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AR OREROHEX, 1REEDH O BRI A A57 72 HIV-1 BEYYE 2 %t5: & U725 11 AR
PRFAER (GS-98-902 7lBR) , TRIEMED 72\ HIV-1 JEYYIE 2 x5 & L7256 I ARG RER (GS-99-903
BR) N ONRRRIEDN B 0 B OIERN R DA 14372 HIV-1 JEYYIE & *f 5 & L7= 85 T ARG R ER (GS-
99-907 ABR) DOFEFIZIESEFHE L7-, GS-98-902 ik TlE, fkihofiL hrovA L RHKIZLD
TRIRICAA] (75mg, 150mg XX 300mg 1 H 1 [FIfEE) XUI7 78R4 24 BEOFH LRSS, A
OOV TIEARH] 300 mg % 5-8F The b K& 221 H HIV-RNA EDIK FE27R L, 2tz ->nT
377 AR AT DI Mo HEH L IZZFEROMAE Ch 722 L2251 B 1H1300mg (7 / A E/L
UYTaxi Ll LT 245mg) DEERHERHARE L TRY T B2 N ([V-5—Q3)H=®
FOGHRZ AR OHESH) |

4. FERUVAZEICHET HEE

7. BERUVBEICHAET 5IE

7.1 BEEREREE D B D BE TIIAFIDOIM P EE N FH-9 50T, BHREDIK IS U T, koFET
HEr AL+ 4, [83, 92.1, 102, 11.1.1, 16.6.1 8]

V. 1GRICBET 5 HHE -




IJVTF= VT TR
#5051k
(CLer)
50 mL/min LL | AEN1 8% 1 H 1 &5
30~49 mL/min AFK| 1 EEx 2 HENZ 1 &5
10~29 mL/min AF 1 FEE 1 BRI 2 R
MmREHT BE AFN 1A 1 RBNC 1 [EHRET DT RE 12 B OB THICASR 1 22 &5

E D MRS E it

72 KAIDEHEDE D THDT /AR ENL VY Taxi V7 VigtEz a0RAIL LA &, %
72, T/AREN T537x2FI R ABEZEHRBNCONTHHFA LN &,

7.3 M RWER TR ESR (NRTI) 3 oD AHa V2 —EOiREIE, NRTI 2 j il FEREmeR
R G RER L EHUT HIV-1 77 7 —PlEERZ N5 3 o OFRIE L T, L TR
PMENZ ERME SN TWD, £, FLU AV AEDOHE IR WEFIK L, KA OF 7~
v, IITVURIIARKIETI TV, TAZELOIFIPEH 1 B 1 E&ESICXY, WO A
b R ERIEE D KA BB IR bz & OWERH D DT, Piv A L AIKOM AR 20
B R OBEBIR B I3 L CARBIZ AT 2561201, 20 OMAA DD RIT X 5 I5H I8
PR

(fiAa)

7.1, TVII—6—Q)EMEEMRERSE | OHSM

127/%&»%5ﬁ¢5%ﬁ3®ﬁ% KOT ) RENVORERG LRDBENDRHDL T END,
YA E OO 2 BT D T2 DIZERE LT,

73. LA NAEOEFARBRB 2 NEBEFICBWT, REIEOF /v, FITVVUIARKIE T IT
Dv, TARAELDIFIGHHICE D, T T A L A FRYSE O RN EHEE IR bz & D
WENDHY, £12, ZTHODOMAEBELSNTE NRTI3 Fl D&% AW OFHEEDS, NRTI2 #lE 7
n 7 7 — B HEE I I R R IR T ERIC LD 0P HRE L i L, ARMEICE D & Do
HERH D,

5. BRERRAE

(1) BBRT—2/\v 75—
AR

(2) BEREEFER
B -t

(3) AERIGIERHAER
<HSEANIZHBITEHBE>
EeERERER
EERABRICKRRIIE TSR EHH L= GS-98-902 :RER 2 :
HiL hr oA LRI L HIBEA B LB 186 il xi4 Ll L, fMkhofiL ha AL 23|z
X DIRHRICAHA] (75 mg, 150 mg XL 300mg 1 H 1[01%5E) XIX7 78R % 24 BEEGEH L7-A5 R,
T A N AFHFREIC B O TAFIR G TN THOR S EICBWTH 77 RS L G RBICE
ATV, 300 mg HGHECEDORITRKTH -7,

* AANOEKR SN TODANEROHEIE, 1H300megl H1EEEGTHD,

V. RRICET 5HA -8-



(4) HREERIAER
1) AREREEEAER

<HEANIZET B RHE>

e ER

@O fib bAIAILREIC & DIERZERN D Y BFIRIT+ AL EE TR E LTz GS-99-907 8% %)

HE

L b V2L ABRERBRL TV DI 0b o T A L 2AEARBHENS
BELEZNRLELT, T /RN DY TaXi L7 VRO e E TR L
LR 2,

N kA N

WA - WAEL(L - —HEWR™ - ZHEskEFE - 77 &R R
M E 24T T (FT e REERITRBREAL 248 E L0 7T AL AR~ EEE SR, )

E S

Pl bo oA LRI L DIBRZ R L TV DA HIV-1 BYERE (550 61)

Ep UL e

< 18D 65 I E TOHE

- BAER DD b SEMATL VIV br v A AR GHIELT) £%I17TkY, M
B HIV-1 RNA 73 400~10,000 copies/mL TZE L CW 5 H

- 1MiE S VT = A 133 umol/L (1.5 mg/dL) AR CTHDHH

I VT F =22 )7 T A (Cockeroft-Gault A H) 7% 1.00 mL/s (60 mL/min) LA ET
boE

< Wk AF R ERELDS 1.000X 10° cells/L LA E T 53

< /R AS 50.0X 10° cells/L LA =T 53

cANETBEESOYL U ETHDE

BV L EME 26 pmol/L (1.5 mg/dL) LAF Th H#E

- 1f3E Y B 0.71 mmol/L (2.2 mg/dL) LA ETH D

TS T I NG AT =T —PH 108 UL Kl Th 5%

CTARGRUMT I ) T AT =57 —BEIOUL Kl Ch o3

- BEHR FTRE e 2o ME CIRIMIE AL IR IR A AN B Pt D 25

1 FEBRORMBRIADDHE

e bR UE

IR SO AP O

CBEIZT VREN, TIRENL UYTaF T RE, TTAREL UERFIILO
HEE O BRRBRICBM L2 E R 53

« B A AT S 30 HUNIC P EZ -2 R 2%

- REVHAAFUEED B 30 HLLPIC AIDS 2 E#/ T AIETMEOR BN H 5

AR I7 15

=10

THERY (~24) kBT OPIL Fa oA LRSI K DIREICARA] (300mg 1 B 1 (A
Beh) ITF TR &0 L,

HEMH (24~48 ) : T ERREHIL, STAARE~ELE I,
BG4 - 48 B

T EFHHIEH

R—=2 54 N5 24 WE TO HIV-1 RNA BEORRINELHZ(LE (DAVG)

TR RIREHEE

- RBRBALAT 24 B KON 48 S O IR HIV-1 RNA &3 50 copies/mL i TH > 7= BE DI

2
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- SBRBALAT 24 38 KON 48 O MR HIV-1 RNA &3 400 copies/mL Afifi Td> - 72 BF DLt
gg
c R=R T A DD 48 3 FE TO HIV-1 RNA EORBIINE 2L E (DAVGas)
-RBRBA 1A T2 24 38 KX V48 T D CD4 U o /BRI D I I B 45 28 B (DAV Gas X " DAV Gas)
AT R Intent-to-treat (ITT) EHITIRBRIEN D72 < &b 1 B G SN R O /xR & 7r o
72T OB, as-treated LHITIRBRIE N D72 < &b 1 BIR G SN2 BE & Lo RRIEDE
A2 I AT OFL L e 7 A VR BN L ORTOT —Z TR LI BFE L L
T, THEMN LIz, 70, RREMMITGSRERITRBE Db TR SnZE
TORE L L,
FHEFHMBIE A TH D DAVGu L, N—A T A b OB RINE FE & SX—Z T A fE L D
72E LTz, 90%LL EDEHJ1C DAVG4 IZ351F 5 0.25 logio copies/mL D EEFZEZ T 5 72
W, ITT %M 550 FloEE % 2 5 1 TAARER L 7T B RBEICEER IS0 AT 7z
(Wilcoxon DNERZFIEE) . Wilcoxon DNERLFIREEIZHES & WA Ll L, PAEAS 0.05 A
THIUSHFFICER ThHD & LT,

Tl

EES

< BEEHE>

BE OB MEFF O YY) CD4 U o SERBUT 427 cells/mm?,  ILAEH HIV-1 RNA B0 H S fi X
2,340 copies/mL T& ¥, HIV-1 JEYEIZET 2 BEHRIEIT Y 54 £ CTh o7, £, BEOFHFE
Wl 42 7%, SSUMBMETH Y, 69%NHANTH ST,

<A N>

FEFMIEE Th 5D DAVGy 1, AAIH G #E T —0.61 logio copies/mL, 7 7 BARE G5/ T
— 0.03 logio copies/mL T&H ¥V, WIFERICHFHFHIABEZENZEO b7z (p<0.001, Wilcoxon DAL
FRE) o

ARERBHAATE 48 T F TOMAEF HIV-1 RNA BEORKRIFIZL (logio copies/mL) % [XIZRT,

$¢ 5.BA1A%% 48 B F TD HIV-1 RNA EOREEEIZE(L (GS-99-907 3RER)

@ ¥l 300 mg
0 75K
A TJ5uR-FH 300mg

L | .
AT

Fo2

02

HIV-1 RNA log1o copies/mL

0 2 4 8 2 16 20 24 32 40 48

SRERR GB)

RERBALATE 24 1 M OY 48 I o i+ HIV-1 RNA £:72° 400 coples/mL K CHoTZEBFEDLEIL, K

B GRETHE 2 40% LN 28% ThH Y, 77 vRFEGRETIE 24 BT 1% Th o7z, S HICHEREA
A% 24 WO IMHEF HIV-1 RNA #7350 copies/mL Kjifi T - 7= BE O LLRIL, AFIF5HET 19%,

TITEREERT 1% TH-o T,

E7o, AERBLAHE 24 WO CD4 U L SERE O P RIE, ARIBGRL 0T T & R 55T~

+11 cells/mm? K T8-5 cells/mm?® ToH V), KA|EG-EEOREREALAE 48 O AL E1T+4 cells/mm® TH -
776

. RSB 5 HA -10-



<HERERLOENEH >

AFEEGRECBIT D24 BETOZ L— R 3 L4 DFEFESRIT 13% (49368 5) THY, THiIK
VTR DS 1% A0 GBI , 192 1% AR (16 Tholz, REFRGREICKE T2 48FETHs
L— R 3 X3 4 OFEFELRIT20% (73368 %1) THY, FHi1% SH) , KW 2% 64F) , 5
2 1%AK QH) THotm,

T RRBEERICBIT 524 BETOS L— R 3 L4 OFEFSRIT 14% (2518241 THV, T
Fi2% 31 , ERM&OHN D O3 1%AK0 (141 THhotz, BH 24 L0 77 2RNEARANC
02 BB D 24 6 48 HE THO LV L— R 3 T 4 OFEFELRIT 14% (23/170 ) TH
0, R, ERAS 1%AN AF) , o 23% Qfl) Thol,

@ L FAODAMIVAEICKE DARBERATVEEZNER E L= GS-99-903 5XER )

H Ay L e UA VA L DEEERRPRVBE LR L LT, T /RN DY TaFior
7w VEBRE ORI L e E =T Y L g LTI B,

RERT YA B IAH - SEAEZAL - “HEM - Zhia kMR - FER0 AR

S PLL b oA VIS KD IBFRBR DN 22 HIV RYYE-AE (600 i)

BVt S/NE e s LV b e A N AFEOIRFERER A 2 E (NNRTL X3 7 w7 7 —BIERNIC L 2 1H%

JEA 72 <, NRTIIC X D IBEED 4 W HARH)

- 141> HIV RNA 723 5,000 copies /mL #8 Td> 5 #

cMfiE 7 L7 F = BREEAN 132.6 pmol/L (1.5 mg/dL) RiiCTh 5 #H

VT F=r 7 YT T A (Cockeroft-Gault & H) #3 1.00mL/s (60 mL/min) LA ETC
bo#E

- HR P ERECY 1,000/ L BA ETH D HE

- M/ RERAS SOX 10 u L BA ETH B H

AT EAEN 80 gL U ETH D

c FIZUAT IFT—EREFMHEERDOIMHEUT THDLHE

F 2 bRo I UE s ROWT NN DOVREE ML T

BEREOH DI - TSRV R - YR - RGEAT e A REl- A 2 —a A%
V2RI (FV TR - A U ANER LT EEAIEZBRLS) - =7y EL Y LA
YRR D & % A

< BRI TR AL 0

EMEBEORBN S L, 12750, RIEIVRARE (ERPICESFFRIENLTEI D LT
WEN22WHE) TR 2R <,

C PUEWE OIER OB G2 B LT A IEB T O EEAEYYE (HIV-1 BYYEZBRS) Bd 5D

&

AR5 TITVVKRRTT 7 B LU VIIARR] (300 mgl H 1 EEE) I =ArT7 V2R LE,
B : 144 B

FEFEmIE ARERBH AR 48 O i SEH HIV RNA 273 400 copies/mL i T o 7= B O e

T2RIRETHEIER | - RABREALAHE 48 1, 96 KON 144 B D M 4EH HIV RNA &3 50 copies/mL i Tdb - 7=
HOLhR

- SRERBALETS 48 3, 96 @ KN 144 3D CD4 U o SEREL O LY HE N &

V. JBEICET A IEHE -11-



W

FAAT ]

HIV RNA OHFEMEZ RV EEROFLL ~ 1 v A L AEBINTE) Y & 2 72 5 % HIV
RNA #73 400 copies/mL A ETH 2 & A7 LTITTHRE & L, T a1T-72,

TR H T d 5 3ERBAAATE 48 O EH HIV RNA &3 400 copies/mL A Tdb o 7=
HOWHRIE, R—R T A KO HIVRNA L CD4 M Clanlib Lz @Rl inE 243 %
M| 95 % EHAK [ & VN THl: U7z, EERHGE H OBERHIZEO W] 95% 5 HHK [ T IR,
AR OV =T 2 AR T DIERMEERRET D702 —10% Thelg L7z,
BICIREDRWIRY, #7 2Y —F— &% Fisher O IEMEMERME, &t 7 — & 1Z Wilcoxon ®
JEATFRE 2 D ClifEZ e L, P<0.05 ZHaHEMICARE & LT,

LEES
<BHEER>

BEORBRBEBEEOYY CD4 U o NEREE 279 cells/mm?, MEH HIV RNA & @ §7 {5 1%
77,600 copies/mL, ILAEH HIV RNA &Y 100,000 copies/mL D HBEIL 43%, CD4 U >/ SERHN
200 cells/mm?3 FJ D BF1T 39% Th > 7=, BEOVELERT 36 1%, T4%NEHTH Y, 64%N A

Thot=,

<HE>

RERBALAH: 48 8 KON 144 H ORE R 2RI,

GS-99-903 FHERERIRFHERIER

48 JH FFAM 144 A ZEAM
ARHN B 51 Y=V T O ERERE | ARG PN TV PR
(299 #i) (301 1) (299 #i) (301 #1)
A hIED 79% 82% 68% 62%
B2 6% 4% 10% 8%
A5 5% 3% 8% 7%
I I e 5] 0% 1% 0% 0%
{th Al E N3] 1% 1% 2% 1%
SET-H <1% 1% <1% 2%
HERZIZ L DI 6% 6% 8% 13%
ZF O OB X B k3 8% 7% 14% 15%

1) MAEH HIV RNA &3 <400 copies/mL 12 V) 3RERBAAATE 48 & O 144 3 F THERF L T2 SER]
1 2) IMAEH HIV RNA 2% <400 copies/mL (2% & 7227 o TIEF e OVF - 72512 EF- L7 5B
1 3) B BHREES], BE I L OMEH], RERRE, 7o b a— LREsT S

AFHBRIC BT B RERBIAAT 144 D HIV RNA 75 50 copies/mL Al T 7= BH O HRIT, AH
BHRET 62%, V=T VU EEHT 8% Ch oz, £z, CD4 U /3B BN &I, AH
B 5/ T 263 cellsymm?, V=L 7 ¥ FHE T 283 cellsmm® ThH -7,

<HEFLLOENWER >
144 HETOT L— R 3 T4 OFEREGIL, KEBGEE27% (81299 1)) , =17 FhEE
25% (76/301 1) THY, 2%LL EFRD BN L — K 3 it 4 OFEFERIT, AFHRGRETRS
K OFHE L3 2% (761 , #1922% (6 41) , MiRKOFEEDE 2% SH)) , =172
HBECTRE K OMRNEE 2% G661) , #1925 1% @ H) , MEEGE 1% G B , 1%

Q2 fF) THoT,

2) REMHER

B L

V. 1GRICBET 5 HHE

-12-



(5) BE - WA
<SEANIZBITHEHE>

1) BlEZEOZE (919 HE&KR)
B E A AT D BREE XU, KA 300mg ZHEEE LGS, 7V TF=0 20T TR
(CLer) 7% 50 mL/min Kiifi O EFH & 5 WIS 2 LB L T 2 KRB A REFITHBNT, 7/ HRELD
Cimax X OVAUC 28 ESR- LTz,

BHEREZAIOBZEICE T IRFDOERBSROEYHE/ S A —4

HETE (CLemL/min) | B3 Crnax (ng/mL) AUC (ng-hr/mL) CL/F (mL/min) CLirenal (mL/min)
>80 3 335.5+31.8 2,184.5+257.4 1,043.7+115.4 243.5+33.3
50~80 10 330.4+ 61.0 3,063.8+ 927.0 807.7+279.2 168.6+27.5
30~49 8 372.1£156.1 6,008.5+2,504.7 444.4+209.8 100.64+27.5
<30 (12~28) ® 11 601.6+185.3 15,984.7+7,223.0 177.0£97.1 43.0+31.2
1) CLe 2% 10 mL/min H5i C, BT 24772 > TORWEBREIZEB I 2 BHEREIIMG ST, A fE AT VR 22

2) FEEOEE (93158 °
HRUEE R s D SFREAERE S 2 AT % 3R HIV R IS AH) 300 mg % BiEIE G L8y, 7/ L
VD Coax KON AUCHTILL T D LB Y Th o7, MR EZ AT D2 BEF A/ ZRELTH, EF
FlE gL, 7/ & e DRy B ARSNGB L E X 5N S ELIEERD bhas o,

HEEZETHBBICHITHFKA (300 mg) DEEZSEDEYERE/NS A —4

B RE (Child-Pugh-Turcotte score) %% Crnax (ng/mL) AUCx (ng*hr/mL)
E B (5~6) 8 224 (120-353) 1,830 (1,090-4,060)
PEEREE (7~9) 7 256 (163-552) 2,190 (1,220-4,340)
mERE (>9) 8 298 (210-440) 2,470 (1,460-5,230)

Rl (REE)

(6) AEMFER

1) ERARERE (—REARERE BFEEARERE FRARELRERE)  HERTET 2N
—RAE, HERFTERERABRORNE
- i FH A A A
IEE S 472 989 fld 6, AFI O GHF A TERIWEH O 7o EF] 2 6% R < 987 B3 22 M fif
Mt SUER] & &7z, JEE LTZRIWERIE 335 %1 616 1 CTd 0, BIVEFAFEBUER 22 MMM 5
JEFI RO 5%E (BLF, TEWERZRBEIS] ) 13£33.9% (335/987 ) Tho7o, FEL LT
SEERIRPER O ERBIER L O ORBEIG T, TUHE L OSERE] 10.9% (108 #1) , [
RRAL] 102% (101 61) , THFARERREDE) 7.8% (77 61) , [HEHGEE] 55% (54 61) , [R)E
BLOR THMESE] 44% 434]) THo7m, ZHNHOELZNERIE, @bV 27U+ Y RiE (i
B RY 27U REIAETe) 5114, S UAEVE (WP Le s 8mEets) 4 4, &
HEIMAE 39 {4, FFFSRER s (IFHEmEME R 2 5T) 3314, TH 23 1, 3% (G&%, BB LK)
EHVRBEET) 211 ThHoTz,
- BUTEARSET% B PR R
Fhi LT Zauy,

2) RBEHLELTERFEOABXITIERE LI-RAE - KBROBE
ENIZBWTHARANZET 2 FEYEhiaaER 2 55056 L=,
IVII—1—Q2)— D<HARANIZBIT DAGHE> ] OHESM]

(7) Dt
ZEHI 14
AKEN A OPFIL b A NVAIEEGEH LIZBE NS, 7/ A e L TURZ MK T L7= HIV-1
KRNy B S T, TRIRZRRBR L= B3 i, AFNC X 2 BREBALGH 96 T £ TOD 7 A L A 2H LK

V. JBEICET A IEHE -13-



304 I H B 14 BT 8 EOVIIHERR S8 STz, 0B S 7= itk 2 i\ s BT L= & 2
%, HIV-1 Wl GEFREIG 712 K6SR BRNEE L Tz, £72, Hib br vA LA L DIRF
R OBE KT HDAHFNT I 7V o+ 7 7 B L0 3 FIGERBRETIL, RBREEMGHE 144
FTOTANALRIIRIE 47 IO H B, 8BNS T /7 B VIR SRR S iz,

@ ML OIS IVREERBOICE T DIV MIVRER GEEFEAEHR) ©

IR A AT AT ERRE LT, KEIBERNZEBT D U A VABEBFRNEAEIO D A LA
R RIT T EEmet Le (222 6) $ﬁ&5%ﬁm@$%#a YEfE L 7= HIV-1 £RD 94%!1Z 1
# PTLA ED NRTI AR S, F72, FHl L7ZBFOKATITBNT, 7Yu7r 7 —BHEHKY
i##%ﬁﬁ%@%ﬁ@%%ﬂ%@bkﬁﬁﬂwbEﬂto%E@wﬁﬁéw IR L HIV-1
RNA EDZAL & DR A TRITR LT,

DRI UEBEMEEERC L DRERRAE 24 BD HIV-1 RNA EDZE 1L

B IR P2 *
RIRPANI S |7 2 B R e
L -0.80 (68) -0.11 (29)
HY -0.50 (154) 0 (81)
1~2 -0.66 (55) -0.04 (33)
M41L 3 5\ E L210W Z5&de 3 fELL Eo R 021 (57) +0.01 (29)
M41L & 5\ T L210W LIS o 3 fELL E oz B -0.67 (42) +0.07 (19)

1 1) WHREREE D M41L, D67N, K70R, L210W, T215Y/F X% K219Q/E/N Z8 5

1 2) ARBRBALAIEDN S 24 &£ T HIV-1 RNA R FIINE % DZ{L % log copies/mL T L7z,

AFFBEHAIZ LD, MAIL T L210W 2 & 3L LD Y K7 VU BIEE R 2 5 G510 A L A%
FINRITIRT L7es, 777 'R &l L7 GA IZITR DB bz,

—JF, MI84AV (T X7V += AN X B /TN ENVEEER) OBERIIARAOD A VA
HIZh RN E 5 23, MI8AV BB N H > TH Y N7V VBEAE BN ETUE, 77 B ARRE & ik
L 0.84 logio copies/mL 8> L7=, F7=, K65R DZERIZ L ARAE|D DA )V AFZHZH RPN W T D
MDD BT,

@ L bV I REERBRBIUZB T DIV IILRIER (REEBEHT)

IR A AT 2B 2RI, RFEGRNCBIT 2 U A VARBBDNAKFNE 5D T A VA FHIZ)
RICKFTHEL B L7z (100 ) AFIEG-BAGRTO B3 25538 L7z HIV-1 BROARAN
DI EARFND T A VA FRPZHER L AITHEEDN R S, FORRE TRIR LT,

SUEABRIART D AAIRER 1 & SUEABRIAHE 24 B HIV-1 RNA BOE AL

TRERBR AR DO AFNEZ PETED HIV-1 RNA EDOZLFD (fil%k)
=1 -0.74  (35)
1<~=<3 -0.56  (49)
3<~=4 -0.3 (7
=4 -0.61 (91)
>4 0.12 (9)

1) BAR S ORAZEEL (3

1 2) FRERBALARED & 24 & TO HIV-1 RNA ERFfi]INE %) D2 b % logo copies/mL C/r L7z,

@ L bODA L AEERBERGIZH T 5 EFIWE

GS-99-903 FRBRIZEIT D 7 A NV ALHRIBI D 547 EfE L 7= HIV-1 T, =7 7 B L2 BEA i
LT 7V UBEEERAN R LEEEICRO LN, REFRGREE Y=L T U B GREE OMICER
RO BRI o T-, K65R & BITFRBRBHAATE 144  F TICAFIRGRED 8 Bl L O =L 7 Vb
HED 2 Bl 5508 L 7= HIV-1 BRICFEO BTz, AREFEGHED §FHID H B, 7HITIiL 48l E TIZ

1 511 ClE 96 3 % TIZFH L7z, K65R LIS T / 7 EVIMEIC B~ 5 28 B mwgn&#oto

V. JBEICET A IEHE -14-



VI. BHNEEICEHYT SEHE

1. REZHICEEH S LEYMXITILEHE

R GRS ER - DN TV, II TV, TADEAREEE, = AN E2EY, T
AEN TT7 72 R~ LR
HE B0 H DA DONRE I RENL, BFTORMHLEEZZRTL 2 L,

2. EBE{ER
(1) YEREML - 1ERKRF

TIREN DT TG, T v — U VEROIEBRIRX 7 LAY R e IR AR R
VI AT IVEHEERTH D, T /REN PRI T UBEN ST R EL~DERRIZIE, ¥
T AT IOMKZERLETHY, TOBMIANEERICEIY U VEBbE=T, 7 /R eV Vg
LD, T ARENCY VIRIE, HIV-l WHREBFEOEE THLTAXTTT /v 5-=U Vg
LB T 52 L KOYDNA ICH D IAE N 7212 DNA S E 281k S8 5 2 L2k v, HIV-1 Wiliz5
R OIEEZLET D, WHILEHDODNARY AT —F a, BLII 2 RUTDNAKRY A7 —F
YIZXT 57T /AR U CEEOREER TN Y,

(2) EMEEN T HREBRAE
1) ;94 ILRER (in vitro)

HIV-1 OFEBRSEE L OERRSBERICKTT 5T 2 R EALDH T A LV AEME, b MU 2SRRI
B, HEK~rnm 7y —UHREEEME L ORI Y o NEKIZEB W TR L7z, 7/ R ELD ICs
EIE, 0.04~8.5 uM DHIFHTH > 7=,

X7 LAY RRWEEBREEZERER (DT, DXy, YLy, =17V, 53
TV, TANAEN) , MRV ERERIAER (7 LY, XETEY, TTIEALTVY)
ITHIV a5 7 —PlREE (7o LFen, £ Fen, %5, X7 45N, U
cren) L7 ARendoftHRERICENT, I~ HEBERPRO N 9, T/ B eV,
invitro THIV-1 D% 7% A4 7 A, B, C, D, E, F, G X0 IZxf L TH VA NV AIEMZ 7R L7= (ICs
B :05~22uM) 'O, F7=, HIV2 IZX L THIMU A NVAEEZR LT (ICsfE : 4.9 uM) 1D,

2) FEHmt 1%

T /R E I T DI MENME T L7z HIV-1 2BfE % in vitro FRBRIC L D BIR L7ZRER, oo
7 A VAT B FRESTIC KSR ZE NI L TEBY, 7/ R E MK DS D 3~4 [#HK
T LTV 12,

3) REMME

F ) HRENLTEIREND K6SR BT, TARABENL, DX ) U RO ZE AL VIRESH
TIEBIN G BEL7- HIV-I BETHRBO LN TND, ZOERKIIZ LR VA BT I TV UIC
KT HEZMEBIL T L TWeZ &b, K6SR ZRZFOUANAZATHEETIE, b3k
A TR ZEMME A2 L Z T A et & 5,

Y RT VMR (M4IL, D67N, K70R, L210W, T215Y/F i K219Q/E/N) %44 % HIV-1 4y
BERRIZ 57 7 S ENLOIEMZ in viro TR L72, 20 Bl D438EL7=8% KB 3 » ) oY
R7 B R A A5 HIV-1 DEERRICB W T, 7/ R E SR 2RI 3.0 K F LT
7oo Fiz, TS BEDOWKIZ T I JBENTHAINDEREFFOZAIMMERICBWTY, 7/ FhEL
WX ARSI T LTz, B

(3) YEFFIARFR - Frinbrr

R L

VL

NI B 4 HHH -15-



VII. E¥YEREIZBE 9 518H

1. MAREDHR

(1) AELBEVLGODRE
EERR L

(2) BRRRGABRCTHRIN-IDRE

1) B[E% 5K
<BAERANIZBITHEHE>Y
AAR NEEERR A B 6 BIICAA] 300 mg Z ZEfERFICIR O 85 L7356, ARAIOTEMER Y CTh 5T /
B ELO MG HEEIL 1.240.5 FFZ IR EMEIZE L, Cmx L OV AUC 1T N2 212443 ng/mL &
O 2,197+516 ng-hr/mL THo7=, 7/ R ELVOIERITFAMEZ R L, IRfEAHOFREIE 15.142.3 R
MThotz, 7z, HEH 48 B E TOT /A ELORPYMIERIL 2444% TH Y, CLienal 1X
287+64 mL/min T&H o 7=,

BEEZ 5RO MPEDRE

1000 5

100 4

MR EYEE (ng/mL)

0 6 12 18 24 30 36 42 48

BefE (hr) FHEHRERE

<HSHEAIZBITHHE>

el N 37 BN AA 300 mg Z ZEfGIRF BRI 1 e G- L7556, ARFIOTEER S THDHT 2 RELD
M35 PR 1T B 1.020.4 BRI EREMEIZE L, Cma L OV AUC 13X, ZHEHL 296£90 ng/mL K Y
2,287+685 ng-hr/mL T ->7=, £7=7 /R ELD BFHEIAILK 17 i TH - 7=,

BEEZ 5RO MPEDRE

1000 5

100 +

merEYEE (ng/mL)
>

1 T T T T T T T
0 6 12 18 24 30 36 42 48

B (hr) FHEHARERE

VII. EPEheIcfE4 5EE -16-



2) RIE®BREGHER D
<HNEANIZEITERE>
HIV-1 EYYERBEIIAH % 28 ARG EREG Lz & X, AFI300mg/ HOEEGIZBWNTT /HRE

VDO IRYENREI IR B G\ K AL Z T e o Tz,
REHFREIZEITET/ REILOEMEIRE/NS A —42 (1[E 300 mg1 B 1 E%E, n=8)

BHIERS% A 1AHE 8 HH 28 H H
AUC (ng-hr/mL) 3,179 2,937 3,020
Cmax (ng/mL) 375 303 326
Tmax (hr) 2.0 3.0 2.3

£, T/ RENLNOEYEIREIL, AFIOBE 8N 75~600 mg/ H OEFHIZI\WTHEIZHE L7,

REHRSE7BEOMHBRDRE (8~9 /)

1000

—e—75mg /H
—e— 150mg /H

’_ET —=—300mg /H

E) —«600mg /H

B

;;LTE 100

H+ \-

pil

= \.\\

10 | T T T T ; T ; T T T T T
0 4 8 12 16 20 24

Bl (hr) Hh 3Rl

fkAFNOAGB SN TS AELOHER, 115300mgl B 1[EERSTHD,

(3) Pk
R L

(4) B - BAKORE

1) REOKE

<SBEAIZHITEEE>
fatRERic N 37 BINZAA 300 mg % ZE[E I e V@ AENT & (BFENA K9 700~1,000 keal, REHIRD 7 =
U —40~50%) EEZICZENENEBEIERE L & &, Bk EG TEERICHR LT /A E/LO AUC

KO Conax 1, EILEIAT 40% S UK 14% E5- LTz,

VII. EPEheIcfE4 5EE -17-



BERSAMPEMREICREFETZE

1000 7
. ] —— ZEREE IS
-
£ —— BEREE (EIEHE)
2 100 o
"
8K
7
H 10 5 l
g ]
1 T T T T T T T

BfE (hr) FHfE

2) ftREDFE
VII—7—Q)FHEE L Z DB ] OEZMR

2. BYEERA/NT A —4
(1) A&
M EE R L
(2) BUGEETEH
ZMER R L
(3) HEEETEH
M EE R L
@) 2VF7IARD
<BAXRAIZEITZHEHE>
(300 mg ZZfEHKERf) B2 VT T % 287+64 mL/min (% 5-#% 48 FF[H])

<HSEAIZHITDEE>
(300 mg BLXEHREGFE) B2 V772 253 mL/min ($&¢5-1 A A)
205 mL/min (}¢5-8 HH)
(b) A mBEHE
<HSEAIZHITDHE>
HIV-1 JRYYERE T /A BV 1.0 mg/kg K OV3.0 mg/kg % BRI % 5-7% O 78 HIRIE TO MM AL,
ZIZEI 1.320.6 Lkkg X TN 1.240.4 Lkg ThH -7,

k ARNOEGB SN TS HEROHER, 118300mgl A 1 EEETHD,

(6) Z D1
NWNAXTTRALSEY T4
<SHBEANIZHBITZEE>
$125% (7 7 RENLE LTONRLFTRAZE VT ¢ 300 mg 22 5 I B A1 $¢ 5-RF)

2) EHERBEMORERNT A—42
T REMIONTIE, V2= mEfE , [VII-5—(6)MERAMEGER] OHESHR

VII. EPEheIcfE4 5EE -18-



3. BEH (REaL—>3v) #&h
(1) FEFAE

BN 122/ e
(2) INT A= EHER

L

4. IRIR
[VII— 1 — Q)R RFER CHERR S AL/ IR | OIS

5 92
(1) ik —RxEArI @&t
UERR L
<BFE A TR DS >
UC-7 /R EL Uy 7axu 7~ LU 10 mgkg ZHEHRRO#E L L&, &5 1 BE% Ok
FHREIIMM A TR < 2T oMM X v B S hr-,
(2) Mm%k —RERERAFE &
MERR L
<BE P TET D EEE >
7 J R eIV 30 mg/kg/ B A AENR 111, 115, 127, 134, 140 OV 150 H BIZK F#5- Lz & &, #4530
DEDOIRIR L BHADMIET T / R EVIBE O 0.17£0.07 CEREHERERFZE) ThY, 7/ K8E
IVDRRRA~DOBATIFRD Tz,
(3) Eit~DBITH
<SBEANIZHBITDBE>
TR ELDE FHIA~OBITARE SR TWD 16,
<H#% .7y MIBITHEE>
50~600 mg/kg/ H#% N B GREDFIFHOT 7 R ENVOREITMIFETRED~235%TH VY, 7 /KL
IVOHAIT~DOBATHRO bz,

Rk ARFNOEGE SN T D HEL AR, 1R300mgl H1EEETHD,

(4) BER~DFBITHE
EERR L
TVII—5— ()& — M4 BA T E | DTS
(5) TDHMDMEHE~DIEITHE
EERR L
<BFE A BT DS >
WC.T7 JAREN VY Tax i L7 < VIR 10mgkg ZHEIRROKE LZE &, 8BS 1 %O
BRI Z R < 2 TOMM L VBt Sz, KBS OHBIHEE (>66%) 1ZIHLE, 2k OUF
BICAEAE L, BTREIREE I XARH, Bk, IR OZeiG i b oo, 5 6 B3 T oMl
ik CHE RN D Uz, #8524 i1 CILIBNE, I ORI B O U REIR EE DS @ o 72,
(6) MIFEBMHEEE
T/ AENOe MUELCMEEBAREEE (n vitro) 1%, 0.01~25 pg/mL O7 /7K &V FEEFPHIZ
BWTEIZI 0.7%AKm % O 7.2%AK0il T > 72,

VII. ZEyEhRe B4 5 HH -19-



6. X35

(1) FRBIERLL R UM IR ER
<HEAIZBTEEE>
TIREN T T VBEIIEER Y ET AR eV ET A AT LT e KT v T
THY, BOEEE, HONZT /A RE S, Zo%MaNTT /2 A eV U UERICG
b,

(2) RHICEE5T SR (CYPE) OnFiE FEE
Invivo |IZBWTERD HLILDRE LD 1T 0ITEEE (300 4%) I28WT, 7 /B E/MIE R b
71— P450 55 FFf (CYP3A4, CYP2D6, CYP2C9 X i CYP2E1) ZPHEL 2> 7-74, CYPIA %
LI M (6%) BHELT-,
In vitro RS, T/ AREN PV TaRI IV ROT JRE/VINTRLTF b a— A 450 DHEE
TR WZ EREN TV A,

(3) FIEIEBHEDEERVZDEIE
BN - A

(4) REVMOFHEOEERVEMEL, FELE
KRB OIEVEDOF T - AN CTORBTH DT /A EL ) UERNTHEARK
O - 4B L

7. Bt

(1) HEMERGI R U4REE 17
T 7 7R EVITRERRIER & SRS ~OREBIIE I L 0 B S5,

(2) etz
<BAXRANIZBTEEE>
A 300 mg & ZERERFICRE OG- L72BS, #5514 48 FEfil & T T / AR BV OJR PRI 24 4%
Thot=,
<HAEANZETEBEHE>
HIV-1 Y B IZARAI 300 mg 2 1 B 1 FIBEKER DG LR, 580 32+410% (7 /R E
JVHATE) A3 24 BERILIPNICIR I S iz, £72, 7/ R EAZEIRNES L5601, 58D
70~80%0% 72 Kl £ TlZ, 7 /A e/ & L CTRFTIZEL S iz 1D, 7 7 R eV, SRERIRIER & R
HIE ~OREBNEIEIC L BHEt SN D, AKl (300 mg) H[AEOEG% DT /A E/Lo AR
17 R ThH o 72,

Rk ARFNOEGE SN T D HEL AR, 1F300mgl H1FEEETHD,

(3) HEMHRE
(VII—2—®H 27 VT Z7 A OHEZHR

<HFE  HMlNIZBIT DY ENRE  (in vive) D>

THREN U TaX T v VB OIERRTH ST 2 AR E L Y CEEO P R A
WRONT 4 hA~NET ZAF = TIEMEESE - FRMIMERER (PBMC) I2BWT, ZAFHE
50 HFME K O 10 B[S CTd o 7=,

VII. ZEyEhRe B4 5 HH -20-



8. T VRR—E—IZBEHT H1EH
T/HREN YT ax i uid P-gp LOVBCRP ORE TH S 19,
7 /R E UL OATL, OAT3 KON MRP4 OFEETHH 19, F£7=, OATL (2T 259V HEIEH 2R~
L7,

9. BNFIZKDBRER
MIHEHT
ZF 300 mg LA 35 O MIEETIC & 5 253013 54% T, MgGENT & ICAH] 300 mg % Hial#5-
L 72HRZIT 4 B oM ARENTIC L 0 B EE O 10%3RE S,

10. HENERZETHEE

(1) BHRmEESES
'V=5—)—DHEREEOEE (919REH) | OHBM

(2) FiaefEEEE
'V=5—05)—2)fEHEDOZE (931 R 5) | OHESR

11. ZOfh
AR L

VII. EPEheIcfE4 5EE -21-



VII. &% (ERLDEESF) ICET HIEH
NE L ZDHEH

p==3
=

eHM
of

[

B REEBMFRZAHLTVIEETH, FHD/SHIEIZLY, B HEMFRLIBRTSEE
NHHAHDT, FEDREEHHT HHEEICE+SH

LI EEETNLHINDTIEET S L
(fifin)

AHNL B HFLK T A /LA (HBV)

WX LILEERZB 5 Z &2 in vitro THER SILTUVW D, AH
%, WA OENT B RS RICK T DHEIC AR STV D
}mvmnPN%mu
AN

I
o WESNTIE, KA OEEG P IERIC
BT B AUBMERFRNEM L LTIDEFI A HRE S TRY, £7Z, UHBV EHZAT

BT, FCHEREMITREZ AT 28E TRER TRIITRDEIELT D2 005, =
NoDZ &b, ARIOEE BT

MNEET AL, HICEREMDBE, EIE
[9.1.1 B3]

HBV &L DA OWTHRAE L, BYORMEZHER L T 2
EMEBE LY,

2. ERNB LT DER
2. B2 (ROBHEIZIE®ZE LA
AR D RLST

(fiF#)
= bS]

T REREREFHETH Y, AHIDORS
HIERBUEDIER D FEH T B8N H 5

&)
Wk i BUE OBEERE D & 5 FBE

W2k LB BOE DBEEE D & 5 BE 1N T
MEXIIRICEET 5:FE L ZTNDER
JEIN TN

4. AERUVAZICEET 538 L ZDERA
'V—4 AELOHREICEET R 2283552 &,

5. BERERMIE L ZTDEH
8. EELGERMIEE

8.1 AHKIDOMERIZEE L TIX, ERNANDHA RITA L EDEFTOERE S E|C
D N DOEHEICHOWT L L S LRE 25714,

- AT &,
8.1.1 AHE HIV JEYYIE DARTERIEIK Tl /a2
VR D PRI & FIE LELT 5 Rl

RTHEYEICHRHET S L,
8.1.2 AF|lOEMPEHIZL D

B XTE b

LD, AFLEYYE 2 & T HIV EYYE DOk
PERN D D DT, A GBI O L RO ZALIZ OV TS

E/
s

IZOWTIEBRED L ZARHTH D Z &
8.1.3 Hi HIV JEIEIZ L B2 Bem7e 7 A L AP

BKTFEEDLZENRENTNDER,
8.1.4 HT HIV JE1E,

TNRWNWTZ &,

M REfiR I 1 2t~ HIV &Y D falRt
Z DOfaEMt % 522U

HERT A LT TE RN L,

MEEE I X A~ HIV B OEBRIEEZ KT S8 5008 9 2

FREH &

VIIL. Z&tt A EoTES)

B3 5IHA 22-




(fiF)

8.1. PLHIV LA BT HICH7= 0, BE UIREITRD2EeF IS, ELAZRITHZ &N
HETHOHZ LA THEMLTH L O X2 U TORMZITY, BEOMED S & TH HIV L%
BRlG 5 2 &, ENIDTA FT A4 120, hRR T AV ZIE O BRI B L 25w, BHE
PR IR BT 235 MR EH SN TV D Z e, AAIOMFERFICERT S Z L,

8.1.1 REFOHLHIV FE & FERIC B EFHLE LTHREL TS,

AFIFEEIZ XD, mAEF HIV-1 RNA &OJED KON CD4 [ T U 2 EREL OB 2358 H 41T
WA, HIV-1 RYLGEIZ 6T DARATERE Tld /e 7=, AIDS B BN SIE T HEIT T 554
MWD, TDOIH, ZioDOIRIEK OREMEITZ BN AL, @O RHLNTE 5 L9 B
D AR D B LA D EE T HMERH 5,

8.1.2 AFIDF M AHEFRRER (GS-99-907 iklk) Tlif& 5% 48 HIRF £ T, % I AHEFARAER (GS-99-
903 #lk) TILEH% 144 WEFE TOFEDER LI O VW TRFI SN TV D, L LR
b, BRER T, 2L EOEMBGICBIT 26830k OWLZEMICE T D fmIIE o Tuni
U,

813 IRITMDZE L DIFZEIZH T, HLHIV FEIC X DB M7 7 A L 23, MErOEEikic X S h
ANDEY) R BHE T SED ZEARENTNAS DD AL, Zh 5O EORICHS
WCHBETOIMNERD D, U EOSEZBRE~TSHATL &,

8.1.4 U HIV LI K D T A )V A MRS %I LT fth ~0 HIV &GO fEE 2 KT S50
EIDITREH SN TW Wz &2 n, MREIZ L Y BE D DB ~DOREGOERMENRH D = &
it w3 A R

8.2 AH|Z&Teft HIV DA HFREEZIT - 12 BE T, S EERIERGERREN IS S
TW5, & 5-B1A%, GEFERENEIE L, JEBMEDO &7 & T IERE B fn R (A a7 7
VLT ET LTy T A, A "ATBTAINVA, —a2—F L AFAHIZLDHED) &
KT DRIESOCDFET D LR D, £, REKEORIEIZEVA g EE (FRIRERE
TUHESE, Z3MEAhR, X7 « NU—IEERE, 7 RUBERE) NRERETHIEOWMENHHDT
D DOIERZFHE L, LERFIITED)RIREEBETH L,

(fiFan)

HFRZERZ AT 5 HIV-1 EYUEREIZBW T, L HIV FRIERRGEZICmEE: HIV RNA &0 &

CD4 UV /RERELDOBINNCfE - THIT HRIEZ FIR E Uz B0 FUEYYE, AIDS BEEMEMELS, TR

S O AT R L0008 PR SR RIE SUGEERE & M E N T 5, BRIRRER A A 325 HIV-1 JRYYE R 12

BWTHLHIV FIEZ PGS 258120%, EREERIERONVEFEREORBUCE ITERE T 20N H
5,

7o, PUHIV IR X2 EHREO I ICEVy, FRRIMERE TEIE, Z8MEm%, ¥7 0 - N L—

JEWERE, 7 RUBERSEOH COEEENRRTLEOMERH-7=Z LD, ZNH0H CRERER

OFRBUCET 2 FEELETLHEH LT,

83 AFITEGRNC I/ LT F=0 2 VT 7 A, RERDIREAOHRELZEMT 52 L, £72, KAl
B G% b EMMAEFIC LV BFEOREZIEERBIE T2 &, [7.1, 9211, 102, 11.1.1,
16.6.1 ]

(fi0)

VT F=r 7 )T T AN 50 mL/min A O H5E K OV FE OB REIRE 2 A7 2 A Tl &=

HINNETH D,

VI 22V (A ForEs) 1+ 5HEE -23-



8.4 7 /AREN VYT uFk T VG A DA RE A REIMIT o B ITBWT, F
FUEE DB, KRB S OB &K 2 LIERIRHE S Cun b, B GRNCITEMRIC
BHEEREEIT ) S EERACER L, BESEO LN HAICITE R AEE{T) 2L, 72
B, AFNORERITIBNT, 144 BREIOEEC K0 BEHE & KBRS ZEH OB E O 23 L ST
%o BEEOWD LTBE ORI, BLHLAHE 24~48 B IZNT THELL, LRI 144 8
HE Thife L Tz,

(a5t

Zvh, AXROYLOFERBRICIEWT, FEERDCFIGENBE S TRY, BRRRICE

WS ARAF GRE TR OFEEORD BHRE STV D,

X —2—Q)EHRGEERR OHSR

6. RENERZHITHIEBRBICHT IR
(1) &6 - BEEZEOHLEH
9.1 &HHE - MEEEDHLHEE
QNN BEFRVANINABEREEEHLTNIES

AENOE 2 P 25513 HoEET 52 L, B EBHFALZAI L TWLEFETIE, A
oG HICEY, B MEBMEFRPFRT H2BE001H 5, FIOEREMEOS S, HIE(LT
LEBENWRDH DL, [1.2H]
(fiR)

[VII—1 #ERNR EZOBH ] OISR

912 BHEEEEDYRVEETLHLESE

Mgy v otz Eifd+s5Z L,
(fEsL)

BHSREREED Y A7 /T 5 BF I LClE, BEREICIZ, MiFY > ORAE%Z Ik L T+5o7%
BTV, BRENEOONT-HEITREG 2P IET 20O BYREZIT O LERN DD, £72, B
FMEEHET LR E OIS Z &y
(2) BHrEfEE RS
9.2 BHrEEEERSE
921 HEERVEENBEHEEEDHIESE

AFIOMAEEN FH+5, [7.1, 83, 102, 11.1.1, 16.6.1 ]
(fEgn)

VT F= 7 VT T AN 50 mL/min A 0O W E J OVE FE O RS RERRE 2 2 A TlE, AH
D Cax XN AUC2d EH- L, HEFEINLE LD Z Enbitd Lz,
'V—=5—5)EF - WheRRER] DHESM
(3) FFHREfEE R E

REI LTV
(4) £HEREEH T HE
REI LTV

VI 22V (A ForEs) 1+ 5HEE -24-



5) bt

9.5 1F1F
B0 XATAER L CW S ATRENVE D & 2 &MEICiE, 1R oG WRENEmMEE ER 2 &l S D541
DOHEETHZ L, BRR (L) IZBWTT JARELDRBIE~OBITHNERE S TS 2,

6) 1295

9.6 =5LIw

BRI SEL L, T/RELDE NAHA~OBITRWE S TRY 19, BmFER (T ) I
BWT, P ~OBITHHREIN TS, Eo, Mo HIV BYYEELF L, FIRO HIV &Y% kT
5720, ARICHAEZE XN ENEE LU,

7) IMNR

9.7 /©NR
INRE R G U2 BERARBR 135205 L TR,

8) =nE

9.8 EHE
BEOR, BEROLEKREDIKT, A0HE, IFHEELZ-2ICHEETL L,

7. HEEA

(1) BtARZE L ZNDHER
REI LTV

VI 22V (A ForEs) 1+ 5HEE -25-



2) EREE L TDHEEH

10.2 HREE

(BFFRISEET S &)

[16.7 8]

EETDHZ L,

A4 5 B AEIR - B TR BEFY - fERRIRT
TR I A BH S A VHE )V DEEREREEBRTSD | V¥ 2D AUC KO Coax 25 E5H-
CHE ) BENWRBHDHOT, VX UoOEEEY | T5,

HIV 7' v T 7 —EHEHA]
7 2P eI ERE
[16.7 8]

T AP FENLORFENRBT 5B
ZNRHDHOT, KH LT ZHF B
BRI & DFR T 2 A, AFIE T &2
JEA300mg A Y FFEL100mg & &

CEGTHZENEELY, £, K
FIZ LD AEFLELWRT DBZNHR
HD,

THEYFF D AUC 73 25%, Cumax
2 21%, Cmin 23 40%EKT L, 7 /7K
E/LD AUC 78 24%, Cmax 25 14%,
Crmin 23 22% EH9 5,

Hosraben, "AHry

7\ VIR R S

HIV 7' v 7 7 —EEA AANC L DEFEREREWBT L2BZN | 7/ FE/LD AUC 23 32%, Cumin 23
aEFEL U R FEL Bd 5, 51% L5495,

[16.7 2]

HIV 7o 7 7 —E L&A AANC L D2EFEREREWBT L2820 | 7/ B ELD AUC, Crax K O Crnin 3
2 e+ hF e W& D, EHI S,

[16.7 2]

Pt HCV Al
LIRAEN s YIRATE L

[16.7 2]

Lo A v A LS EH IS ORI UIARANC L D EEFEER | RME ~ORRBEH I XY Pt &
TvrmelN, RTvrar | EEBRT LIRS D, NDRHAN L OEHT 254G, PRREE
JVHEIRE DFEEIZE Y, PHENEEL, Zh

A AT T A LA B D FEH) AL AT o> i i E 3 B

FRIEF AToRENBH 5,

Bt A AT 2 A PERNIEET 5 2 E RN E LU, BEMEE AT DA R E
[7.1, 83, 9.2.1, 11.1.1, 16.6.1 DfEIRK T & 705,
2P ]

(figam)

T /AR ET invivo IZBWTRRD HLILAIRE LY HIXD0ITEEE (8300 4%) |
71— 450 55FE (CYP3A4, CYP2D6, CYP2C9 XX CYP2E1) %Bﬂibtﬁz)wtﬁ)

T2 (6%) BEE LT,
T ) AR ENIT

BRED ERT 2w

, SRERIRTEE & RAE ~ D REEh %
i S % A L AH Z O LTI 5E,
bl‘izﬂ%éo

Z OPRREIRIC BT DA

VB SN D, FRME A~

VII. Z24tE

(EH EoEES) I

B4 5IHH -26-
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LZiU?/ﬁﬂﬂMZiﬁ%ﬁWﬂm¢



AAN & EERE OPFRIC LD, EOEE~OREERITRLT,

BHRAERSHOT/REL (KEI300mg, 1 B 1EES) OENEE/ NS A—FELE

FI B R IEPEFHBFO T /R O 3Ry E)
OF 38 PERSEOH&E B | BERT A= LR (%) (90%IEHEIXH)
Cmax AUC Cmin
: . 300 mg o
I - 8 & &
= s rs 150 mg
Al 1 H 20, 70 15 “ “
SEIPPA( ) T?ﬁg 25 & &
250 & 5 W

CE vy (HIBAER) 400 mg 1 14 & & &
1 H 1, 7 HH

v eSS e 800 mg 114

ATTEN 1 A3, 7 H# 13 (13~133) < <
o - 400/100 mg 132 151

RETEL Y RTEN 1A 20, 14 A/ 24 < (125~138) | (137~166)

SR 600 mg
TTrELLY R - 29 & & &

o 400 mg 114 124 122

TEYTEN 1 H L[, 14 A 33 (18~120) (121~128) | (115~130)

FEREALERE L }%F 2 & & —

o 200 mg
EN D7 At i S 17 & & &

N . 1,250 mg

RAT4FEL et S 29 & & &

. - 1,000/100 mg 123
HFxF e+l e VB 2L 14 B 35 & & (116~130)
. : 300/100 mg 124 122 137
ZFEN+Y b e 1R 2 A 12 (18~142) (110~135) (119~157)
N N 147 135 147
e Uk #2)

WESARIN S IRAT B 90/400 mg 21 137~158) | (129~142) | (138~157)
S oo e e 1A 1[E, 10 AH 164 150 159
5,0 . VR H3)

LIURAE L « VIR AT ELES 23 (154~174) (142~159) (149~170)
o . 90400 mg 179 198 1163
N . ik E4)

WOSRAEN - RATENED e ) 14 B 51 qse~1104) | (177~1123) | (1132~1197)
o . [90/200 mg 132 140 191
D% .Uk )

WERAEI s SIRAT BV 1 H 1, 10 AR 4 (2s~139) | (q31~150) | (174~1110)
o [90/400 mg 161 165 1115
D% .Uk i 6)

WERAEI s SIRAT BV 1 H 1, 10 AR P as1~172) | 159~171) | (1105~1126)

& ETF |, AE e, REWL -
1) {KE 60 kg A : 250 mg, 60 kg LA L : 400 mg
H2) 7EFF AR, UV RFEL, AR EEY T REN YT RFL T v LEERAE L OO
W3) ZuFen =)=, U R e, ZARY VA EY T REN VYT ak T v VR AEE & OPFH
4 T77ELYY s AN VAEY T REN VYT aX LT < VERERL A EE & OOFF
HES) UL R Y UG - 7 /AR Y7 a7 Vi - = A N VX BEUELEEE L OFFH
H6) AT ZIFIENA+T AR HZE Y « F ) REN DY a7 < Lz A 7- 3B iest s

VI 22V (A ForEs) 1+ 5HEE -27-



A% (300mg, 18 1E) HEHOHAEDEMIES A — 2 FLE

LA GF e FEOF I O OF FIZE O S EhRg /<

GisES PEHZEOH & % T A—=HBALER (%)  (90%(SHEX M)
Cmax AUC Cmin
S 300 mg 112 .
F B E L e 8 (1~126) &
= % pasa 150 mg 124
IRTV 1 A2, 70 50 (3a~112) © ©
TF =N AT UG —
R FBEAT 3K Jbe JIVIFEATF A — b 20 S s N
1A 1[E, 7HRM
. s . 800 mg 111
AvTENn 1A 3E, 70 20 (130~112) © ©
PSRN N 400/100 mg
ot es e hFEL I H 208, 14 A 24 & & &

N 600 mg

TTrELLY LE L 14 B 30 & & &
o 400 mg 121 125 140
THYTEN | 1[E, 14 HH ol (ar~14) | (30~119) | (148~132)

TN . 300/100 mg 128 125™ 123
1
TEYFEr) hFEn 1A 1[E, 42 AR 10 (150~15) (142~3) (146~110)
IR ?%mg 2 & & —
FFEREALERF L }%F 2 & & —

. . 200 mg 120
TARI e 1A LE, 7HR 17 © © (112~129)
I 4 FENL 1,250 mg 2 & P P
M8 1 H2[F, 14 BHH & S &

- 122 129 147
rERITEN 1,000/100 mg 5 L G6~14D | (112~148) | (123~176)

R 1 B 20E, 14 B 123
1
JRFEL © < (13~146)

N . 300 mg/100 mg 116 121 124
FLF L | H 2 [ 12 (16~142) (15~154) (110~169)

B& o KF |, AL e, FHARE: —
) HIV BYYEBE ISR W T, AFNCT ZHF L 300 mg KOVY b B 100 mg 200 L7286, 74 ¥ F B d AUC KON Coin 15,
T AP F BN 400 mg &ML L LA LR L TENE 23 [F R4 5 B LTz,

A%l (300mg, 1H1E) HAKOIH/ S UDEYERE/NS A —2ELE

DHE MR

D5 2 B 400 mg B E WA % HAE)

D AAN DL 7 EED B (e ST A—SALE (%) (90%IFHEIX M)

Conn AUC

a5 A7 B 400 mg B2 |ZEAERE " 128 144
LH 1, 7 B S A | IS (111~148) (131~159)

e o 148 148
I a00me, VB oy mnmomm | 2 (125~176) (131~167)
B 400 mg, 1[H] DH ) v b RS 26 (Mﬁﬁ@) (Mﬁﬁm)

L A 11

w M 2s0mg VB oo pngamm | (122~13) ©
ZERE 250 mg, 1 |8 v L RMHEE 28 & mfén
1% 250 mg, 1A DE ) v L RIBEE S 28 (wiaw) ugfn)

E 1) B%REHORFITRE (K373 keal, 20%A3 51 H 3K)
1 2) (K 60 kg LLFOSER] 4 BilETe (4 7 2213250 mg #5-)

EHT,BT L, AL e
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8. BlfEMA

1. BI{ER

WORWERNEND Z ENHDHDT, BIEEZ+HDITITV, BEPRD ONHGAICITf G2 ik
T 57 CEY LB EITY Z &

(1)

EXGEIER & MEER

1.1 EXGEIERA
111 BFREXFEEOEHERET (12%)

11.1.2 FEX (0.2%)

113 BT F—2ARUVEWLEICLK2EEDREKXR (BB GHERH)

BHRE N, B AL, SRR, AR IRMEEREIEE, 7 7 o= —ERRE, SRR
%% Wé@%fx IBERFEOEEOBEERENIND Z E0¥HDHDT, ERRAMIC IR

ROOLNTHGEITE, BKEE2TILT 2%, WURAELZITO 2 &, FrICEHRBEEOBEN
%é%%%aaﬁm%é%ﬁ#&ﬁéMTwéﬁﬁfﬁﬁﬁﬁé:&O[IL&192L10L
16.6.1 ZHi]

77 =8, V=8, PtV 27Ut ) FEOREMD AR LNZEEICE, &S
ZIE 5%, WUIRLEEITS Z L,

HEET ¥ =3 2 IR 23 5 bm%%ﬁfﬁﬁiﬁﬁﬁﬁ (T /) FF7URAT7xT
—EB ORI ERE) BROONTEHAICE, AAIOEEE—RPIET 52 8, FRCHFRED
ﬁ@ﬁ%%ﬁﬁé%ﬁukwfigﬁfé_&o&%(37vﬁvkﬁkﬁﬁﬁﬁm%£)@
MBS I o OFHEIEIC LY, BEERALET > F—Y AR OMEMILEIC L HEEONF
fEX (RIE) 28, ZEIcZ<@sEshTnd

(fiFan)

AFN O ASFERE CEONT-T — % 21z, BWERAOBEEG 21T-7-, BERRBWER ORBSEE
(BT A RERME, Tt LB THD,

11.1.1 BASXIIEEOBHEERE (1.2%)

ZAEVERNT R SYER] 987 filHh, BESHEOEERRBIWEMD 12 6] (SHEBRE22 6], RIME7 7
o= —SEERE 1, EEEREREE S B, BFREE 3 B, EAR 1 E, RS EVEMER K 1 E],
414 BEE2H) BH LT,

11.1.2 SR (0.2%)

ZARVERRNT R SUER] 987 ik, WEESEE D EERREWEA D 2 1 (BERER 2 1) B L 7=,

11.1.3 A7 v = A K OHRIGTEAE (Z X D2 EE OFIEKR (REIGHF) (BEEERER)

LN R SER] 987 i, R TRFLERMmAE] 25 1 FIFEL LT,

AHNOEERHY THHT /RN U vBDOE b b2 KU T DNA R AT —F v (%
?éwm(i%:yPU7%ﬁ)m,ﬂww(?ifyy@E@RW%);@mﬁ UK
v, =TTy, AT EEC LD 100 LKL, BRRBREICBWTHEERILRT v
K= ZOHAE T, FIERKIZHE SN TW2R0N, FEKIC %mf§<@$iﬂ%b,$
NN THIBELO AREMEN & 5,

VIII.

7t (A LorEs) 1T 5EA -29-




2) ZDHDEIER

11.2 ZDHDEIEA

2%LL 1 2% AT SR ARBED
R R OV 2 s BROE 3.2%) , EER | &L 27— VIE, & | 1KY URRlfE, KUY
D (2.1%) , WIEMI O | NRfLE LE, BERIAE, SRR
i/ EH (2.1%) Jlik7H
Rt 5O, MEIREE, U R
—IBOR, MRRRE, AR
PR TR T SR (5.6%) , BEIEKR | RIRE, RIEME= = —rm o | R SR
(37%) , HEMED W | F—, R, B
(3.4%) IR, =2 —n/XF—, H
ERE, R
IR B, R R OMHE R s KB, Wk, WHEHK | PROR A
I b (105%) TR | ANEE, H R, R,
(9.1%) , MEIm (52%) , | 77 2%, H5K, B<
a: (4.4%) , 8505 (3.0%), | O, JEEEZ
HIERE (2.3%)
JHFREE SRR JiT 48 NEWAAT, ATHSRERR A
B2 B OV T LA b #% (3.3%) O EIE, ZTE, EIE,

2, Sk, RS, B
PR, R BT AR
¥

3 R R OV LB 7

HhEE (2.1%)

P, BAE, A,
PR ERSR, A

HIRGE, A4/ 5F—

—f% - REREE R O 550
WAGYIN;E

S E (63%)
(2.4%)

& TR

BN, Mo, FEH, e,
AR PE

BRI IR AR CK AN (12.3%) , 1 ~ | e UL e 80, e | U S—88ahn, R, &
Uy Z U & U K8 YR, ALPEN, /s | AR, b7 LT F=
(7.8%) , AT 77— | B> HM, y-GTP H40
W (7.5%) , AST ¥
(5.1%) , ALT 54711 (4.3%) ,
AR EREGED (2.4%) , R
B (2.1%) , LA R gk
#n (2.0%)
Z DAt PR, BUHESE, %R T UAX—ROE, @ILE
ED WiREOFEA, BREEEFCTRE SEIER

H2) BEREIZOWTIEZ L— F3 k04 (NIAID 433H) ORI R

VI 22V (A ForEs) 1+ 5HEE -30-



HERMNEMERARREERVBEREEERE—K
EREAREREICE T HEIER - BRBEQRERINE (BEERTH)

TRBIRE pRel] - 4(0.4)
IR bADYIN &t AARSE - 3(0.3)
I L DRSTIIN - 1(0.1)

ELiENEEN 0 31 *ORNREE - 1(0.1)

FRAAE Bl 0 987 PR R B - 19(1.9)

IR A 55 0 S BUE B8k 0 335 N _ 1(0.1)

FIWEH S5 DR B 0 616 FEMED - 6(0.6)

AIE 0 FEBUE R - 33.9% * BT - 1(0.1)

RIVE 4 o FE KR * BHERM M - 1(0.1)
RIIE S O RS FEHUER (H50) * TSR - 5(0.5)
£ (%) K= 2 — X F— - 3(0.3)

YLIE B & OV AR U - 13(1.3) AR = = — /8T — - 1(0.1)

* RREMERE - 100.1) R - 2(0.2)

* BRI - 4(0.4) RS - 1(0.1)

*NEEE - 1(0.1) * R - 1(0.1)

* o RmETEY a3 > o - 1(0.1) * RRNBEE BRI IIE - 1(0.1)

* R - 1(0.1) Lol - 5(0.5)

* YA N ATr DA AR ) 100.1) * AR ZE - 1(0.1)
fesE ' * A - 1(0.1)

* TAANITYTLTE ) 0.1 * R - 1(0.1)
ATy 7 ARG * IR R - 1(0.1)
YA AT YA M - 1(0.1) e _

* adk BRI : 10.1) ?%ﬁ;i DA
AR~ L~ R - 1(0.1) ILE ___ - 13(1.3)
Ca—ELRTFR e 4O Wpk s, MgEBas X ORI S - 1(0.1)
S i - 1(0.1) * Lol - 1(0.1)

ELVE, VRS X OSER R O Ml - 54(5.5)

B (B L ORY) — 7 %G - 3(0.3) * AR - 5(0.5)

Ie) P - 7(0.7)

* R UHNE - 1(0.1) T - 22(2.2)

Y LR - 1(0.1) * T - 1(0.1)

* AL - 10.1) Sl - 40.4)

ML L OV » SR - 8(0.8) * E%f’% - 1(0.1)

* - 2(0.2) . Z’,”‘\ﬁ?ﬁ: - - 202)

T : 10.1) S I

BN 2r¢§m i 202) * A RS HH . - 1(0.1)
1/ NS E - 1(0.1) e ] 202)

* i PSR IR] - 2(0.2) ‘5‘ M ) " 0. 0

S R - 2(0.2) - ) 1(0.1)
G52 AL SE SO G - 2(0.2) (RIS R 1(0.1)

P53 U - 3(0.3) JHF L S - 77(1.8)

* o FR RS - 1(0.1) * AR FEs - 1(0.1)

Rt L Ok E - 108(10.9) * A - 1(0.1)

* K - 1(0.1) iR T - 31(3.1)

* BRI - 13(1.3) NEIIT - 1(0.1)

* MR RERE - 2(0.2) * - BREIT 2 - 1(0.1)
oL A7 e — L iE - 8(0.8) = UL E v E - 26(2.6)
=ik - 1(0.1) * - 1(0.1)
i FL R MLAE - 4(0.4) * TS - 17(1.7)
BNV ZURY RiE - 35(3.5) FEIE$ KO MLk E - 43(4.4)

* R PRI MSE - 6(0.6) SIE R 2(0.2)
1KY eI fE - 1(0.1) JiHES T R 2(0.2)
BT IWVAVEART 7 H—F i 5 - 6(0.6)
e 606) W : 10.1)
FAREGR - 1(0.1) * NRIARL AR - 6(0.6)
== IR - 39(4.0) Z 9 PEIE R 2(0.2)
B 77— ME - 2(0.2) Je5 - 13(1.3)

o i - 11(1.1) EH VRS - 1(0.1)
S 7k - 2(0.2) * SRR - 1(0.1)

VI 22V (A ForEs) 1+ 5HEE 31-



BRIV RS A T £ — - 5(0.5) * p2susu7 ) N - 1(0.1)
* B PERERRE - 2(0.2) * R g2 IymsurY v L0010
EHME O FEE - 1(0.1) i (1.0)
HEWI AR RAE - 3(0.3) i SR ) I ez ) I - 18(1.8)
BB R KOS ALk - 7(0.7) M= 27 w— /L - 4(0.4)
B & _ 2(0.2) J_J|]1EF'7 LT FURARFT 5(0.5)
AR - 10.1) — BN
* REEA _ 1(0.1) g7 V7 =800 - 9(0.9)
7 P _ 1(0.1) * ﬁqu‘—fL@&HH/k%%%tE‘bﬂ - 1(0.1)
* . 100.1) b7 Uy RN - 16(1.6)
* HERIRRZEH - 10.1) * AL FRIEHEN - 3(03)
B K ORISR - 39(4.0) : ﬁ;ﬁgﬁ% - igﬁ
* RS ) 2(0.2) - TV A “H/I/ N7 AT = .
* R - 1(0.1) é_ﬁﬁﬁ ; 18(1.8)
ﬁ& ) 10D JRE T R o RS - 3(0.3)
o~ - 202) *FR i B ; 1(0.1)
BB - 3(0.3) T
P ) 509) * m%imté@9 - 1(0.1)
AMERA - 2(0.2) *}§%ﬁ§§%$] ] ;82
BB AAe - 1(0.1) . ’
X [ e [ * BAEREOEM - 1(0.1)
IR P - 8(0.8) i rpER SR - 2(0.2)
PRAMAE TV MR 2% - 1(0.1) s ’
; a \ [N ) - 1(0.1)
BRMET 7 oo = — R - 1(0.1) MR 10.1)
Rk AR E - 16(1.6) o 7 '
= — *HAER BN - 1(0.1)
AFHFR R L OLE R E - 2(0.2) REE - 4(0.4)
* bR - 1(0.1) * R ERER - 3(0.3)
* O PEERRE N4 - 1(0.1) RE A - 2(0.2)
—f% - RHEE L OGN i 14(1.4) * i EkEs - 4(0.4)
DIREE ) PR AR B R - 1(0.1)
Fays - 1(0.1) MPFTAHYRAT 74— 10(1.0)
* T - 2(0.2) VHan ’
B - 4(0.4) * SR 5 - 1(0.1)
* LA - 1(0.1) B RE R A S - 2(0.2)
FEEN - 6(0.6) * PRI SRR - 3(0.3)
W AT - 101(10.2) PRI B H - 1(0.1)
TI=LTR ) RNTUAT * TR - 200.2)
o 5 —PH - 8(0-8) * BB IRAIE R ISR L s - 1(0.1)
77— - 1(0.1) 155, PR L OWEADHE - 1(0.1)
TANRTEXUBRT ) bT ) 600.6) * e BT - 1(0.1)
VAT =7 —BHN :

* EHEAAERC M EOEE] F0 o PHITERVEER £7213 MEH EOEE] o TZOfMoORER ] (RN H 503 E
B REIER
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SHEITCOHIL b A L AT K DIGHIRREE M OARRREE 2R L L 3 DO “HEMRIL
BB O R K 144 £ CTOFMTIIT 5, AAEGHORIER i RT,

BIVERREE
SEIER(%) | %)
FEBI%L 912 i F A
BIVE I BUEHIEK 404 (44.3) 9 ¥ 8(0.9)
H I5hE IR fi 55 6(0.7)
L 96 (10.5) U B Rk 4(0.4)
T 83 (9.1) LSBT 4(0.4)
2 47 (5.2) NS 3 (0.3)
Mg 40 (4.4) B2 L OV TR
37 27 (3.0) FIB 30 (3.3)
LR R 21(2.3) Z 9 14 (1.5)
M PN Sz 7(0.8) ZITIE 8(0.9)
bR E 7(0.8) Jii A 8(0.9)
(s 5 (0.5) T2 5(0.5)
7 7 AEHNK 5(0.5) I 5(0.5)
RS 4(0.4) i LA 4(0.4)
BLO 3(0.3) i~ LS X 4(0.4)
4B R L O R TR RE B & BAERT AW 3(0.3)
)i 57 (6.3) B kO E
E30 22(2.4) BRI 29 (3.2)
E=YR! 7(0.8) IR D 19 (2.1)
ik 4(0.4) BREDVRS A ba 74— 19 (2.1)
TEEN 4(0.4) L AT u— ) L IME 3(0.3)
K 3(0.3) /5 I S 3(0.3)
AR IE 3(0.3) B R ES L OV ARk =
iR R A Gl 19 (2.1)
SHIA 51 (5.6) i 15 (1.6)
SEIIE 34 (3.7) RA SR 10 (0.7)
RIS F U 31(3.4) GG 5(0.5)
HRE 17 (1.9) i 5(0.5)
K= 2 — a8 F— 15 (1.6) RINE & 3(0.3)
TR L 8(0.9) M, MOsRIs L OVEhm R
EYeY 4 8(0.9) KSR 3(0.3)
fBIR 5(0.5) AR 3(0.3)
—a—n P 5(0.5) MREE 2% 3(0.3)
A HE 4(0.4) Z DA
PR 3(0.3) SRR 5(0.5)
BT S 4(0.4)

JL—F3LULDBRREREBEEERRHEEY

A e v FEELR % FEHLF

RERH WEHE (%) RERH WEE (%)
CK(CPK)H 112/908 12.3 PR 19/905 2.1
me ~Y 27Uy R 71/908 7.8 1A =" R o BN 18/908 2.0
m7 35— 68/908 7.5 [ ASZ i 5/908 0.6
AST(GOT)#4 46/908 5.1 DIV %% 4/908 0.4
ALT(GPT)#4 39/908 43 Al-P #4701 3/908 0.3
LA RS 22/907 2.4 TN D> 3/907 0.3

) ZL— R 3 K04 (NIAID 4338) O BRRMA i 5
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Hitkd, AHE EEERVFHOABESESIORERRREE
BRI L

EMT LILFX—I2xT 2EER VAL

2.¥E<k®%%(@hﬁbnu &)

AHN DBy BBUEDBERE D& 5 B

9. BERBRERKRICRIZTZE
BRIE I TR

10. BERE
13. BEKRE

13.1 W&
AFNIMAENTIC LY —FBERES D, [16.6.1 2]
(fifin)
AREN O EH G DR a2, WERE LS EIEINA ZLY A v DE=S

U v 7R BEOBRIREOBELEOMYLE L &I, &mﬁﬁﬁﬁﬁ%ﬁﬁy&o
B, TR EMIMIGENTIC L DR 54%ERE SN D D
'V—5—5)EB% - HiERRER OEZM

1. BHEEDIE
BREIN TN

12. ZTDH/DFE

(1) BRERERIZE D < 1F#R
BRE I TN

(2) JEERIREABRICE D < 1EIR

16.2 FFERPREABRICE D < 15
~ U AL OB AR 2 FH) (I2BWT, BKRHEICE T 58 hOEFRERED 16 %
CHEZ AT MU B IE DS mAE IS LI L OWEDRH D,

VI, 224t (FHEoEES) B+ 5HEE -34-



IX. SERRIREERICEE9 SIEH
1. FEHER
()iﬁ%ﬁﬁ%(rw EMEEICEI HEE] DIESHR)
(2) REMEEIEHER 20
1) PREFHRRICRIZITEE (Sy k)
50 & OF 500 mg/kg #% #£5-C, —BIER K OYTE, BIREBNEMEICH OB E RIT S 72 ko
776
2) BEAHZRICRIFIEE (in vitro)
ELE Y MEHEIBEEGOT7TEFLa ) o, e 220, HERY A2 X AU LT 10
KON 30 pmol/L Tl A KIF S 72> 72748, 100 pmol/L THIH] (Fek 14%) Db bii=, 7/
AR E/LIE 100 pmol/L & THEE KT S /2o Tz,

3) DMEBERIZRIFTTEE (41 X)
30 mg/kg #& A BEE-C, MfE, DA%k, DERNCEEZ RIS /eholz, £z, —BRIERIC S EEE
KIFEE /2o,
4) HIERRICRIZTEE (Tv k)
50 XU 500 mg/kg #2 A% 5T, /MENORABEHREL O B (NEWET) (23 LT, 50 mgkg
TIXEL KX I o723, 500 mgkg TIXHEEESHEML, HHEEROKTRFEO b,
5 B/ RRIZRIFTEE (T H)
50 & OF 500 mg/kg % M #5-T, 50 mg/kg T BT B> 7273, 500 mg/kg TIEREL
JRPEME (Na', K'Y, ClI, Ca*, HCOy) RO RRBO NN I VT F=0 20T TR
I B L RIF S o T,
(3) ZDhDEFIEFAER
R L7R0

HMHER 2
(1) BRESEMHER
(RMsEM)
3/b(%%%5m/ﬁ)@%u&ﬁﬁ%(mosm 1,500 mg/kg) (ZBWT, Hitd & TR
BOLNRNoT, Ty MBI 2 OEIE &I, >H%m@gf%oﬁo
42(%1ﬁ ME2 11, RE) Of% DGR (30, 90, 270 mg/kg) ([ZBWTILHNL -T2,
90, 270 mg/kg HET, BIEIC, R DPRME L&ﬁ@@ﬁﬁm&oﬁﬁ%rWM# LT, A
C%Héﬁ%@ﬁ%%ﬁ,%ﬂh@@f%oto
(2) REHZRS SRR
ERMRVEHESMN)
1) S v bZHBITEREKRSHE
7w hO 13 KOV 42 BRIRE 0 #e58 (30, 100, 300, 1,000 mg/kg/H) ([ZHBWT, I L AT E—
Jv, ARG, ALT, AST O E&- (300, 1,000 mgkg/ HEE) KOV LT F =0 DT/ 5
(1,000 mg/kg/ HEE) 23588 B L7z, B FHIZE IE, 1,000 mg/kg/ B B CYHILE RARIZRIEME,
HEFFEME > 2 WIS ZEREE D28, 300 mg/kg/ H BT+ FEIBRIE OB AL, =100 mg/kg/H O & T
+ TARIGREEE B R OIEIE AR STz, BT, =30mgke/ H OHAERT, RME EROBEEK
WEFLEDBO b, b OZERIE, RIEIZE D BEHEMENRO b,

IX. FERGRABRICEET 5 THA -35-



£7, 300 mgkg/H (HE) %O 1,000 mgkg/ B (HERE) 1I2BWT, BEEESE (BMC) KOVEHE

%g%r(mm)@ﬁéﬁmbgﬂto;ﬂ%@wm ,Bﬁakmﬁbf4zﬂa®ﬁﬁfw

IR BT, 13 BEEORIEHIMZITIZEEMERFE O b, ARBRIZH T 5 Bt aElX

30 mg/kg/H TH -7z,

2) 1 XIZBITEREHREHR

A XD 13 O 42 FFERE D0 ERBR (3, 10, 30 mgkg/H) (ZBWT, 30 mgkg/ HEET, BER
VXY R ONREHMARD Hiviz, F2, BEORIRMEILES DO ITEN AR OMENE
BERD 10, 30 mgkg/ HEFIZBWTERD biLTe, £/, 14 KOV42 B DK T, 3, 10, 30 mg/kg/
AEES, BEE D% f@ﬂﬁﬁﬁ@#EkMﬂmw%mﬁ@_@ﬁmiSSHEWﬁU3Hm

O R CTIERAERICITERO T, EHEMEOH 2R & 2 b7,

B HERE T A — &@@d@ﬁ% mmy@HH@M%T WA O & & 12 BMC & U BMD

DL OTDRW RO BTz, ARBRICI T 5 MEMEEIL, 3mgkg/H B2 b,

3) HILICHEITHREHREHER

ﬁ%%@?/TE»%%mM@H)%#W®%$ W TFHE LTz E %, 4 5 AU ETHIRILIEN
BOOLNT, ZOLEXDOT JRENLDIRERIT, b FORER (AUCHE) O 25EFTH- 77,
T/Ttwmﬂm@%ﬁum,%mﬂa UV DRAF AL AZEBT HEADVERREN TG L
TWp EHEESNTZT20, ZDt%, YL 56 ARBER A &RGHERIZHB VT (30, 250, 600 mg/kg/
H) , IV DLV DR AFTAE VAR OEREA~DOEE L N~ — I —IZ XD R L
Too TORER, 2T, MGV VRECEKTRREO LN, 20L&, JRPV PHINIEE(LTH
otom@)/EE#ﬁFLt%w_ﬁ@&A_J/&ﬁ%ﬁﬁﬁék,m%UVVNw@ﬁ%
MITIEF L LTz, 202 &b, U ORAFHEIRIBIZIE, ARIEREGICEE L2 EEN LD ) Ik

WOREENRE G LTS B2 bz, KRB CIE, Zofth, 600 mg/kg/ HEET 6 i 2 A3,
521 BRICEAREEZ 2 L, £72, 250 mg/kg/ B LI EOFGRETITB OMBIR LR bz,

(3) EI=EMHAER
~ R REAEER IV T, ATEZREROFERICEA L THMETH 572, LarL, MEER
(Ames k) MO~ U 2 FHi/MERBR CIIBREETH - 7=,

(4) BNATRMER
7 v MBI 2R TIE (30, 100, 300 mg/kg/H #5512 4F) , BAFRMETRD biedoTz,
~ U AZET HEERTIE (100, 300 & TN 600 mg/kg/ B $e 58 2 4) , 600 mg/kg/ A B CTHLE
ﬁ%(+*%%%ﬁﬁ&@%k&@ﬂ%%%%ﬁ&#é)k%LLT+*%%@@Fﬁi<&$
(HE 1/60 B, HfE 2/60 1) THRDH LN, TOMFEOREIZITT /AEL OV Fax T <V
%ﬁmM£memAM%xf5% i&éﬂtf»A7»7tkﬁaﬁmﬁﬁ%f@m%EOb
AR IR LGB E RS EHEE SN D) IR D ZEN—HER>TWNDH EEZ BN,
ih,Hﬁ@%@m6mmw@5ﬁwwfmﬁf;mb%nt(wm%mwa1%Mﬂ3mm@@
H : 0/60 %1, 600 mg/kg/H : 9/60 ) , ~ 7 A 600 mg/kg/HHEDIEEEEIX, & Rk 16 {5 (AUC
BE) Thoto,

(5) HEIEHESMHHER

1) EIRATR IEIRFIEAIR G ER (T v )
7 v FOZIRFEN O ESERERBR (100, 300, 600 mg/kg/H) (2B W TCZIRHE, —/AHERE
WIEIRD F R OVETRICH L CEBITRD DT, 70, BT, WIRMANRZELL, %fﬁ
D WIIERITFEO Lol

2) REEBHKRSSAR (Sv b 2YEH)
R v FOIEIR 7 BvS 17 B E TO#H S (50, 150, 450 mg/kg/H) 1IZHBWT, R - JRIEDAESF
ROFEEICHEIIRO ONT, BHFBIEHLED bR 5T,
HIRT X OENR 6 HD 18 HE TO# 5 (30, 100, 300 mgkg/H) (ZBWT, I BIRDOAELFE
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EORBICHEBIIRDONT, BHBIEH RO LR 5T,

3) AEHMRUIRIARESHR (Tv )
BEERZ v b (FO HAX) O8ENR 7 B 26 04 % THRELE 20 H £ ToO# 5. (50, 150, 450, 600 mg/kg/
H) IZBWT, 150 mgkg/HLL T, REEMW) CHIMEN OYRE OBINIMA], 450 mg/kg/H LA THERE
OHEMMAF BT, HAERTIE, 150 mgkg/ B LA ECJE FEHISE 1 O BN K& OV 0O B4 A4,
450 mg/kg/ H LA b CHERREAD IR 72 B AE 35860 B L7z,

(6) BFTRIBEEER
UHXOMRKE NG 2 RBMIERAZRat Lz & 25, U X OIRMARIC T Uil 2780,
FIREIIRLTYH, T<BEDORIEMELZRD T,

(7) ZDhO4EH%SEMH
BEREE (REME)
ELEY NOREBIEELRFI LIz L 25, BElEEME CIERn2 LRI,
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X BEEMEIERICEYT HIER

. BREHIR S

B Hl BV T — FEE300mg ISR, ALTEEEEER LT
) FE-EMEONMLFZICLVERT L &
ERESy « 7 /FReN Uy uRi o uipiE BEK

AR
A2 - 48 A

BERETOITE
HERRAF

kW EDEE

20. Bk LEDEE
BT, WA AR CTIRFT 52 &,

BERITEM
BEMERLTA R AV
<FVvoLEY AV

. F—RS - R

[Fl—mk 3 . 7 /8> NE 300 mg
[ % ORIV, FITVY, TADENERE, =AM HEY, TOREL TT
7 xF I N7~ LR

. EffREFA R

2001 410 H 31 H CKH)

HERFTRDFABRVARRES, REEEREFAR, REMBEAR

ongs ROER AR A A KBE HEA AL A HRFE B AAEE ] H
£ 93%70;;@‘% 2004 423 H 25 H 21600AMY 00073000 2004 454 H 2 A 200444 A 12 A

PREX (FZHREM, RERVAEXEENFNFABRUVEZORE
RN

10. BEERE BHERRLAREABRVEZORE

FEAMEEEEN B 12015469 A 17 B (B4 EE 363K 0917 5§52 5)

FEARE R
ESE N, AR O VB, A I R OVEE A M D (R 25 |2 B3 2 W (3N 35 4EVEARES 145 )
HIARE2HE 3 BEADOBNAETONTIITHFEYE LA,

X.
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11. BEEHAM
10 4F : 2004 43 H 25 H~2014 43 H 24 B (FD 505 A ESK )

12. REHMGIRICET S1F®
AANL, & (HDWIEHRE) HFEIZET DHIBRITED TR,

13. £fEa—FK
. JEAE AR A e | EREES e — _ o | LB B
R5E44 I S o — R (Y] 2— ) HOT (13 #71) &= N TS
v U 7 — F®%E 300 mg 6250024F1021 6250024F1021 1157338020101 620001903

14. {RIRFGHRT EDEE
HIV J&YH OFRE A RRE DN M S N7 BE IR ERE O N EAHFENET S h b,
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Xll. &&&%
1. EHNETORFTIRR
2021 4F 11 ABUE, KIE, EU IBEZEHS 02 » [EH THAREZIE L T\ 5,

¥, AR T 25 XIIZNR, HIEROCHEIZLUTO LB TH Y, SMNEIZRIT 5 4&GIRI &
TR0, ERNOKRBAROFHM CTARAZEN T2 Z L,

4. BhEeX TR
HIV-1 B E
6. AERUVHE
WE, RACIET 2 REL OV raxi 7w A@mEl LT1E300mg (5 /KB Y7o
FIoLLT245me) %1 H1 ERAKET S, 2k, BHSICEEL XL ost HIV 3 & §f
Aoz,

KE K O EU IR ENC 81T D A&GRIRIL (2022 & 2 H B )

E4
AREAH
K VIREAD | B4 : 54 1% 0 B BF RO AMME
VIREAD % & TePt B BURF A6 % P Ik L7z HBV EYLBH 128\ ¢, HBV O EJESM

AR5t 4 BISEE, A% - AE

2001 4 HAME N84 KTV %, VIREAD % &4t B BT 16 % ik L 7= HBV IR E5 T
10 A IE, DL &by AR HREE R ORI OB H O 7 4 0 —7 v 7 Z24T0,

R A EERCBIET 52 L, MBIZLUT, HLBRFRIGEOBHNILE L 72D
BEND D, [BEROEN EOEE (5.1) 24,
« HIV-1 &Y
VIREAD 13, AR 2 sl EOfRE 10 kg L EO/NRIZI T 5 HIV-1 FRYE TR
Wkt L, By awA A 2H L O CHEER B D,
- B AUBPERF &
VIREAD 13, B AR 2 5% Ll EORE 10 kg L/ NRICH T 5 B BB AT & DA
PRI LIS 8 5

Fk - &
« HIV BEYE 3 B BUBMAT R OIGHRIZx T2 VIREAD #&5-BiART DA

VIREAD # 5-BRAGRIT L& 5-BAARE IS, B3 IC HBV EY K O HIV-1 QO %
1195 Z &, HIV-1 [EYYE DB TIL, VIREAD IZHIMCHER L2 & [ZE K Ot
HLDOWE (5.3) 2/,

VIREAD #5-Blhani i O 5-Hic, BRAICEE) 248 52 7 ¥ = — LTl 7 LT
F=2, JVTF=2 7T T A (Cle) HEEE, RIEMROIREAZTXTOR
FHCHMT 22 &, BEREBEZAET2EEOHEEITMIGY v biMlid 52 L[ 2

XIl. ZEER -41-



R OMEH o/t E (5.2) 2],

A O 2 UL EORTE 17 kg DL EO/NRIZE T D EEAI TOHERHE

A K OMEEE 35kg LA EO/NRIZEIT % VIREAD OHELE 81 300mg 88 1 $E4 &
FICEFRAR< 1B 1 EREOHEETH 5D, VIREAD O &L HIV & HBV O#ELE &
HIZEICTH D,

AR O 2 5% LA EORE 17 kg LA EO/NRIZES T S VIREAD OHEREF i, (RE ke
BT )REN VY Tuki T g (TDF) & LT 8mg (A K 300 mg)
Z1HI1ETHD, EFEZOEEMRAIATZ ENTE 2 2L EORE 17 kg »
5 35kg O/NRERFICHT A HRIIE 1 0@ TH D, REIXTHMICRIEL, *
FUZIS UC VIREAD O HEZ T2 2 L,

# 1 VIREAD 520 2 LA EOIRE 17 kg UL EO/NRICKHT 2 HEEH &

EHE (kg) VIREAD §ED &
17 LA b 22 i 150mg#E 18 1 H 1[A]
22 Uk 28 #iifi 200mg BE1HE 1 H 1[A
28 LI 35 i 250mg BE 1 & 1 H 1A

3580k 300mg $E 185 1 H 1[A]

c AR OV 2 3Ll LT 10 kg BAE0/NEIZIS T D8 0B o1 &

BEAIZMTZ N TERVRAKLD 2 L EOKRE 17kg UL EO/RRIZEBIT 5
VIREAD #% R HGR OHESE i 1%, 1K kg 72V TDF & LC 8 mg (fK 300 mg)
ZREAEAE LTIHIERGETHL (R220) . KEZEHNICE=21 7
L, ZhIZE T T VIREAD O B AZHRET & Th 5,

VIREAD #% [ RAL, WA OFH R TOHRED Z &, —HT1g DK (40 mg D
TDF 8 &EN D) 335D, VIREAD £ OHANL, Wb EORNWELNOEY
Bz, 7y Iy —R, NRE—T— R, 3—F)L }) 2~4 T2 AR ANT
REDZ L, ERABT 572018, BEZLOTRTEEGICERT 52 L, il
L7t CTHIRIBO BIZFIET 5 Z & 538 %5 DT, VIREAD # N BANTRIEIZ AL T
B LaaWZ &, IR OFHERZ AV VIREAD # N #FIE 5 HIEZONTO S
572 5 BERTIE, FDA ABOBEMTHAE (BFMIHHR) LRI AT
Do

XIl. &E&E
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# 2 VIREAD B AR D 2 5Ll EOKE 10 kg LALLM 2 HEE &

KE (kg) VIREAD #% H i 0 i & 1 AR (40 mg #)
10 LL F 12 il 1 A 1[E2HR 80 mg
12 Bk 14 F5% 1 H 1[E25%F 100 mg
14 LUk 17 R0 1 H 1[E 3 120 mg
17 LLF 19 il 1 A 1[E35% 140 mg
19 LI E 22 K 1 H 1[4 160 mg
22 UL F 24 K 1 H 1[5 4.5 180 mg
24 LUk 27 il 1 H 1[E 5% 200 mg
27 LAk 29 il 1 H 1[H 55 220 mg
29 UL F 32 K 1 H 1[H 64 240 mg
32 LAk 34 R 1 H 1[H 6.5# 260 mg
34 LIk 35 i 1 H 1[E 7 280 mg

35 0L 1 1 A 1875 300 mg

- BHREIRE O & 2 BF TR 2 H

TEERE M D B OBMREREE (7 LT F =227 U T 7 A 50 mL/min &) &#HT
% HBHEIZ VIREAD % #:5- L7256, SIREESH BN Lz, Bileemm s aE
BT 5MRORAEIIRI D LBV ThHL, MEBHERERSE (V1L T75=
¥ 7 )T T A 50~80 mL/min) (Z%f9"% VIREAD $E 300 mg O EFHEIIAE T
WD [BERMEN LOEE (5.3) , #EDENIZEIT S/ (8.6) K VK FER
A (12.3) 2/,

£3 RABELCBIZZ VT F=0 2 0T T ARG R

JVT7F=r7 Y7 Z A (mL/min) ® e
i R
50 LA B 30~49 10~29 LR

I 5 - “ 135 E
300 mg DHELE QAR = L | 48 HER = & T2EEMMNS |7 R L, A F

b alallii 96 IFfH1 T & | K9 12 IF[E DT 4 ©

a. HARMRE (BRABESIRE) A2 L CEE L,
b. @, 4 FEROME 3 EEENT & E L, # 1B & LTW5, VIREAD I3%E
Wik T#RICEET 5,

MEEN 2 T TWRWnWI LT F=27 YT 72 A0 10 mL/min KD BEFICEB
FOHERM B AR T T — 213,
BOREIEE A AT A/ NEREICRBIT AHERAE A R T T —Z 13720,
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E4

BR5E4 BIE, F% - AE
ABERB
EU Jni = Viread | ZhBE - ZhE
HIV-1 el
2002 4 Viread 245 mg 7 4 /b3 —F ¢ v ZBEIE, B HIV-1 BYYEDOBFICHOF L b
2 H n A NAKE O TEGN® D,

FRAICEIT D HIV-1 BEYSEICRHT 2 /20, & 7 A /L A& (100,000 copies/ml LA 1)
DEEEETRERRN 2 WEFEEZG L LIZRBRE ORI Y A L 2 FH R
(10,000 copies/ml Aif5, FH-D B 1L 5,000 copies/ml Aii) ZFEBRLI-HiL by

NV AFEIZ KD HERR O & 2 BEFICB W TEE LBERRE (12 3 AOFR%RE) 12

Viread Z B0 L 7iBRAH R ICHESW TV D,

Viread 245 mg 7 4 )V A2 —F ¢ > 7 Bgi%, NRTIM: T EMEIC & 0 @B Tco

FEHIAN T & 720 12 L b 18 s O F AT & HIV-1 JEGDIGRE TS B 5,

Pl ba A LRI L BIEERBN H D HIV-1 [BYYEBRZ IR 5 Viread DR

1, & O DA ATRHERRER K O UTEBE OIRFEICE S RETH D,

B ZUFRIERIE
Viread 245 mg 7 (/L A3 —7 ¢ V7 HEIE, PLTICES T 2 AIZH1T 2 B AUE M

RO CHIED D D,

- REEMEPER T, IHEET A NV AHIROFT AR S Y, MiFT7T7=v7T3I/ hT R
7 =7 — (ALT) R 5 U, TEEIERAE & O SUIHHESE O AR
FiRR® 5 (5.1 31

« I I T VUME HBV OFT R (4.8 R ONS.1 &)

< JEMEMERTRER (44, 48 RS0 BH)

Viread 245mg 7 4 Va3 —F ¢ U788, DLTFICEEST 5 12 %8 | 18 kim0 F
EIZIB T D B RUBMEF R DIEHR TEILS H D,

AVEVEIFER R, ROREEMERB O R, $7hbb, IEEMEY A L A ERKE O
ALT fEDFHER2 LR, SUTHREE D S B ORIE K O ATHRMEIE DAL
FTRNR® 5, NLBFITBT DIBREBOREICE LTI, 42, 44, 48 KOS
EZROZ L,

M- FHE
HIV BYYEOE KL O/ U3 B RUBVERT /R ORISR 2 A9 5 A & 0 1655 % B
W5 L,

=

==X

HIV-1 % UFB &1L

12 FRLLE 18 B D M 35 kg LU DIEAK ONFLE -

HIV EYETE R L B BB EFRIGERIC k32 Viread OHESEH #I%, 245 mg (1 5)
EFRELLBICIAIEROKELETHD,

Viread 1%, REZHEAIAE S 72 WA IIHFHEICI T D HIV-1 FEYYEKR O B BB MAT

XIl. &E&E
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KOIRFIZ, 33mg/g DERIAILHEHTE 5,

IR (FH) ORIRIL, BxOBREO=— X EEICHH L, X=X T A VIO

KRR AT WO Bl % & e BAT ORI AT A R T4 L 2 BB L CTRETRET
o RS K DRI O T A NV AFEIHI OF 4T, Wi HBY O HBLRE K
B RIENDO RN LRI B L STRINBTO Y 27 L LBRFTR&EThH D

(4.4 2H) .

REVEFREBEZ AT 2/NEUEF TITIRERNZ, HBe HURBMED B BUEPEFRIZ LV

D7p kb 6 ALLE, HBe HURBEMEDBE TIE 12 » AL, Mig ALT (FHE L

EHRLTHA,

B FUHENEIF I8 O BN OV AR B I 3510 £ IR 1

RE R G HIIAR TH D, &E5PILE, DLTO X IITHEF L TH L,

- HBe HiFBGME CHFEEZ 24 L7aW G4, HBektra v "—Yar (DLl
~6 1 A OFEZ T 72 2 DOk L7z g ¥ 7771 T o HBe HUR M X U HBe
PR % ¥ 5 HBVDNA [2th) ARSI THo6 < &b 12 5 AU DM,
MIEHBsEra L R"—Ua VET, b LAUTADIEDR KON D ETIHETHZ &
(4458 , BREVANZAFZHRENELEGEICRRATEDL LI, &#E5F
IE#1TIMIE ALT % O HBV DNA &4 @Bl 5 2 &,

HBe #iFFEMCHBEAAZH LaWEE, 2ed s HBs Erar "—Va U F
TXITANEDRKDONTZF RN NS ETIRET D2 &, BHHRILTT A L 2FH
RN ZE L THLNZE (Db 34M) bMFfLTh lwv, 72720, 2
YT A NVAFRIEREPE LTSGR ATE D L)1, R IE#IT MG ALT
S OVHBV DNA &% BB T2 Z &, 2 F 2 B2 CRIIME G L2 5G61X
BR LB E kS 2 Z L NBE I > CTHUITH VKT 5 2 L 2R T 5

WEH 2RI AR S 0D,

FEMAE MR BT Z O N BE T, 1HEO R IR S0,

NEEE]

Viread 13, 2 AL 12 A O/NEBE TR 2 HIV-1 EYWE K O B BUB AT & D

TRPRITE LIERL, 6 mell b 12 R o/ NREE 12361 5 HIV-1 FRYYIE K OF B Afg
RGBT LKA ESEA S H D (5.1 /) , Viread 33 mg/g JHki, Viread 123 mg,
163 mg X204 mg 7 4V AT —T 4 VT EEICOWTIE, ®ABMESEOZ L,

2 A O HIV-1 BEYWEE X3 B BUEMENT R O/ NREBE KT 27 /R en Y 7nm
X VDR OFIEIEFEST L TR, 54T — & 13720,
BAER

WHORMAREZ S 12 FHUNICRAENIZZBIWESEE, TEHETREL
Viread Z &9 L LI L, €ORBEOREA T Va2 — V2 flHT 5 2 &, 12 FH
PUERRE L CROBRAEER 28 > TS 581E, RIS, BFok527rva—1
TIREAFHRTHZ L,

Viread iR A% 1 BREREILANICIRM: L7236, #rizic 1 882 R4 2% 2 &, Viread iR

XIl. &E&E
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& 1L, BRI L CasBIR: L7258, Bz 1 EEIRM 2 62813720,
PFHIET]

P

65 ik A A T B IR D HEER GBI T 57 — Z Ty W4 .
EpnelE

7R eI KV BRES D, BREREDH L BE TIET /BB OBRE
wEOHINT 5,

FRA

HE R VLS OB REREE (7 LT F =27 )7 T A S0mlmin Kii) 2HTH
MABEICRB T BT /AEL PV 7aFx i OReEmROEIEICET 57— 41X
RoNTERY, BEOEBMERE (/L7 F=227 )7 7 A 50~80ml/min) (X3
BRI 22 AT — ZITFHIl STV, L7722 - T, BHEREREE O & 5 iR
FIZBW T, 1BIRIC L D EB(EN 2RSS BIERN 72 U A7 % B D E B2 b bGE
WZDF, TIREN DY TaXFVEERTHE, JLTF= 7 YT T AR
50 ml/min A4 O AERE (IWRENTEE L2 EGT) ([2i1E, 7 /KREL Yy TFaFoL
D1 AR5 RE D751, Viread 33 mg/g Wk 4% 525658 & %, Viread 33 mg/g
TR OHEMES RO Z &,
BEEDFRERENEE (2 L7 F =22 U 7 Z 2% 50~80 ml/min)

B OBMREEEL AT HEREICT /AL Y Fuxi i 245mgx 1 H 1 EHRS
T2 Z L EIFFT DMKRROT — TR H TV 5,
HEBEEDERERENTE (2 LT F =22 Y 7 Z 22X 30~49 ml/min)

T/AREN YT ax VORI A RFATTERWVERICE, 245mg 7 4 b a— |
FEEMWTHRERBELERT 22 &N TED, 7/ ARENL Y FaFir245mg O
48 WifHl 2 & OB 51T, MIKENT & LB LT 5 KB RN 24 5 Lok« 2R E OB e
FEE A AT 5 HIV 2 &K OVHBV EESH IS8T 2 HEIR 5 ORKWERET — % OET
MIHEASNWTHRETE L0, BRRBR TR S THWRY, LER-T, Zibo
BB UL, RIS D HRR PG & B2 EB R BRI 20 ERH D (44 KON
525M1) .
FEDERREIEE (2 L7 F =220 7 72X 30 ml/min i) K OVl ik i@ 2
TREN VYT R LOEREAIRATET, REBRERORVERICH LT,
PUTFO L HIT Viread 245mg 7 (/b b3 — MEEFHWTERERBAZ LR T2 2 L0 T
x5

BEOEEE . 5 /RN PV TFaX )l 245mg & 72~96 B L 15 L TH
Fv GH2 [E#E)

MEHENTERE 7 /RN Y FaxiL 245mg  MIRENH& TH, 7HZLI10#H
HLTH L%

IO L OEREMBOFTENL, BRRBR CIIMFShTn Ry, Y Ialb—va ik
% &, Viread245mg 7 4 v b a— MEE AW R SREIREOER TR i, #E

XIl. &E&E
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DR R E S EE T AREMEDR & D, Z D72, RIS 2 ERKG
EBHREATEER BT A LERDH D (44 KTS2BH) |

EE, E RO, &4 4R 3 B o miRENT, Xk 12 B o REE ik
B EBEL TN D,

VT F=r 7 VT T AN 10 ml/min A 0O MIEEHT 2 % 1T TR W EBEITR LT
1%, BEHEOHELHIZRW,

ul

I
BREREED H H/NEEFICT /A e VY Fuax VORISR (44
)

Vg -l

JFERERERE LB W CHRHFHIIAETHD Q4 KV525H)

HIV ICEEKGL L TV D E S nIcib 67 B BUBMAT/EE T Viread D54 H
192561, HREMOFTRIZOWTHERESBIE T ILERS D (4430 .
&5 5k

Viread §81%, 1 B 1[0, B&F L & HITRAKET D,

T AN =T ¢ TR RIAAT T E N REERBE L, T/REL VYT ak
CIVORRRINER TE 5, 7272 L, BIFMIIZ, Viread245 mg 7 ¢ L A3 — FEENE, D
72<Eb 100ml DK, AL VVa— AL L—T Y 2 — A TRl A ST
MOIRMT 52 LR TED,

~
!

B

\\Eﬂ;

2. BB HERIR BB

(1) BB~ DREIZET 15
AEIZRT D 195 i), 19.6 BHbw] OHOFLHIILL T O LB TH Y, KEDIRMNIE,
RN DI LE, A=A TV TIZB T 20 ETRRD,

9.5 1w

9.6 RELIF

B0 AR L TV A ATREME D & 5 LI, {RIFE OGN fEMEE BRl 5 &l & 55
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(201944 H) Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
VIREAD during pregnancy. Healthcare providers are encouraged to register patients by calling

the Antiretroviral Pregnancy Registry (APR) at 1-800-258-4263.
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Risk Summary

Available data from the APR show no increase in the overall risk of major birth defects with first
trimester exposure for tenofovir disoproxil fumarate (TDF) (2.1%) compared with the
background rate for major birth defects 0f2.7% in a U.S. reference population of the Metropolitan
Atlanta Congenital Defects Program (MACDP) (see Data). The rate of miscarriage for individual
drugs is not reported in the APR. In the U.S. general population, the estimated background risk
of miscarriage in clinically recognized pregnancies is 15-20%.

Published studies in HBV-infected subjects do not report an increased risk of adverse pregnancy-
related outcomes with the use of VIREAD during the third trimester of pregnancy (see Data).

In animal reproduction studies, no adverse developmental effects were observed when TDF was
administered at doses/exposures > 14 (TDF) and 2.7 (tenofovir) times those of the recommended
daily dose of VIREAD (see Data).

Data

Human Data

Based on prospective reports from the APR exposures to TDF-containing regimens during
pregnancy resulting in live births (including 3,342 exposed in the first trimester and 1,475 exposed
in the second/third trimester), there was no increase in overall major birth defects with TDF
compared with the background birth defect rate of 2.7% in a U.S. reference population of the
MACDP. The prevalence of major birth defects in live births was 2.3% (95% CI: 1.8% to 2.8%)
with first trimester exposure to TDF-containing regimens, and 2.1% (95% CI: 1.4% to 3.0%) with
the second/third trimester exposure to TDF-containing regimens.

Prospective reports from the APR of overall major birth defects in pregnancies exposed to TDF
are compared with a U.S. background major birth defect rate. Methodological limitations of the
APR include the use of MACDP as the external comparator group. Limitations of using an
external comparator include differences in methodology and populations, as well as confounding
due to the underlying disease. In published data from three controlled clinical trials, a total of 327
pregnant women with chronic HBV infection were administered VIREAD from 28 to 32 weeks
gestation through 1 to 2 months postpartum and followed for up to 12 months after delivery. There
were no new safety findings in pregnant women compared with the known safety profile of
VIREAD in HBV-infected adults. An increased risk of adverse pregnancy-related outcomes was
not observed; 2 stillbirths were identified, and there was 1 major birth defect (talipes) and 1
occurrence of multiple congenital abnormalities (not further specified) in VIREAD-exposed
infants. Infants were followed for up to 12 months after delivery; there were no clinically relevant

drug-related safety findings in infants exposed to VIREAD during late gestation.
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Animal Data

TDF was administered orally to pregnant rats (at 0, 50, 150, or 450 mg/kg/day) and rabbits (at 0,
30, 100, or 300 mg/kg/day) through organogenesis (on gestation days 7 through 17, and 6 through
18, respectively). No significant toxicological effects were observed in embryo-fetal toxicity
studies performed with TDF in rats at doses up to 14 times the human dose based on body surface
area comparisons and in rabbits at doses up to 19 times the human dose based on body surface
area comparisons. In a pre/postnatal development study in rats, TDF was administered orally
through lactation at doses up to 600 mg/kg/day; no adverse effects were observed in the offspring
at tenofovir exposures of approximately 2.7 times higher than human exposures at the

recommended daily dose of VIREAD.

8.2 Lactation

Risk Summary

Based on published data, tenofovir has been shown to be present in human breast milk (see Data).
It is not known if tenofovir affects milk production or has effects on the breastfed child.
Treatment of HIV-1 infection:

The Centers for Disease Control and Prevention recommend that HIV-1 infected mothers not
breastfeed their infants to avoid risking postnatal transmission of HIV-1.

Because of the potential for: (1) HIV transmission (in HIV-negative infants); (2) developing viral
resistance (in HIV-positive infants); and (3) adverse reactions in a breastfed infant similar to those
seen in adults, instruct mothers not to breastfeed if they are taking VIREAD for the treatment of
HIV-1.

Treatment of HBYV infection:

The developmental and health benefits of breastfeeding should be considered along with the
mother's clinical need for VIREAD and any potential adverse effects on the breastfed infant from
VIREAD or from the underlying maternal condition.

Data

In a study of 50 HIV-uninfected, breastfeeding women on a tenofovir-containing regimen
initiated between 1 and 24 weeks postpartum (median 13 weeks), tenofovir was undetectable in
the plasma of most infants after 7 days of treatment in mothers. There were no serious adverse

events in mothers or infants.
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(2021 455 A)

4.6 Fertility, pregnancy and lactation

Pregnancy

A large amount of data on pregnant women (more than 1,000 pregnancy outcomes) indicate no
malformations or foetal/neonatal toxicity associated with tenofovir disoproxil. Animal studies do
not indicate reproductive toxicity (see section 5.3). The use of tenofovir disoproxil may be
considered during pregnancy, if necessary.

In the literature, exposure to tenofovir disoproxil in the third trimester of pregnancy has been
shown to reduce the risk of HBV transmission from mother to infant if tenofovir disoproxil is
given to mothers, in addition to hepatitis B immune globulin and hepatitis B vaccine in infants.
In three controlled clinical trials, a total of 327 pregnant women with chronic HBV infection were
administered tenofovir disoproxil (245 mg) once daily from 28 to 32 weeks gestation through 1
to 2 months postpartum; women and their infants were followed for up to 12 months after
delivery. No safety signal has emerged from these data.

Breastfeeding

Generally, if the newborn is adequately managed for hepatitis B prevention at birth, a mother with
hepatitis B may breast-feed her infant.

Tenofovir is excreted in human milk at very low levels and exposure of infants through breast
milk is considered negligible. Although long-term data is limited, no adverse reactions have been
reported in breast-fed infants, and HBV-infected mothers using tenofovir disoproxil may breast-
feed.

As a general rule, it is recommended that HIV infected mothers do not breastfeed their infants in
order to avoid transmission of HIV to the infant.

Fertility

There are limited clinical data with respect to the effect of tenofovir disoproxil on fertility. Animal

studies do not indicate harmful effects of tenofovir disoproxil on fertility.

gL

FLAPN A

F—=A N7 VT DM
(An Australian
categorisation of risk of
drug use in pregnancy)

(2021 4£ 4 1)

Category B3

Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or indirect
harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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(201944 H) Pediatric Patients 2 Years and Older with HIV-1 Infection

The safety and effectiveness of VIREAD in pediatric patients 2 years to less than 18 years of age is
supported by data from two randomized trials. Trial 352 was a randomized controlled trial in 92 HIV-
1 treatment experienced subjects 2 years to less than 12 years of age who were virologically
suppressed on a stavudine- or zidovudine-containing regimen and were randomized to either switch
to a VIREAD-containing regimen (N=44) or stay on their original regimen (N=48) for 48 weeks. At
Week 48, 89% of subjects in the VIREAD treatment group and 90% of subjects in the d4T or AZT
treatment group had HIV-1 RNA concentrations <400 copies/mL. Trial 321 was a placebo-controlled
trial in 87 HIV-1 treatment experienced subjects 12 years to less than 18 years of age who were
treated with VIREAD (N=45) or placebo (N=42) in combination with an optimized background
regimen for 48 weeks. Overall, the trial failed to show a difference in virologic response between the
VIREAD and placebo groups. Subgroup analyses suggest the lack of difference in virologic response
may be attributable to imbalances between treatment arms in baseline viral susceptibility to VIREAD
and OBR [see Adverse Reactions (6.1) and Clinical Studies (14.3)].

Although changes in HIV-1 RNA in these highly treatment-experienced subjects in Trial 321 were
less than anticipated, the pharmacokinetic profile of tenofovir in patients 2 years to less than 18 years
of age at the recommended doses was similar to that found to be safe and effective in adult clinical
trials /see Clinical Pharmacology (12.3)].

The effects of VIREAD-associated changes in BMD and biochemical markers on long-term bone
health and future fracture risk in HIV-1 pediatric patients 2 years and older are unknown. The long-
term effect of lower spine and total body BMD on skeletal growth in pediatric patients 2 years and
older, and in particular, the effects of long-duration exposure in younger children is unknown /see
Warnings and Precautions (5.5), Adverse Reactions (6.1)].

Safety and effectiveness of VIREAD in pediatric patients younger than 2 years of age and weighing
less than 10 kg with HIV-1 infection have not been established.
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Pediatric Patients 2 Years of Age and Older with Chronic Hepatitis B

The safety and effectiveness of VIREAD in pediatric patients 2 years to less than 18 years of age is
supported by data from two randomized trials (Trial 115 and Trial 144) in which VIREAD was
administered to HBV-infected treatment-experienced subjects.

In Trial 115, 106 HBeAg negative (9%) and positive (91%) subjects 12 years to less than 18 years of
age with chronic HBV infection were randomized to receive blinded treatment with VIREAD or
placebo for 72 weeks. At Week 72, 88% of subjects in the VIREAD group and 0% of subjects in the
placebo group had HBV DNA <400 copies/mL (69 IU/mL). In Trial 144, 89 HBeAg positive (96%)
and negative (4%) subjects 2 years to less than 12 years of age were treated with VIREAD 8 mg/kg
up to maximum dose of 300 mg or placebo once daily for 48 weeks. At Week 48, 77% of subjects in
the VIREAD group and 7% of subjects in the placebo group had HBV DNA <400 copies/mL
(69 TU/mL).

The effects of VIREAD-associated changes in BMD and biochemical markers on long-term bone
health and future fracture risk in chronic HBV-infected pediatric patients 2 years and older are
unknown. The long-term effect of lower spine and total body BMD on skeletal growth in pediatric
patients 2 years and older, and in particular, the effects of long-duration exposure in younger children
is unknown [see Warnings and Precautions (5.5), Adverse Reactions (6.1)].

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.

RN DA ST
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Paediatric population

Viread is also available as granules for the treatment of HIV-1 infection and chronic hepatitis B in
paediatric patients aged 2 to < 12 years and as reduced tablet strengths for the treatment of HIV-1
infection and chronic hepatitis B in paediatric patients aged 6 to < 12 years (see section 5.1).

Please refer to the Summaries of Product Characteristics for Viread 33 mg/g granules and Viread
123 mg, 163 mg and 204 mg film-coated tablets.

The safety and efficacy of tenofovir disoproxil in HIV-1 infected children or children with chronic

hepatitis B under 2 years of age have not been established. No data are available.
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