236T) HBV TlE 2.9~
105 CThol=, £/2. TTHRENMPELER (1tA181T) HBV IZX 5T /AR ELD IC50 (FEF AR D 0.9
~15EThoTz,

b) In vivoiRER (ERERFHERACHR)
V. RRECBET oA 3. BRRGE  (2) BRARZIAR) OIH4) BEROMITEREL R HBV 2589 5 B &Y
1B B EH SR

(3) {ERISTES - FRERRT
AR L




VI. EMEREICET SHEE

1. mAREDHRE - AEX

(M

(2)

()
D)

2)

AR AL MR
KR L

B M PR B B 2
[ (3) BRRFER CHERR SR ] DIHEMR

R CTHRE SN -MPRE

H[EE5HER

< HARANIZEBT 5 Rl >

HA AR A BYE 6 BICAA] 300mg 2 2SR NG Lz L &, ABDOEMERD THLHT / RENL
O MR EILEE 1.240.5 FFZICREMEICEL, Chx KTV AUC X, Z1ZF4L 212443ng/mL K O}
2197+516ng-hr/mL Th o7, 7/ B E/LOERIZITMAMELZ R L, SAEHEOEEENEL 151223 K Th o 7=,
o, FH% AR E TOT /AR EVORFHEISRIX 2444% TH Y | CLr 1% 287+64mL/min TdH > 7= 19,

300
% 250
E
& 200
oL
~
ny 150 -
%
N L ]
10
NS00
=
pu 50
E
__'_
0 e .
4 -] 12 18 24 30 i 42 48

R (hr)
HARNBERBRABMEICAHK 300mg £ ZERICERZEORE LIz ETOMEF T/ RELREKS
SHIE+SD, n=6

<HME NI D ks >

BEFERLA 37 Bl A 300mg Z ZEfERF IC ARl A4 G- L7z & & 0 ARAIOIEMER Y T 57 / R BV O ML
R IR 1.0£0.4 FFRZICHREMEIZIEE L, Comax XY AUC 132 1LE 4 296290ng/mL & O 2287+685ng -
hr/mL TH o7z, £727 /R ELO B ALK 18 Bl TH - 72 2,

REEZSHER

<A E AT B Ak >

HIV-1 JE&YE B 8 B AR 300mg % 28 HREIKEH G- L & & R G & EER G OEYEE T A —
HIZEIT B DN 2,

AHNIOZIRE AT RIT, TBEIRFR ¥ A /L 2 D HIHEZ LV THEEE O B 23R8 S - BAUEMERTZE BRI 36 1T 2 BAUAT
RUANVZAOBEFEIH ) AELOHERT, HEF, AT /R EL Yy a7 < L & L ClE300mg
ZIHIERAO® ST 5, THD,




VI. EYEBREICET HEE

HIV-1 B REBHICAFI300mg 21 H 1 H 28 BMBEORS LIz 2DMERT / RELOEYFHE/ S A -4

P 1 HA 8 HH 28 HH

BGR A (n=8) (n7) (16)
AUC (ng-hr/mL) 2404 3324 3299
Crx_(ng/mL) 362.0 3255 319.0
tmax  (hr) 2.0 3.0 2.3

I tmax (T RAE

£, T /R ENOEMENE T XA — 2T, 75~600mg/ H OG- B CHEICHAIL, /-, KERS

P37 LD RAS/A N

1000

MyEH T 7 &R EAHEE (ng/mL)

10 +

100

12 16 20
W (hr)

ro
4

HIV-1 BREFEBE(CAFIZ 1 B 1 E T BEEORS L LETOEEREICE FHMEF T/ RELVREHER

(4) HhEE
Y ER R L

(5) BF - FRROEE
1) BEOFE

<HMENIZEBT D pkE >

FEIE (n=8~9 Bil/EE)

fERERR A ACAHA] 300mg 2oL & HICRARG Lz X oMiETT /&R e o2 iRk 832 ER G
CRBEETH-T=b DD, A 39 BlIZAHK] 300mg & 2SR OYE R & (RFN% 1055keal, BN
54%) BRZICENZNHERORG Lz & &, B%RHEG CIEZEER & it L CliE+H T / R EVD Cra
F OV AUC (o9 X, ZREIE 14% K O%) 40% E5F- L= 20,

AHNIOZIRE AT RIT, TBEIRFR ¥ A /L 2 D HIHEZ LV THEEE O B 23R8 S - BAUEMERTZE BRI 36 1T 2 BAUAT
RUANVZAOBEFEIH ) AELOHERT, HEF, AT /R EL Yy a7 < L & L ClE300mg
ZIHIERAO® ST 5, THD,




VI. EVBEICEY HEE

— E RIS (n=37)

% -=o=-- Ri#iz5(@mEHR) (n=39)

MiERT 7 R e (ng/mL)

W (hr)
BREREAICAH 300mg #ZRBFRUVEEHEBERRICEATAEREORSELZLEED
miESRT/ REIEBEHTS (F9E)

2) HRAROZE

Invitro FRERIZEB VT, invivo ICBWTRO LILDRE LV I D2 0TERE (8300 Z) (2B8W\WT, 7/
REMTIE FF R v—2L P450 4y 7fE (CYP3A4, CYP2D6, CYP2C9, CYP2E1 XX CYPIA12) % [H%E
L2Roizid, TR EN Y7k bid CYPLIALR 2302 (6%) HELZ, /2. T /KL
Y7 a X LE Pegp KON BCRP O, 7/ 7R EJLIE OAT1, OAT3 . (XMRP OB THY . 7 /KL ¥
Y 71 % /LT MRP, BCRP, OAT1. OAT3. OCT2 X U* MATEl %, 7 / & E/LiE Pgp. MRP, BCRP,
OAT3, OCT2 I MATEI %41 L-#ak#lE LRV EE 2 b,

a) OF/ Y

TIREN DT T NBEL K ) o EERBRE LR, & ) 2D AUC KX Chax 23
TN 60% KT 64% EFH Uiz, RFNOFRMENEEIEIZA SN otz GMEANCEBIT 5 ) .

b) AEFEIL-Y FFEL

THREN VYT axuLTwABEEr S e NFEA RS LCRE, T/ A ELO AUC,
Crnax X Conin XFNEI 32%., 15% KN 51% EFH Lz, 2 EFEAKLONY M EAOEYEREIZEIX
Hoiemote GMEANTET D RkEE) .

¢c) LURREL - YKRRTEIL

TDF GAHRAIL LT, =77 LY AR T A EY - T JRENL DY Taxi 7~ L iRE"? &
LURAEN « YIRATEAERES LckE, 7 7 AR EAD AUC KT Crax WEIZEI 98% M Y 79%
FR L A RS AE A T REN DY T aRi LT UERIED L LR E L
IRATENVEHREE LR, 7 /AR ELD AUC KO Crax NEFNFN40% KN 32% EH LT, TH
PFen, U FEALKROPT AR SZE T JRENL DV Tax LT UBED L LY.
VIRATENERBES LizkE, 7 7 R ELD AUC KT Copax BDZENEI35% K N 47% EH- Uiz, #v
FEA, URNFEARDRZARNISEZEY « FRENL DV TFaXI T UBED L L2 L .
VIRATENEFRAZEE LIz, 7 7 A ELD AUC KX Chax BDENEI 50% K TN 64% EFH- L=, v
NRAENJK Y RAT ENOFEBYENREIZZGITA D20 > T2 GMNEANICE T 5 ) .



VI. EYEBREICET HEE

) TDE GHMALE LT, =77 LYY« AR TZEY - T /KR ENL VY7 afkx i 7<)V 600 - 200
300mg # 1 A 1R, =A RV HEY - JLEE DY - T/ ARENL Y7 axi L7~ Uil 200 - 25 - 300mg %
LA E, 7#¥FEN300mg, UV hFEA100mg KT AR U HEY - T REL YT axins < Vg
200 - 300mg ZZAZEAL 1 H 1 EXIEH LT BV 800mg, U R EL 100mg KO AR X EY - T/ KREL ¥
Va7 < U 200 - 300mg A EALEILL B 1[E, LIUSREL - VARAT EIL 90 -400mg & GBS LT,

d) NJLRFRE)L - YKRRATEL

TDF & A8AIE LT, TA RS ZEL - UALEEY v T 2RENL PV Faxi L7 <L &~
JRBE A )« VIRAT ENVERAELS LIz, 7 7 R ELO AUC LY Coax BZFLETL 40% K TN 44%
FR UL, Fo, AT IEAKRT AN VEZE Y «F 2RENL PV TFaFI LT LEEEY 2R
NWIRBE A« VYIRAT ENEHREG L2, 7 7 B ELO AUC KO Coax DZEILEIL 40% K TN 46%
EH U2, SR Z RNV KN R AT EVOFEYENREIZ AT A D05 T2 OMEAIZE T 2 ) .
W) IDF §AHA L LT, AR X EV-ULEREY VT JAREN YT rFi L7~ /LR 200 - 25 - 300mg
Z1H1E, XIEFAT77E040mg % 1 H2EROGTA N S FEY -7 ) RENL VT a7 < VEEE
200 - 300mg % 1 H 1[Al, ~A/8Z ZE /L - YRATE/L 100 - 400mg & PEHEL L7,

e) TAYFEIL

TJHREN DT X N T VR L T A EALOHRHICE Y. THXFFEALD AUC, Chux KOV
Coin NENTI 25%., 21% KR 40%IETF L, 7/ A ELD AUC, Crnax X Coin D ENFH 24%., 14%
KR 22% EF- Uiz GMEANIZEBT 50 .

f) ZohDFEH

TARBEN, BT+ M FENL, FLVT 4 FEN, TITV AV FERL, 2 TFEL UYL
OUFIZ LY | 7 7 AL OEYBREIZZLIZA DN o T, KL OPFHICE Y, 7 eL, 2L
FAFRA—=F e TF=)VT AT VA=, UNREY v X FEL+Y NFERL, XLVT 4 FEL, T
TV AVTVTENL, =T 7 E LY OEYEIRRIZELIZA SN o7 BE AT D)

VI Zeett (R EoEESE) (ST 5HE 7. MAEH] OEHSR
6) BEH (REaL—Y3r) BMICKVHBALEENERDEEHER

UER R L

2. EWMEERB/INT AL
(1) R
AR L

(2) WRUSERBE TE 38
UER R L



()

(4)

)

(6)

(N

3.

4.
M

(2)

)

VI. EVBEICEY HEE

NAFTRALSE) T+«

<HE AT B R >

HIV E Y BF ITARH] 300mg & ZEfEHF ISR G- LI DT /R ELVDRANA AT XA Z VT 41£25% T
HoT,

HEEEER
AR L

DIVTZUR
AAl 300mg ZRBZICKERG L-ZEEOBE VT Z A 3#E 1 HE T 169mL/hrkg, #6458 HE T
161mL/hr/kg TdH o7z,

PIEE

<HE AT D RkiE >

HIV &Y B 20 7 /7 R eV 1 O 3mglkg & RKAEFRNE G- L2 & & OEFIRIETO MR (Vss)
I, FALEAL 1320£567mL/kg 2 TN 1155+417mL/kg Toh > 7=,

MBEARESE
T/ AREADOE ML OMIEE ARG (invitro) 1, 0.01~25pg/mL OFRFEFHFHICIHB W TENLZEI 0.7%
Heliii BN 7. 2% A Tdh o 72 2V

MR AR
M. MrPREOHER - WIEE () BRRBRCHEGR Sz m PR OESMR

VAl

& — Ak B8 P9 @ @

MG R L

<BE>

M 212 [“C] TDF 10mg/kg % HiAIRE OG- Uiz & & 5 1 BEREI OIS REISRE S e o722,

%k — e B2 BAFT @B 14

NEE R L

<BE>

IR VT T 2 AR eIV 30mg/kg/ B ZUE4R 111 BB TG Lz & &, 4B4R 115, 127, 134, 140 KN 151
H O 55 30 3% ORI MG T 7 R EVIBEEIX 9.60+3.40ug/mL Th-7-2 , £/, BIEMEFT /&
EVIREIINERSICHENEM L 2o =2 & n, BRIBICEBE LW EE 2 b=,

i~ 0BT
VL Zzeft (M EoEES) (ST 2HA 6. FEOE Rz AT 2BEHICHETLET  (6) il
DA

AHNIOZIRE AT RIT, TBEIRFR ¥ A /L 2 D HIHEZ LV THEEE O B 23R8 S - BAUEMERTZE BRI 36 1T 2 BAUAT
RUANVZAOBEFEIH ) AELOHERT, HEF, AT /R EL Yy a7 < L & L ClE300mg
ZIHIERAO® ST 5, THD,




VI. FEYEIREICBEY 5IEH

(4) BEA~OBIHE
KR L

(5) ZDhDEB~DIEITHE
MM ERR L
<BE>
MR 12 [“C] TDF 10mg/kg Z Hi[alfk NG Uiz & &, #5451 Ktk eI 2R < X T oMk T
m s, BSNEY. NENEY. 200G, BB K OEETE -7 (100ugeq/g YAE) o G 24 iR DOh
SIEEIL. B, AP, KRIBNAED K OVINERNEYH T 10ugeq/g A ETH 7223, %< Ok T L= 2,

5. K

(1) KB RURBRR
T/ AREN U Tax V7w VBEIRTEER S E T R ENE T AU AT AT e KT v T THY
BO#E#%, 7/ RecRE S, fIlENTT /A EL D VERICRE S D 29,

(2) R#FICBEET HEFE (CYP4S0 &) DHFiE
In vitro RN G ., T /7R EN DY TaxI LT AR ENTIWT LT MY r—A P450 DFEE TIE A
W2 EBNRERTWE Y,

(3) WEBBHROERRVZOHE
UL L

M)ﬁﬁ%@%ﬂ@ﬁﬂ&Umi
F(1) RBIEBAL K O ) DS

(5) FHERBMOZFRERI/ANT A —4
T )R EICOWTIE 12, YHEERIN T A —4% ] OHEBMR

6. Bt
(1) HEfERAL R OHEER
7/ AR EVIRERIREIE & FRAE ~OREBIME I X B S D,

(2) Btz
T ARENEFRIRNE G Lo b & 72 B E TICRGED 70~80% BN ARZE(LiK & L TRFICEIR S L7z
GMENIZIB T DAUE) o« 7 /7 A BT, SRERIRIEE & JRAE ~OREBfEIZ L 0 Bt S b, BARAfRE
FERR A BE 6 BICAR] 300mg Z Z2fERF IR G Lz & &, 5% 48 Bl £ T T / AR eV Rk
LKL 24+4% THY . B2 VT 7 A (CLr) 1% 287+64mL/min TH -7 ¥ , KKl 300mg % HlHRE O %5 L
L EOT 7R ENALO BAHFEHNIIK 18 K Th o7z,

@)mﬁﬁr
. YRR NT A—H  (5) 7 UT TR OEBMH

AHN DR SUT R FNE, TBIRUTIR ¥ A /b A DA Z FEVO TS RE O 587 23 iERR S U7 BRUEME TR U 36 1T 5 BRUAT
*W%»x@ﬁﬁmﬁj%ﬁﬁomii(@% I YN iT/Ttﬂ///7H$/W77N&fkbfwﬁmmg
ZIHIERAERST 5, ThD,




VI. EVBEICEY HEE

1. FIVRR—E—IZET H1FR

In vitro IZ3\ T, TDF I Pgp X OX BCRP C. 7 / 75 E/LI1E hOAT1, hOAT3. MRP4 & O MRP7 |2 L b ik

S#7z, ¥£7-. TDF (X MRP1, BCRP, hOAT1, hOAT3, hOCT2 }x ) MATEL %, 7 / 78 E /L% Pgp, MRPI,
BCRP, hOAT3, hOCT2 }x O* MATE1 #BHE L7eh o7,

8. BHEFICLIKBRERE
MRERT

MEENT EE 11 BICAH 300mg & HlalFe G Uiz & &, MBI L 2REFRIL 54%TH Y . 4 K OIK
B LV EEEOR 10% R BEINT 2P,

AHIDORhRE

IR, TBAUFR 7 A L A DBEFE A PO ITHERE O B2 5 A3 ERR S 7= BRUB M BRI 35 1 2 BRUAT
KA N AOEEFEIE] | B LR OCHER, BRE . RAKIET /R EL Y Faf 7~ Vg e L ClE300mg
ZIHIERA®KE T 2,] Thd,




. ££% (ERALOZEESH) ICEI A

AFZECBRFRIIHTHEEERT LEZEET. FROEEDAUBEENRESINA TS,
FD1=H. BEFXICHT ZABRERTITREEICIE. BERTEREALLGCELH H» ARIEEEDBRKE
REBRBEMBODEEZTHICITSE, BBICHL T, BREFRICHTI2EBABRNMELLSZZ
»H5, [8.1, 8.5 8]
(fEER)
B RFRIZHT DI A& T L7cHa, FLBAUTFR Y A L2 (HBV) FIZ XV EEZIH STz y A L
ADFHEGE UIFR DS RT A28 H 5, BAFIHRBRICE T, &P T 2~3 » HZ OB
FEMICIFREFRR RO b L DREL SN TWD, LR -> T, AFlaETehl HBV OB G52 T
THEAEITIE, EKTHEDRE Ly ARIZEE ORKIER & BRREMOBEZ /51T O BRERH
5200, BRFRIZHT HIREETICOWTRE LT,

. BERNAREFTOER

225 (ROBHIZEFEBELEWI &)

ARHN D o3 %t Ui oE OBEERE O & 5 B
(fRER)
[ 3L BRIk D — RN R IEEFETH D, AFIORS 5 U CBRBUE DB O & 5 BE Tldk, AH O
BHIZLY, SOICEHERBBIEREZRIATI2B8ZNNH D, AFOEGITE L CIXRZ%E 2170, AH D
AR U CRBUE DBEFERER H 558121, ARz &RE LW T &,

<KAEND RSy >

AFNIE, AR R ORI E U CTRORG D EEN TN D,

A3y FIHREN VT uaF T VR

I AT N T 77—t T raAxBAia—AF N A LAY, SRt
a B2, AFT VMR YL, E7niu—A BEFFL, b TEF

. DHEERIBHRICEEET 53R L TDER
V. 1B 5HE] OERR

. FERUVAEICEET 58 L TDER
(V. 1B 5HEE] OERRK

— 44—




. &t (FALOEES) Y HEE

b, EELGEXRNIE L TDER

8 EELHEAMITE

8.1 AANC X 5 BAUEMEATREDOIERIT, BETOH TR FEERTH S FoRRBBENNETHY
RIS U C bl 2 L E N B e 7= 6 B AUBMEATR B OIREIC+ 0y 725k & B 2 RO RO ¢ & T
T2 &, [1.. 8.5 ]

(FRER)

AN, BERTRICITEEDOENNAOSNDIZ ENH DD, BERTHELRBBIERLZETILENDHY
(M. BERNRLEZOHBH] OESMK), BFEOWREIZL CEYR2LEEZITH Z &,

8. EELERNIEER

8.2 KFNDEGITEELTIX, Z VT F=v 7 0T 70 RAERETHARE, BHEREOFEICEET S Z
Lo 0. KRG %L EHARRESIC L D BEOREAZTEERBIERTHZ L, (7.3, 9.1.2, 9.2,
10.2, 11.1.1, 16.6.1 ]

(fEER)

HEREREE 2 A T 5 BE TIIARI OB GREBOTFENLETH D120, KAl 254 50N BHEREDA

WAWRTD2MENRD D, £, TERLREIER] ICEEEO LB . AFIOFRIER & L CBEMEREN I

HZEVNHMBNTNDOT, KFlOEEHITBEHREREEONEZIT O %, BWEREETORBUCEET HZ

Lo RIS, BEREREED Y 27 2 /T HBFIITME) OB L ERTH L,

8. EELEAMITE
8.3 7 /AN Yy TuXi T VEREEAK A G Tebt HIV O LA A E 2 EMMIT - 728

IZHBWT, BHFRENREE L, REEEREO &2 2 LICEARRES TS,
FEMBGRHXEMICE B EREZIT ) 7o EEBEERDICER L, BEPED DNHAITIEAR O
PG aPIbd 57 Pl B AT O Z b, ek, MEAMERERERIZI VT, AR 96 B HIZ LY |
JEHE & KIRE OFBEEDIKRTRRD LN TWND, FERFBEEOIKTIX, BEHECIZ®R5ERBE 24 BEEFIC
DT, RERE Tk 5-BItATR 72 BRI 2NT TR LT,
(FEER)
HIV B I2B T, T /R ENL Y7 a7 < ViR % Eieht HIV 3o SH| 08 RS %2 5 1R
1T 7B, BHERIE DR BL U BIEiIsEIR S OB Pr 2 = L7IEFI M S hTun b,
AHNOWEIETH D B AIBMEATREOWE TIXRWD, AFlZ2EMEG T 2BIE, BBEEORICEET S
&, Fle, BEERDICHTAERGIES LT, EMNRAE (BB EERE, FERR. mEg2l
SBEERERE) #EMTDL L,

8. EELHEAMIEE

8. 4 KA e 5T HRIC HIV EROFEAMRT 52 L, [9.1.1 5]
(FRER)

HIV/HBV BEAEKYEE 26 LAKI O B a B 532 & SEAIMTE HIV 2N BT 2 R(etEn & 5720, AHl %
B54 AR HIV RO FELZ RS D L,




V. &t (FALOEES) ICEYHEE

8. EELGERMEE
8.5 AANT, HFEPILIZ LY AFEREDEALS L I ROEIE(LEZE Z T LD 5, ANKZBEITH

L., BFENACOHB TR ZPIELARVWE DI HaEET 228, (1., 8.1 5]
(&)
AFNT@EHE, HGERTTLETICRIMZES2EATHY . £/, FhHPIRE, FEEOEES L <X
MFROEEZ K Z LIEFIZRE S Tnd (VL 22t (A Eorsss) (T35 1. EE5A

HETOHE] DHEZM),
L7edio T, BEDE OB CARAORM Z 1k L2 581203, IO E L, TROBEIEE Z 2 fi

BRI D D Z & A2 BEIZHM L, BB Tz PIE L& 2 +afEd o 2 L,

6. FENDERZETLHEEICETHIE
(1) &HHE - BERZEOHLHLESE
9.1 56HE - BMEFEZEOHLEE
9. 1. 1HIV/HBV E#E kLB
AFN DI DOEEITRET D Z &, FRANME HIV 25 HE 5 aletE RN & 5, [8.4 2]
9.1.2 BHEEEED IRV EZETHEE
Mgy ot bEmITHZ &, [7.3, 8.2, 9.2, 10.2, 11.1.1, 16.6.1 =#]

(FEER)

9. 1. THIV/HBV HMEEEE T LA O A ZE G325 & 3EAIMME HIV 23 BT 5 ATRetEn & %,

9. 1.2 KAIORNWER & U CTEMREREENHT 5 2 L N6 TW D O T, AFIR G- 1L B AR A E o H
EHAT O %, BHEORBUCERET L2 &, FFIC, BHERED ) X7 2F 7T 2 BFIIXNE D » Omi

HFEMTDH L,

(2) BHREEEERSE

9.2 BHREIEE BE
B E RN T ABENRH S, (7.3, 8.2, 9.1.2, 10.2, 11.1.1, 16.6.1 =]

(fEER)
AFNTT /AR EL L LTEICHEIES D20, BRERERE B TIRPRIEIELS K0 m\o i B 23 R

TOBENR DD, LIzio> T, AHlaBEREREOH 2 BF~FKET 250123, BFEOBKE (Z L7
F=r 2 VT 7 R) IR UHELOHEZHME T2 L (V. [BRICET2HE 2. HERUHE)

DIHZMW)

-~

(3) FrigrelEEEE
9.3 FFHLREEE RS

9.3.1 ERIEMEATIELEESE
FARMENEITREA B 2508 & Lo AR OV Z eVt FREE & L7 EPNERRERBR 13520 L TUVh7Ru,

(fEER)

N R AR SR TITIEUE MR B ISR 1) DR GRBRIT R < AAIOAZE - LethiIfR sh T
W, BEL LT, AT LI EREMERTRIA B8 25 5 & U 7oygdh 5 AR ERIARGAER  (GS-US-174-0108
R RERELUTIORT,

<HE>
FERAEMERFRE S BT kb5 & LT yA e TR RARBRIC IS 1 5, 5 48 IR O 5 168 BEFIZEIT 5

HBV-DNA O_— 25 A 6 DL E



(4)

(%)

(6)

(N

. &t (FALOEES) Y HEE

HBV-DNA DR—X 514 U MEILE (logy copies/mL)

AHEE FTC/ASERE ETV & BN
Bil%k 45 45 22 112
b 48 JHRE
RRhTES 36 38 18 92
& -3.30 (1.553) -3.67 (1.753) -3.50 (1.968) -3.49 (1.711)
[95 %15 fE X [ ] [-3.81,-2.79] [-4.23 -3.11] [-4.41 ,-2.59] [-3.84 ,-3.14]
e 168 iy
Rk 26 31 15 72
A& -3.44 (1.768) -3.91 (1.855) -3.29 (1.836) -3.61 (1.814)
[95 %15 FE X ] ] [-4.12 -2.76] [-4.56 -3.26] [-4.22 -2.37] [-4.03 -3.19]

EEME (R ZE)
& & FBRIE 169copies/mL (291U/mL) TV, E& FIRAM DA LT~ T 168copies/mL & A7 L7,
FFREAE 2 52 T T BB > ISR L T AR RBERE D7 — Z 13, fRHT 2> HBRA:

4NEREER T SFE
RE STV

bEbe

9.5 1im
TR OXEER L C W D [BEME D & 2 & MEIC iR, BE EOBFRMENGRMEZ BB S & BT S 2854812
DHFEETDHZ L, T ARENITNMICEBWTIRBEEZBEIRT D Z ENEBOLILTWD N, JE IR~
DEFEITRD LTV,

(F2E%)
FNZEBNT, BB ~OLERBIIZ O LN NS DODT ) A ENL DB EENHERI N TS, ITiEY
VIR LTV B a[REVED B B LeMEIC AR 2 B 59 258018, 1R LA SIEN G %2 Elm 5 &k Sh
HZEAEICOBRFEETHZE (VI EYEEEICRET5HEE 4. oA () Ik —REEM @& OES
)

ZELIR

9.6 AL
IR O R R ROA LA BB L, BILOMFUIHIEE RIS 22 L. 7/ R EAD
E R~ OBITEE SR TS Y,

(fER)
T/ RENLDE NI ~OBITHHER SN TV D2, AL OBHE TIHIRKE LOAMER OCRFLRED
ARVEZEE L, RALOMBIUTT IR ZRETT 20 2 &

N

9.7/hR%
INREEE RS L LT BERERBRIZ I L CTU R0,

(f#55)
INRZ b G & LT ENERIAR BB L TR 677, RN S TVZRW,



V. &t (FALOEES) ICEYHEE

(8) &EnE
9.8 BHE
AFNT, & LTEE PRt SN 220, —RICmEE TITAEBBERENMET LTV 5720, M i
FEENFifE T 2B N1 D5,
(fEER)
AFNTEL LTHEIED DPEME SN D25, —RICEEE TITAEBRBRESEK T L TWD ZENE0nicd, KA
OPMEAIH S, SO RENFR T 28 ENRH 5O TERET L Z &,

1. ¥8E{EA

10. B E1EH
T AR eV, CRERIRIEE & SRAE ~OREEm LI L VB ESNS, T /R ENL VYT axiuiLP
PEE I (Pgp) K OFLEMMEE I (BCRP) OIEE TH S, [16.7 ]

(1) RS LEENEH
RE STV




(2) HAXELZDEH

. &t (FALOEES) Y HEE

10.2 SRR

(BFRISEET S L)

HRA 4, 2 EEARAEIR - $E 1A FEFY - falRA 1
DR ) Bk, ATV R—L R %Y | FEARRAEN, X 720D
[16.7.1 /] )AL DEIWER &5 T | AUC KR Coe X EFH-T 5,

HBEFNDRHLDT VX )
DEZEFETDHZ L,

7 & e RRE
[16.7.4 /]

VA A A W RN eV U E N ol
TLOBENRHDLDT, AHL
T H P ERBE AR 5
BalZid, ARl 7 2 e
300mg # U M7 E/L100mg & &
BICEET D ENEELL,
Fo, AANC K2 RWER % 58
TL2BENRH D,

B ARBITES, 74P ELD
AUC\ Cmax &U Cmin 753{&7: L/\
T IR ELD AUC, Cpa KT
Couin 23 LT 2,

gt e v FENL
[16.7.2 /]

AANC X DEIEH Z T 58
DD D,

BEFEARBRTZ3, 7 /R BV AUC
&(ﬁ Cmin z)ij:ﬁ‘—g«%)o

T a e

XT3 u VR R
Hovrae

PVH vy a BV

I B DFHF SUIARANC L B H
ERZBmTA28ENRH 5,

PRAIE ~DOREEh 51 K 0 HEii
SNDHHEA LT 256, HE
R DOBESIC LY . HEHANE
FEL . ZH D OIEKI UIAK D
MHREN EFII2BENRS
%

LIURAEL « VIRATE L
[16.7.3 /]

KENE LIURAE L « VIRAT
e toffficky, THRE
O MAEFPREN EFHT 5,

TERBEFF IR TH D03, KA
MBIRYE L 725 Pgp & Y BCRP (2
x4 LA OREE
DEETLEEZXLND,

AYLRE AL VIRAT EIL
[16.7.4 /]

BHFN &AL RZ ZE L - VIR A
TEAEDHMICEY, T
EL O MFEFIRE N LR35,

TERMF IR TH D, AHA
MBIRYE L 725 Pgp & Y BCRP (2
ST DL F XA E VO EE

FArEE4dsLEZ2x56N05%,
B E AT B HA PERITRET D Z L FE LU, BRI E AT D AN B ek
[8.2.9.1.2,9.2,11.1.1,16.6. 1 EDGRET L5,

Z ]

(fgE%)

(VK )]

AHNEDOPFHIZE D, X 22D AUC KR Coax BDEIVEIL 60% M Y 64% EF- L= GEANICIIT D5k
) o DFHT25,GI2IE, V¥ VL AEWERDBERT 2 BZENRH LD, VX ) v DOFEEEE
THZEO,

[7 &% F e FiEE]

AFNEDOPHIZE Y, THHFFELD AUC, Crax L Cnin BZEIVEIL 25% ., 21% K N 40%EF L, 7 /7K
ELD AUC, Ciax & Coin BZAVEI 24%, 14% KN 22% EH L= GLEANIZEBIT 20608 . 0FHT 25
B, THETTENVOIREDRENEET2B8ENRH DD, AFIETHHFENL 300mg 2V FHEL
100mg & & HIZHETHZ E2Mmatd o2 &, o, KFNORIERNEERT 2BEZNNH 5720, BEDIR
REEHE LEWERORIICEETD Z &,

[ FEL U hFEnL]
ARAEDOHFRHIZED ., 7 7 HFE LD AUC, Chax LK Coin NZEIZEIL 32%. 15% KD 51% EF L= GHEA
WZBIT D) o SFHT 25810, AR ORIERNERT 2BZNNH 5720, BEOREZEZ LAlME
HORBUCEETHZ &3,



V. &t (FALOEES) ICEYHEE

(T r7uabei, NI rsab)VEiE. Hosrabei, SNy 7 a vk

PRABE ~DOREFIIISIC X 0 BRI S D 3AN A OFH 32 &, SRR OB AIC X V. 2D OIEA| SLIAH
DOMHPRENS EH L, GWERANHEET 2 BZn0nH 5, AT 256123, BEOREZBZ LEAIEH 0%
BUZEET D Z &,

[LYRAEN « YIRAT EIL]

SRENERER A Z R E LTL IR « YIRATEARSHIET /ARENL Y Faxi L7 < Ligk
GEEMAE OMBEERZRF LR, LYRAEL « YRATEARERIET /ARENL Y Tafin
7 < VRS K O PRGN T R E LD MEETEE O R NED ST,

[~JLRZ ZE )L« YIRAT E L]
SANEMRERERR AN 2 X & LT RE A E L « YRATEARAGHIET /RN OV Faxo L7 Lgh
GAHBA L OMEERZREFI LR, A RXF AL« YRATEAREHIET JREL Y Tuxy

L7 < VR S A RIFI OB REERNC, T R ELOMETEE O AR b,

(B2 A4 2 A

BRRRERE 2 A 3 2 B TIIAA O KLk D

fERRIN - L2220 C, FRIEEET 2 Z EREE LV,

FrEDHRZA T 2EBEICHT IR
AT LEEICHETOER

DI 11.1.1,
TR > 2 )

( TVIL FEAp@hielZf84 5 5HHA

<HE>

PP VLETHDHZ L, E,

TEARZ2ENEM ] (SRR
V. AEFIOEWEM E L TBRERENEET 2 2N MbNTWD, BErEa A1 2 8HAIXBEHEREE O

(15, BmERBANEZ L ZOHE ] DIER2, T6.

- M PR OHERS - HIE L

BEREABRIZH T D, ERT / REA IO TR T XA — 42

GHRERSROT/ REILOEYEENS A —42

r8. EIfEH

(5) &% - JHHEO

(1) &PHE - RS0 H HHEE ] OHE 9.1.2,
(2) BHEREMEEREE ) DIH 9.2,
V. IBRICETAHEE 2. AELKOHE] OE<HE  BHEENMET L TWDERADIMS

(6. FFEDE

(1) ERZ2REIEM & UK ]

B DIEBR)

e

W - T J IR EIVOIRYENRED /T A — X D/ T3
P - H - BIg| EEMEOE [90%EHEX ] ; #2872 1L=1.00
3K AF Crmax AUC Crmin
400mg %;&2%/?5%& 2 0.98 1.02 0.96
S Hi[m] 300m 1 H 1 H] [0.93,1.04] | [098,1.05] | [0.90,1.01]
400mg 300mg g 1.03 1.0 1.0
Hi ] 1B 1 [0.97,1.09] | [1.00,1.097 | [0.98,1.12]
o 300mg 300mg 0.92 1.04
1% —r V. -
THE Hi ] Hi ] 8 1 1076.1.121 | [0.86,1.26]
T EFEL/U R 400/100mg 300mg i, 115 132 151
F ELELAH 1 A 24 1B 1 [1.07,122] | [125,138] | [137.1.66]
#%FE//U | 1000/100mg 300mg s 115 1.14 123
FEeL 1 B 2 A 1B 1A [1.07,122] | [1.09.1.197 | [1.16,1.30]
\ - 1250mg 300mg 0.08 1.01 1.09
TNT AT EN 1 A 2] tp a2 091,105 | [095.1.07] | [1.02,1.17]
I 150mg 300mg 1.02 0.96
At dd 1| 28] A 1E | 2| 1096 1.097 | [0.85,1.08] -
DR 800mg 300mg 1.14 1.07
ArTTEL 1 H 3] 1B 1] B3 10971337 | 1095, 1.19] )




. &t (FALOEES) Y HEE

W - T ) R ENDIRYENRRD 8T X — 5 D/ R
OFHZEH B%x| FEMEDO [90%EHHIX ] #2872 L=1.00
ﬁ'JF )Eﬁ ;% ZIK%IJ Cmax AUC Cmin
o 600mg 300mg 1.07 0.99
TRV 1 H 1A vE1E |2 10941221 | [092.1.06] -
90/400mg 300mg? s 1.79 1.98 2.63
1 H 1H] 1 H 1A [1.56,2.04] [1.77,2.23] [2.37,2.97]
90/400mg 300mg® 14 1.32 1.40 1.91
LU RRAE Y 1 H 1H] 1 H 1A [1.25,1.39] [1.31,1.50] [1.74,2.10]
RATENERAH | 90/400mg 300mg®’ 4 1.47 1.35 1.47
1 H 1H] 1 H 1A [1.37,1.58] [1.29, 1.42] [1.38,1.57]
90/400mg 300mg? ’; 1.64 1.50 1.59
1 H 1H] 1 H 1A [1.54,1.74] [1.42,1.59] [1.49, 1.70]

a) T FEVLUY/ZARNYVEEU/T ) REN YT E LT < VIR A EE 600/200/300mg & & H

b) TARYTHXE/ VLR VT JREN VY ux LT < LVERIGRCA BE 200/25/300mg & %5

c) THEFF NI T/ 300mg, U M T ELEE 100mg K= MY X EL/T /AREN VYT aFxu T VR
HEBL A6 200/300mg % % 5

d) #VFEUVEE 800mg, U R EULEE 100mg KON A MU X EU/T R EN VYT a7 v VERIEEL S §E

200/300mg % % 5-

AHIFEHOHAEHOENTE S A —F

GRS D FMBENRED /T A — 2 D/ 3

e At - AR W] O [00%(EEKE] 5 B L=100
G'JF‘ )EH ;%ré Kﬁ” Cmax AUC Cmin
400mg %‘;f’ﬁ%ﬁ%& 2 148 148 1.09
S LA | 300me 1 A 1171 [1.25,1.76] [1.31,1.67] [0.79, 1.52]
400mg 300mg y 1.64 1.60 1.10
Hi[A] 1 A 1H [1.41, 1.89] [1.44,1.79] [0.77, 1.58]
e 300mg 300mg 1.12 1.11
1 NN - -
TS 4[] Wi o] 8 1 [099,1.26] | [1.04 1.19]
1.03 1.03 1.11
2 EFEL/U M 400/100mg 300mg ” [0.97, 1.10] [0.96, 1.11] [0.98, 1.25]
FELELA A Y 1 H 2 1 H 1 1.04 1.04 1.10
[0.93, 1.16] [0.97, 1.10] [0.99, 1.22]
0.95 0.96 ]
D ATF A 1) [0.73, 1.24] [0.69, 1.34]
Sg a5 00350.25mg 300mg 20 0.94 0.60 ]
S LB Y 1 H 1= 1 H 1= [0.88, 1.00] [0.48, 0.74]
a 0.94 0.96 ]
[0.88, 1.00] [0.91, 1.01]
e 600mg 300mg 0.95 1.12
! = v -
A i ] Wi ] 22| [089.1.011 | [1.06,1.17]
1.22 1.29 1.47
FXF /YU K 1000/100mg 300mg 1 [1.06, 1.41] [1.12, 1.48] [1.23,1.76]
FELC 1 821 1 B 1A 1.10 1.11 1.23
[0.95, 1.28] [1.00, 1.22] [1.03, 1.46]
0.92 0.93 1.01
. . 1250mg 300mg [0.85,0.99] [0.85, 1.02] [0.85, 1.19]
&L e d
ANTATEY 1 A 2] PR 1E |2 0.92 0.93 0.98
[0.84, 1.00] [0.83, 1.05] [0.84, 1.15]
N 150mg 300mg 0.76 0.97
EAdd 1 B 20 Pp1E | P [066.088] | [0821.15] -
o 800mg 300mg 0.88 0.95
S 1/ -
ATy EEIE e a2 0701121 | 082, 1.10]




V. &t (FALOEES) ICEYHEE

R - A BERIEDFMBNRED /3T A — 5 Dl "
OFHZEA B FEEDE [90% 5 XM] ; #2872 1L=1.00
ﬁ'JF )Eﬁ ;% ZK%IJ Cmax AUC Cmin
c1 o w 600mg 300mg 0.96 0.96
TITRVST 1 {1 rE | 091, 1.02] | [0.93.1.00] -
0.66 0.66 0.66
[0.59, 0.75] [0.59, 0.75] [0.57,0.76]
90/400mg 300mg” 14 1.03 0.94
1 H 1 1 H 1 [0.87, 1.23] [0.81, 1.10] i
0.86 0.90 1.07
[0.76, 0.96] [0.83, 0.97] [1.02, 1.13]
1.01 1.08 1.16
[0.95, 1.07] [1.02,1.15] [1.08, 1.25]
90/400mg 300mg® s 1.05 1.10 ]
1 H 1H 1 H 1A [0.93, 1.20] [1.01,1.21]
1.06 1.15 1.18
LIORRAE VY TR [1.01,1.11] [1.11,1.19] [1.13,1.23]
27 ILEAH] © 1.68 1.96 2.18
[1.54, 1.84] [1.74,2.21] [1.91,2.50]
90/400mg 300mg" 2 1.01 1.11
1 H11H 1 H11H [0.88, 1.15] [1.02,1.21] i
1.17 1.31 1.42
[1.12, 1.23] [1.25,1.36] [1.34, 1.49]
1.11 1.12 1.17
[0.99, 1.24] [1.00, 1.25] [1.04, 1.31]
90/400mg 300mg’ ’3 0.63 0.73
1 H11H 1 H11H [0.52,0.75] [0.65, 0.82] i
1.10 1.20 1.26
[1.04, 1.16] [1.16, 1.24] [1.20, 1.32]
a) EEt:vvFEL, FE:VU MFEL
b) EE:: VAT AF A=, B T EFIL AL AF A— |

T = F= VA NT AL

c) kB :¥¥Ffra, TE:UMFEL

d) BB LT oS, FE M8 [R7 4 ETEERH]

e) EB: LU z2bEN, R VARZATEN TE: GS-331007 [V AR EVWEMERE]

) T77ELUY/ZANYUEE T REN VYT a7 < VRS BE 600/200/300mg & Bt 5

g TARNYIEELULEEY VT ) ARENL YT a R T < LR A EE 200/25/300mg &5

h) 7TEWFFENAL T 300mg, U MFEAEE 100mg KON A NY U H BT REN VYT aF LT < Vg
HAELA$E 200/300mg % & 5-

i) XV ELEE 800mg. U R ELEE 100mg KONT A Y X BT R EN Y aRk T < VA BE
200/300mg % % 5-

8. El¥EH

1. Bl{EF
ROBWERRHHPND Z ENHDHDT, BEL ATV, REBRO NG TR EG 2RI
L7 EORIE AT T &,




. &t (FALOEES) Y HEE

(1) EXLEIER & DHER

N EXGEEA

N1 BEREF0EEOEHERE BHEAH)
BHRE N R, BAe, SMEEEE. ECERMERERTE. 77 o= —EGEE, SRR R,
IR BIE ST REDEEOEMERENH HOND LR H LD T, EMIIIHEZAT O FBIL
ATV, BRI R E2G80 bNIBE IR, &2 572 CHEURAEEZITY 2L,
FrICBERERERE OB & 2 BB LB HED H 2 ARG SN TV HBETIEET 2 2 &, [7.3,
8.2, 9.1.2, 9.2, 10.2, 16.6.1 &]

(fEER)

Az G TDF 2 B AT A O G LY | BAEFOEEOFKRERSE, BIRMERENBE SN T

WD, AFIOEGHIITBHERESLEAENH b D RN H 50T, BERE 21T %, Blgx

A

<HE>

SRR R IF T R

T 7R eV, IARMIAE 2BV T hOATL 2 L THRVIAEN, FT UV AKR—F¥—D12>CThHDH MRP4 %
AU CTHEH SN D Z LT XD IRME W S D, BHEREFICEE LT /A EALD5 T A = X LNTH
RERCREBICMI SN TV WD, KEEHEGL, BiRICEBI 5 MRPT OBB 2LV, 7 /7FREL
DIRAMNE ~DE D AT L HEH & DR RN Z LIk o THlERIEND EEZ LN TS 2|

1.1 EXGEHER

1.1, 2 87 ¥ F— AR UIEILEIC & 2 BEOFEA (RIS R)

(#E)

SN0 T TSR T & F— v 2 R OURIAE#IC & 2 REEORFIR (IRIAIF) 2585 ST 5.
BT AT, REDSRD DN A I ARO RS 1LY 5 7 SO RLEEST ) 2 L.

<HE>

S hay R TREE
—HEROEBEFHEMRIZBNT, I har KU 7 DNA OFEBIZEI S92 DNA R Y 2 7 —8 y OFLFIC LD AEg
TYR=VANREETHEEZLNTND P | T R EVIERRFERTEN, £ F DNARY AT —F y I
X BT R EN I CEROREA BT HBV-DNA R Y AT —F &tk L CIEFITIELS . £72. in vitro
RBRICBWTT /AR ELD I bay B 7TEEERIZED ST,

1.1 EXHEER
11.1.3 s GEIER)
fp7 ST —8, VoA—B, i b 2 Y Y REOREEO ERASR LN, Bk BRSNS
I AFI OB 5% kT % 7 SO B AT 2 X,
CED
MRS 35U T TR I A SRS ST D, T 29—, U A—%, [ h U 7 UL FEDRE
D RN BN, Bk & DI SN BEICIE, AR % PILT 57 PORAEETS 2 &,




V. &t (FALOEES) ICEYHEE

(2) ZothoEIER

11. 2 Z DD EIEF
1~5%A 1% Al B A
Hib#s ML, M8 T, e, S
R ik EHIK, 2R
JHFhik IS
ISEUE T LV (5 V7 E)
NENG D B 53 A 35 7
IS BHAGE (B, B3 L I AT —
JFRERE MR A fE %% (AST., ALT KO}
FERRA | y-GTP $8IN%) | 7 V7 F =8,
727 —8R, V=B
Z DA, BB FEIWED F o, PRRIKEE, M) )E
(FEE%)
ENERARREBR S & | A MRAMRE 2 5 0RITER (KA & OREBRNEE S NRWEEFERS) OB
BEZBH LTz, 72, ENERRBRICB N TS BOONEIER., RN LEREIEH 25t LT
W5, 7ok, WA CHERBICHE SNERIER 2, BEEARHLE LCRELTWS

& 25 5 EIE AL B OV PR B A fiE 5% o — B
LIRS, EWNERRRERIC B W TARI D G- S 17z 143 Bl TRt bR O — B 27",

ERNRRFRBRICEVTRO oM -EHER—&

LOC115409 LOC115912 2HBRE R T — X
FRAIE B 109 34 143
Bl E FH 8 BAE 113K 22 11 33
Bl AE FH 8 BURE 51 2 20.18% 32.35% 23.1%
B CGEBLEY)

BIVEH 4 LOC115409 LOC115912 2B ERT— X
TI7=T ) T AT 27—V 1 (0.92) 3 (8.82) 4 (2.80)
TANGEVRT I ) KTV AT 27— H 1 (0.92) 2 (5.88) 3 (2.10)
7T —BEN 2 (1.83) 1 (2.94) 3 (2.10)
M7 LAY RRAT7 7 Z—BHIN 1 (2.94) 1 (0.70)
fLf 27 V7 F ok AR F—B N 2 (1.83) 1 (2.94) 3 (2.10)
g7 L7 F= 800 3 (2.75) 1 (2.94) 4 (2.80)
JFlEsE 5 1 (0.92) 1 (2.94) 2 (1.40)
Y o—BHEN 2 (1.83) 1 (2.94) 3 (2.10)
WHIERE 1 (2.94) 1 (0.70)
AN ES 1 (2.94) 1 (0.70)
Lo R AN P 1 (2.94) 1 (0.70)
B R 1 (2.94) 1 (0.70)
ELTN 2 (1.83) 1 (2.94) 3 (2.10)
Eﬁﬁ% 1 (0.92) 1 (2.94) 2 (1.40)
WL B A 1 (2.94) 1 (0.70)
AR 2 (1.83) 1 (2.94) 3 (2.10)
R 1 (2.94) 1 (0.70)
1 PR I I i 1 (2.94) 1 (0.70)
BEIR 1 (2.94) 1 (0.70)
gk 1 (2.94) 1 (0.70)
M D FEIE 1 (2.94) 1 (0.70)




. &t (FALOEES) Y HEE

FHOBIEL CGEBLEY)
BIEH4 LOC115409 LOC115912 2HRBAET —X
B 1 (2.94) 1 (0.70)
1 RN 1 (0.92) 1 (0.70)
R 1 (0.92) 1 (0.70)
J19RTE 1 (0.92) 1 (0.70)
R 1 (0.92) 1 (0.70)
HRE R 1 (0.92) 1 (0.70)
SAIHEE 7% 1 (0.92) 1 (0.70)
LRSS 1 (0.92) 1 (0.70)
AENR 1 (0.92) 1 (0.70)
W57 1 (0.92) 1 (0.70)
ekl 1 (0.92) 1 (0.70)
Ea L AT —UE 1 (0.92) 1 (0.70)
i R I 1 (0.92) 1 (0.70)

9. BERBREHERICRETEE
BIE I TV

10. BEERE

13. BERE

13. 1 L&

AFNTMABENTIZ L0 —HERE S D, [16.6. 1 ]
(&)
KAzt B LTEGITIRE S TW R0, iBERGRIIZEE OREL FoBl8 L, LEIDE UXHE
WIEZEATH 2 &y

1. BRALDOZIE
BRESN TV

12. E0M0EE
(1) ERERERAICE D C1ER
BE SN TR

(2) FEBGERFABRICE D 1FHR

15. ZDHhDEE

15. 2 FERREREABRICE D < 1F#R

15.2.1 =7 2 Z AW N AEMERER 2 4£R-]) I8\ T, KA REICB T 52T 3HEE (BARAEERA
B @ 23 £ CHEICAT AR IES E4EE I RI L2 OWERH D,

(FEER)

M~ 7 R 2 W20 VJEPERBRIC I T e REELT L~ ClE D ARFIRE D A C B #E FE D R Al i BB oD R 57,

NG ST,




V. &t (FALOEES) ICEYHEE

15. ZDHDEE

15. 2 SERGEREAERICE D < 1H#R
15. 2. 2Invitro BnwMERER Tld, M %2 V2 185 2908 Bk O —H K CAED (equivocal), ~ 7 A Y

V7 — TK SBR R OFE 1] DNA £ kR ©2 N C AU R OFBME% 3% L7228, in vive = 17 A /s
Bt C IRtk T o 7,
(5
O BRI 5\ TS B ASTR S BTV 7S, ASDRUETEE T 1 7 7 A VEEEE (R L
F R R TRERIER) & HEHET 5 b0 TH Y . BRI H BSR4 53 wTREPE I T,

LEZLND,




X. JFERERHERICE ¥ SHA

1. ZEEHER

(M

(2)

)

(4)

EFEFR (TVI. EHEECETIEBE SH)

Bl R ZE R AL ER

111 FEHOEANERE RMEDE SRR, A F o F v, bT U AR—Z— R OZHEK) OV H
RiEARBRICE\W T, TDF K OT / A eV (10uM) OFBEE BRI LT,

ZOFER, TDF KOV / A E/VE 10uM TWTHOFEERERICE N T EEZ LIF S0 o7 (—50%=
fli A PLE#<50%)

HepG2 #lfa e OV e A A& i MR k3 2 Ml i P EEH (CC50) 1, £ E 4 588uM & T 870uM T - 7,
ZAULHBV-DNA R U A 7 —BIZk9 2 Ki (0.18uM) Dy 3300 5 K% TN 4800 f5IZAHY 35, £72, & Mi
NLFRAMAE b Rz M 6k U C iR 2000uM £ CHIJRBEEMER 2 R & 2o 712,

TR ENE, WL AR 300uM F TOPRE T HepG2 Mifdd I b= KU 7 DNA &K T S8,
HepG2 e e OVE ¥ Ml i D358 I FLIe BT 5t U TR A2 RIZ S o 72,

TRV EEAER Y
REIHE | RBR migggn | 0| measng v Ty
HAR B Y 7w M| ER, fTEIRDY |, TDF : 50 x X e
KRR | 7o | EERE #EH 500mg/kg 500 : EEREOIET
o A X/ | EEImER |, ,
LA A A . Bl 9L
RS b | BRI S A — s &0 | TDF : 30mg/kg L
Z v Mo PR . TDF : 50 ¢ ,
e i 2
AR e sy —o EH ] s00mg/ke AL
LTy I TR ENAKD TREN R L
EEEiziEA IEIHE'/ E)ZINET in vitro | TDF : 10,30 K} TDF 100 : %7 T =2A K
7 100uM A % Pl
wwis | 7)) WpEmEE | #n g&fngfk‘;&o 500 ¢ T HEHEEO T
EH 7w N B AL < S 4 0 TDF : 50 X 500 : JR &M OVR H RS
wpEg | e, | BEEATAST R 1500 ke A T BRDIET
Z DD FEERRER 10

HBV % %34 % HepG2 AD38 M4 . flix OPEFED 2 FHED NRTIFE T T4 HREEZ L& &, BalL
72WTNONRTI (FTFAREN, =T HEN, FIT7V0, =AY U HE VXL telbivudine) & @ 2 Al
FATH, 7/ A eI I BIZ X 250 HBV IEHEICx L CHIMER 277 LTz,

2. BWIEHER
(1) HExREEEHER
., BhE WG > B FE =
e Be s (mg/kg) (mg/kg)
Z v b x| 0. 160. 500. 1500 >1500
A X ] 0. 30, 90, 270 >270

F v N CIIBEEICBRE L7 1 R O fRRIE~ DB IR SN2 o 72, A X TiE, 270mg/kg B Tl K& 8
TRUEAS A DAL, 90mg/kg LA ORE TR BB IR OAFEIANMZE b, 270mg/kg FE CBHRIC BB MBI ST,
7 v B ROA XICAREDOZNZH 1500 KON 270mg/kg £ CTHIARR D& 5 L2 & OB OB RTZENZE
U 1500mg/kg B K ) 270mg/kg B TdH - 7=,



X. JERGREAERICES9 51EH
(2) RIEEBRESMHHAER
. Beh & LR
%i]#@*ﬁ &@ﬁ:%/;ﬂ;ﬁﬁﬁﬁ (mg/kg/El) (mg/kg/El)
A Fer/4 0.20. 100, 500 100
Z v b B 1/13/42 8 0. 30, 100, 300, 1000 30
» X Fer/4 0.3.10.30 3
~ X B 11/13/42 38 0.3.10.30 3

7 v b 13/42 G- BERER Tl KA TFRIRAE T A —2 a2l (2L A7e—1 - Y
77UtV R - ERBEES O, ALT « AST F O &) 23380 B4, 100mg/kg/ H LA EORET+ 4515 B
JER. 300mg/kg/ H LA EORETH 4615 LAGEER., B - EHGREPRO BT, £, 30mg/ke/ H L EORE
TIRANE LR OEREZ, 1000mg/kg/ H B CTHEE & &K OVEEEORMENTRO biviz, Bk, HLE L OE~D
FEITIRIRIZ X0 HpicEliE L,

A XD 13/42 HEEEGBEERBR TR, WREFRIRE T A —2 Ik el irery - 7a—
Jb+ ALP D EfE, 2 VAT o —/L - EREEE - 7Y U AHORME) 23O b, 30mg/kg/ H#E CTEHNAH~ —
T —~DFHEE (N-7 a7 F R FH ALP OFEE) M50 bivlz, HEMBEIMRA TIX, 3mgke/ HLL

LOBETIRME EROEREE, 10mgkg/ H UL EORETIRMEILE, 2% - /4, MEMER %, 30mg/ke/ H i

THEHEROEEEORMENBE SN, BT A= F ~OFBIIRERIZB N THEaITEEE L]

Mo,

(3) EERAFMHER

e ) Peh R [T,
B R By P G0 /4 (mefke/ H) (mefke/ F)
fx |
e 8;?%28E%~ /ﬁ%%:gmm@mo
OTHIR R A Z v b g@%%%i 0. 100,300, 600 ZHRRE K OWIHIIR R A
AL Q : AZHE 15 A~ 600
iR 7 B
- ®o BEW : 150
- 7h SR 7~17 H 0.50.150.450 - A VTS © 450
S & HEH 0.30.100. 300 BB : 100
R 6~18 H T - BRI R AR ¢ 300
o e gu|
HAERT- R A - = BEW : 150
roRgE | 7" %ﬂ’ﬁ; " 0.50.150.450.600 | i 3e s - 150

MEREZ ~ b DOSZIERE K O IR £ TORMIMIE AT 23 BRICIH VT, 600mg/ke/ H HEDMERE TR - B
EOMAE, 300mg/kg/ H LA EDOREDO I TENEE & O TR bz, E7-. 600mg/kg/ HFETIAGEIE DN
DRBIE SN, RE - TR OMR LI EITFRD bz h o7z,

F v MR XONR B IRFAICET 2RI T, 7 v b Tl 450mg/kg/ B THATE - 18] S O K fE,
T B XTI 300mg/kg/ HBETHiE, #HERERD L OMEEENE - SEEORMEIRBDO LN, 7y FEDY
L BITIR - JRIRRAEICERBIIEED birino T,

Z v N O AR R O AR OR AN N RHAOBEREIZ BT 2 3B IZ ) T, BN Tl 450mg/kg/ H UL B
BECHRUR I P O R S HE N B J OB B D ARAE 23788 S A7z, AR Tid 450mg/kg/ B LA EORETHE R4 SE
UL UOBEROEME, HARBOKME, HAEVEREOIME, 4 B AFROIKE L OMER D IZIEAGFED 5
W, R - ZREBICERZEIIR O bivienro T,




X. SEEREREAER(CBEY HIRE

(4) =Dtk EN

D)

2)

3)

a)

b)

BEEEEHR

AR 2 O D18 IR 2998 28 BEERBR I, 1 ABRIC I8\ C S9-mix FEFFAE F D TA1535 # CI A 7> (equivocal) |
RFERZ R LT, ENLSOBEKARBRICI W TERFEMITRBD bhRinole, v U AV 74—~ TK
AR TIL S9-mix DFEIZ 0D LT ML R L, REH DNA A RGRER TIXSBIEE R L7ehs, v o X
IR TIERERETH o T2,

DA RMHEER

< T AKDRT v MIAEDENZFN 600 KT 300mgkg/H £ T% 2 ERREAKEG L&, ~ 7 AT
600mg/kg/ H#E T+ FRMG NS AMRARE ([ 1/60 61, M 2/60 B1) (238 Hav, e CIXAFHER RIS = 5
RO b (Z 0L EDOIEFERITE FOK) 23 f5I2/Y), FEMEMHERZ & LT, 100mg/ke/ H LL DR
T RGO EEGEER. 300mg/kg/ B LA OO REC IR Al /A HE BRI A B . TR AR K S OV
B SE | ORBRICIMAEIVE LA . 600mg/kg/ H LA EORE TR IRME 152 D B REZ K& OVE $H O M T Rl 23 78
LT,

7 v b CIREBHREITGRD S v hotz, FEEEMERZ & L, &R CTBRME Lo B RN
A AL, 300mg/kg/ B FECEBEE CTHh -7z,

R RIS B U B2 8 AR 1 SR BR
7Y W TR M OB F R 2 3 T 2 N Z IV OB il 2 s Lic, &7, BEVE v
& IO T2 RS RAFHERRBR I I W T BIEME Tl VW 2 L AVRE T,

EMRBEOMFICEAT HHER

BRUY VIEEEADZE

b MEIEME (NHOst #if0) (27 / A EJL 10pug/mL % 3 MERE L= & &, MRBEEL O LS D A0k
BHEORBIIRD N1,

7 v MIARIE 400mg/kg/ B % 3 AR O E-, T T / A ELOD 50 KON 180mg/kg/ H % 4 3 H Rl
ARA L ORR O G Lc & & MIGROIRF U CORMERRBD =23, VBT MY U AOMFEE G
K VEEMEZ R U, o, A 400mg/kg/H A 6 AMEO#EG Lz &, R Y » OB 72 RE & O
EH 1,25-VE RrX B4 I Dy OEMEBPFED bV, FIZ 400mgkg/H £ T4 28 HRERO#&E L1z
& & 40mg/kg/ B UL EORECEBA . e MAmE O, B EK OVEBEOIKT, 400mg/ke/ H R TH
W~ —H—THiHTAXL N YU RO « R ¢Ww/¢A@mm£m b BT,
FIVICAIK 600mg/kg/ H £ T% 56 AREO&EE Lz & &, 600mg/ke/ HEECITEEOBHEENGED L,
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KEDOHATLE | Recommended Tablet Dosage in Adults and Pediatric Patients 2 Years and Older
(2019 4- 4 H) | Weighing at Least 17 kg

The recommended dosage of VIREAD in adults and pediatric patients weighing at least 35
kg is one 300 mg tablet taken orally once daily without regard to food. The dosage for
VIREAD is the same for both HIV and HBV indications.

The recommended dosage of VIREAD tablet in adults and pediatric patients 2 years and older
weighing at least 17 kg is 8 mg of tenofovir disoproxil fumarate (TDF) per kg of body weight
(up to a maximum of 300 mg) once daily. Dosage for pediatric patients 2 years and older
weighing between 17 kg and 35 kg and able to swallow an intact tablet is provided in Table 1.
Weight should be monitored periodically and the VIREAD dose adjusted accordingly.

Table 1 Recommended Dosing for Patients 2 Years and Older and Weighing at Least
17 kg Using VIREAD Tablets

Body Weight (kg) Dosing of VIREAD Tablets

17 to less than 22 one 150 mg tablet once daily

22 to less than 28 one 200 mg tablet once daily

28 to less than 35 one 250 mg tablet once daily

at least 35 one 300 mg tablet once daily

Recommended Oral Powder Dosage in Adults and Pediatric Patients 2 Years and Older
Weighing at Least 10 kg

The recommended dosage of VIREAD oral powder in adults and pediatric patients 2 years and
older weighing at least 10 kg who are unable to swallow a tablet is 8 mg of TDF per kg of body
weight (up to a maximum of 300 mg) once daily administered as oral powder (see Table 2).
Weight should be monitored periodically and the VIREAD dose adjusted accordingly.

VIREAD oral powder should be measured only with the supplied dosing scoop. One level
scoop delivers 1 g of powder, which contains 40 mg of TDF. VIREAD oral powder should
be mixed in a container with 2 to 4 ounces of soft food not requiring chewing (e.g.,
applesauce, baby food, yogurt). The entire mixture should be ingested immediately to avoid
a bitter taste. Do not administer VIREAD oral powder in a liquid as the powder may float on
top of the liquid even after stirring. Further patient instructions on how to administer
VIREAD oral powder with the supplied dosing scoop are provided in the FDA-approved
patient labeling (Patient Information).

Table 2 Dosing for Patients 2 Years and Older Weighing at least 10 kg Using VIREAD

Oral Powder
Body Weight (kg) Dosing of VIREAD Oral Total Daily Dosage (40
Powder mg per scoop)
10 to less than 12 2 scoops once daily 80 mg
12 to less than 14 2.5 scoops once daily 100 mg
14 to less than 17 3 scoops once daily 120 mg
17 to less than 19 3.5 scoops once daily 140 mg
19 to less than 22 4 scoops once daily 160 mg
22 to less than 24 4.5 scoops once daily 180 mg
24 to less than 27 5 scoops once daily 200 mg
27 to less than 29 5.5 scoops once daily 220 mg
29 to less than 32 6 scoops once daily 240 mg
32 to less than 34 6.5 scoops once daily 260 mg
34 to less than 35 7 scoops once daily 280 mg
at least 35 7.5 scoops once daily 300 mg

Safety and effectiveness of VIREAD in chronic HBV-infected pediatric patients younger than
2 years of age and weighing less than 10 kg have not been established.
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Hi i FLARN A
European Viread 123mg film-coated tablets
Medicines Paediatric population
Agency (ZFCE D The recommended dose for the treatment of chronic hepatitis B in paediatric patients aged 6
M to < 12 years weighing 17 kg to < 22 kg who are able to swallow film-coated tablets is one
(2024 2 H) 123 mg tablet once daily taken orally with food.

The optimal duration of treatment is unknown.

The safety and efficacy of tenofovir disoproxil in children with chronic hepatitis B under 2
years of age have not been established. No data are available.

Viread is also available as 33 mg/g granules for the treatment of chronic hepatitis B in
paediatric patients aged 2 to < 12 years who weigh < 17 kg or who are unable to swallow
film-coated tablets.

Viread 163mg film-coated tablets

Paediatric population
The recommended dose for the treatment of chronic hepatitis B in paediatric patients aged 6
to < 12 years weighing 22 kg to < 28 kg who are able to swallow film-coated tablets is one
163 mg tablet once daily taken orally with food.
The optimal duration of treatment is unknown.

The safety and efficacy of tenofovir disoproxil in children with chronic hepatitis B under 2
years of age have not been established. No data are available.

Viread is also available as 33 mg/g granules for the treatment of chronic hepatitis B in
paediatric patients aged 2 to < 12 years who weigh < 17 kg or who are unable to swallow
film-coated tablets.

Viread 204mg film-coated tablets

Paediatric population
The recommended dose for the treatment of chronic hepatitis B in paediatric patients aged 6
to < 12 years weighing 28 kg to < 35 kg who are able to swallow film-coated tablets is one
204 mg tablet once daily taken orally with food.
The optimal duration of treatment is unknown.

The safety and efficacy of tenofovir disoproxil in children with chronic hepatitis B under 2
years of age have not been established. No data are available.

Viread is also available as 33 mg/g granules for use in the treatment of chronic hepatitis B in
paediatric patients aged 2 to < 12 years who weigh < 17 kg or who are unable to swallow
film-coated tablets.

Viread 245mg film-coated tablets

Adults and adolescents aged 12 to < 18 years and weighing > 35 kg:
The recommended dose of Viread for the treatment of chronic hepatitis B is 245 mg (one
tablet) once daily taken orally with food.
The optimal duration of treatment is unknown.

The safety and efficacy of tenofovir disoproxil in children with chronic hepatitis B under 2
years of age have not been established. No data are available.

Viread is also available as 33 mg/g granules for the treatment of chronic hepatitis B in adults
or adolescents for whom a solid dosage form is not appropriate.
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Viread 33mg/g granules

Adults and adolescents aged 12 to < 18 years and weighing > 35 kg:

The recommended dose of Viread for the treatment of chronic hepatitis B is 245 mg,
equivalent to 7.5 scoops of granules, once daily taken orally with food.

Viread is also available as 245 mg film-coated tablets for the treatment of chronic hepatitis
B in adults and adolescents aged 12 to < 18 years who weigh > 35 kg.

Children aged 2 to < 12 years:

The recommended dose is 6.5 mg of tenofovir disoproxil per kilogram of body weight once
daily taken with food. Refer to Table 1.

Table 1: Dosing for children aged 2 to <12 years

. Once daily Total dose (mg) tenofovir
Body weight (kg) Scoops of granules disoproxil

10to <12 2 65
12to <14 2.5 82
14to <17 3 98
17t0 <19 3.5 114
19 to <22 4 131
22 to <24 4.5 147
24 to <27 5 163
27t0<29 5.5 180
29 to <32 6 196
32t0 <34 6.5 212
34t0<35 7 229

>35 7.5 245

The optimal duration of treatment is unknown.

The safety and efficacy of tenofovir disoproxil in children with chronic hepatitis B under 2
years of age have not been established. No data are available.

Viread is also available as 123 mg, 163 mg, 204 mg film-coated tablets for the treatment of
chronic hepatitis B in paediatric patients aged 6 to < 12 years who weigh > 17 and < 35 kg
for whom a solid dosage form is appropriate.
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