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1. Rt
(1) #04
T IRA YOS BE
(2)*4%
Genvoya® Combination Tablets
(3) B DHEX
WM BT DG4 [Genvoya] DFRETMNHML LT,

Genvoya:
Next generation treatment; voya is derived from voyage, able to take this treatment far into the patient’s future

because it is so safe

2. — k%
(N (ddE)
T 7T (JAN) a2 Hy b (JAN) /=AY A2ey (JAN) /T /KENL TI57x
F I R7~< Vg (JAN)
(2)*4 (M%)
Elvitegravir (JAN) ,Cobicistat (JAN) , Emtricitabine (JAN) , Tenofovir Alafenamide Fumarate (JAN)
(3) R T4 (stem)
T ETFT T
A>T 7T —BHEHK  -tegravir
=N . N
P S5 PH FEHK ¢ —stat- X | X-stat
TAHARNYTEEY
X T VALY RRUANAUIPIESEEE, 2 78 E7 %7 B B8k © ~citabine
FIREN TTT7x2F I R~V
LA NVAK] (REFOZ NVL—T) @ -vir
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TIAETTTEN
5712 1 CasHa3CIFNOs
Gy 0 447.88

= VP SV N
A1 0 CaoHs3N705S2
R 776.02

TAHARUTEEY
4373 0 CsHioFN3OsS
5y -8 24725

TREN TTT72F I RT VR
7312 1 (CaiH20N6OsP)2 C4HaO4
5378 1,069.00

5. L4 (@%&iR) XIFEKE

TIET T EN
6-[(3-Chloro-2-fluorophenyl)methyl]-1-[(2S)-1-hydroxy-3-methylbutan-2-yl]-7-methoxy-4-oxo-1,4-
dihydroquinoline-3-carboxylic acid [TUPAC #4412 L5 )

IBEVAS Y b
1,3-Thiazol-5-ylmethyl {(2R,5R)-5-[(2S)-2-(3-methyl-3-{[2-(1-methylethyl)-1,3-thiazol-4-yl]methyl }ureido)-4-
(morpholin-4-yl)butanamido]-1,6-diphenylhexan-2-yl}carbamate [TUPAC 447512 K5 )

ARV
4-Amino-5-fluoro-1-[(2R,55)-2-(hydroxymethyl)-1,3-oxathiolan-5-yl]pyrimidin-2(1H)-one [TUPAC 44 1512 &
%]

T/REN TTT7=2F I N7 R
1-Methylethyl N-[(S)-{[(1R)-2-(6-amino-9H-purin-9-yl)-1-methylethoxy]methyl} phenoxyphosphinoyl]-L-
alaninate hemifumarate [TUPAC M4 1512 XK 5 |
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TARMNITUHEES
[F7& 3 : cis- (-)-FTC, (-)-FTC
g = : FTC
5% 5 : GS-9019, TP-0006

T)REN TT7x2F I K7~ VIR
[A& 78 : GS-7340 hemifumarate
W 5 : TAF fumarate
FLEE S 1 GS-7340-03 (T /ARENL 7T 7 =) 7~ LEk)
GS-7340 (T /Rt 757 =2F 3 K)
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1. MELFHHEE
(1) 548 - 1EIK

TOET T EN  HR~EEAOHER
IRy b AE~ERADREIE
TARNYVAEY  Aa~HEAEOHER
T/HREN TTT7 oI RTURIE  Afa~KAEXITAE~ L TATEEREDOHE

(2) AR
EVG (L EF 7S L)

Bk 72 pH ORISR D fgrE (207C)

TR AfiEE (mg/mL) A AR D7 Ot
0.01 mol/L Y%, pH2.0 0.0002 F LA LTEIT RN
50 mmol/L FEEET b U 7 MFEMEK, pH 4.6 0.0002 FEAETET RN
50 mmol/L FEEE b U ¥ AEMENK, pH 6.7 0.0009 FEAERIT 2N
50 m mol/L FEfRT kU 7 MEEEWR, pH 7.5 0.002 F &AL T v
50 mmol/L FEEET b U 7 AFEM#K, pH 8.3 0.005 FEAEBET R
7K 0.0003 FE A EET 720

COBI (A& v R)

Bk % 72 pH O/KESHRIC R D fgErE (200C)

TR VRf#RIE  (mg/mL) A ASE SR )7 O fREFRRE
0.1 mol/L %, pH 1.9 >40 RRIRIT T
50 m mol/L FEfE, pH4.5 16 LTI W
50mmol/L U V) MU U AKEMEK, pH 6.8 0.08 FEAERIT 2N
50mmol/L UV »EET b U U AEEWL, pH7.5 0.08 F &AL T v
50mmol/L U ) MU U AKEMEK, pH8.2 0.04 FEAERIT 2N
7K 0.1 F &AL T v

FTC (A hY T HZEY) :

Bk 72 pH O/RESHRIC R D fgrE (257C)

i AR (mg/mL) AR R 7 OB MR
0.1 mol/L % 170 (CERR
0.1 molVL ZKER{tF h U w4 115 (CERR
K 112 (CERR
U AR, pH 4.0 61.6 RRIET R
U AR, pH 6.0 613 RRIET R
U AR, pH 7.0 61.2 RRIET R

L AR R4 5 A




TAF (5 /HKEN T5372F I F) 7=k
B 72 pH OKEIRI3 2 WRPE (20C)

s fiRe (mg/mL) H AR 7 OISR
HCI, pH2.0 85.4 DR TRT N
HCI, pH3.8 21.7 LRIz
20 mM FERRTEMTE, pH 4.5 8.73 TEIFIZ W
50mM U > WEEEE iK, pH 6.8 4.70 EIFIZ W
50mM U MR, pH 8.0 4.86 EIFIZ < W

(3) RiEtE
TET T R T CRIE LIRS, TR 5oz,
A Y AL oy b EE RO LIZAER, AR 60%LL TR BTz,
TARNYUZEY SR T ORIELIERER, WRMEIERRD ot
T)REN TT77x2F I K7~ VR
25°C, FAXHIEEE 5% 6 95%RAFIZTIHBW T, HEIINE 1.0%ARTH TH 0, WiRMEITER D b7z,
(4 Etm (DER), R, HES
TILETF T eI Rl K 163°C
abB Y AKX oy b BN W T AERBIRFE 35°C, 9 200°C (4fiF)
TARUTZE Y @S F155°C
T/REN TTT7 oI KT VERIE ¢ BlS K9 132°C
(5) ERIG E R E R
TIVET T EIL  pKa=6.6
ab XA v b opKe=1.8, 2.5, 64
T A MY X EL  pKa=2.65
TR EN 7T 7 ) I RT7 <)V - pKa=3.96
(6) P ECIREK
TET T e/ LogD=4.5 (1-4 27 % /7 —/v/pH 6.8)
b v A X v b LogP=43 (1-4 27 % 7 —/v /pH 8.5 OV IR IR)
TAR) X EY LogP=2043 (1-A 27 % /—/V/7K)
TIHREN TTT7 2 N7~ VEEE : LogP=1.6 (1-4 7 % /—/V /pH 7 ®V  EEHEAEENR)
(7) T DD E 7 RE(E
TARYTEZEY FERE -137.9° (1% w/v A H J —)1 25°C)
FREN TTT 2SI R7~UEEE - G © —52.0° (W% 20°C)

2. AVHDDEREFHTICEITAREN
TIET T T EN

AR E PRI OMBD, MUEERER CRGWE, SEED), Koy, B, Rk

RAFERAT: PRAFIHIH] RAFIZRE i R
() onn +fj£;25ﬁ;%Si%L° ez L
ﬁﬁrgﬁﬁiﬁﬁif: ﬁi;iggim’ iz & B BB DA o T2,
200 Whr/ m? LI (A ER) -

. BRI ES 4 5 H -8-



BV ALy NEHK

AEBRIEE - MR OMED, MEERER ERWE, RN, Ky, EEE
PRIFSAME PRAFHAH AT RE it
6 H H F TREF 72K BOHEIMNITRD &
5°C 48 5 A RYzF L 48 () NT=h, B OFRBENTH Y, 6 5 A LI,
(EHRGFRR) +EBER) ZF LR | BIRITERD b o T, FOMO ME R
PEIZOWTIE, B b RS 2o Tz,
1 5 H F TREF 22K BOBINAZRD 5
25°C, 60% RH 6 5 R ZFL AR (FEH) NT=R, B OFRBENTH Y, 1 5 A LI,

Oz aR)

TEEERY F L RS

ZAGITFRD B le o Tz, £ OO GE Ry
PEZOWTIE, BlbaRSehol,

HaPRREE 120 5 Lux-hr VA |,
USRI = R L F—
200 W-hr/ m? L) _I (R BERBR)

A7 AR VL
AR OE

KT X HBITFBO DI hr o7z,

TAHARUTEEY

KAy ALy b ZELT A FRA

AR E PRI OMBD, MUEERER CGHGWE, SEMiED), Koy, ERik

Oz k)

RYF LB (EH)
TEEERY =T L RS

BRAFSRAT PRAFHIR IRAF IR it 5
. , TF L UHERE =
Iy MR | =YL GEE) | AL
’ e TEREER D = F LR
TF L UFRRE =L
40°C, 75% RH 6 » A 2ARY ~—Xid Bhvte L

#a PR EE 180 & Lux-hr VA |,
USRI = R L F—
224 Wehr/ m? L) _I (R BERBR)

FHERA R U L

KT X BB bILiahr o7z,

(72 53f#)) FTU

N

—s
HOH?;%H

FIREN TS5 7273 RTILEEE -

ABRIEH - PRIR OMBD, Rl

M RER CHBWE), Ko,

YR XRIETRlE, ERik

PRAFSRA PRAFHAH AT RE it
5°C 36 5 i RYZF L8 () SR DYENINZRD B3T3, Bk O
(EHRGFER) +EBEER)ZFLRE | NThoT-,
25°C, 60% RH 6 1 R =F L8 (B SRR OYEINASERD BT, FkE O
ChmsaRER) +EBER)ZFLUAR | N ThoT,

¥AREE 120 7 Lux-hr UL |,
USRI = R L F—
200 W-hr/ m? L) _I (R BERBR)

A7 AR VL
AR OE

KT X HBITFBO bIiehr o7z,

(o) 7/ Ren

E ) T AT )UK

. ARSI A




3. AMES DRHERHRE, TEE

FEER A BRIE

TAETTTEIN

O AR A2~V | 260 nm fTT 2RI OB R A2 779,

©@ AR A N7 R~ L 3,410 cm™, 2,968 cm!, 1,707 cm™!, 1,612 cm, 1,461 cm™, 1,258 cm! T2 IN %
(BAL A U 7 NEERITE) BHD,

BV ALy NEHK

O BRI A 22tV | 240 nm ISRV OREK & 53T,
@ RARIN AT v 3,285 cm’!, 2,957 ecm’!, 1,714 cm?, 1,631 cm!, 1,525 ecm’, 1,246 cm™, 1,116 cm™
(FEIEE) [FEIZBIRZ RO 5,

@ “MibsAROEME | REAEZETD,

KAy ALy b LT A FRA

TAHARUTEEY
O A ART bV
(AL U o7 LEERIE)

T IREN TTT72F I N7 /LR

O AR A 227+ v | 261 nm AT RIN OREK & 753,
@ RARIN AR v 1,746 cm™, 1,662 cm’!, 1,608 cm, 1,489 cm™, 1,303 cm’, 1,201 cm™, 1,154 cm’!,
(BAb AV o LEESITE) 1,102 cn M AT IZRIN 278D 5,

3,420cm™, 1,694 cm™, 1,625 cm, 1,520 cm’!, 1,092 cm™! FHTICIKIN A 3D 5,

EEX
TVET T TEN R v~ NI T T ik
dseir; ORISR (BIEESR : 260 nm)

H T KSR /A RN DN R
BE A KeTEr=FIL X NVZTFALT IV
i B TEF=FUNL - X@E- PITFALT I

TV TAK Y NFEH K~ NTT T 4 —k

Jeant SN RE UER K © 245 nm)
H T KSR RF AT U b U B2
A e 7 =7 5 3.1 g /K 2,000mL 252>, FU=FLT7 I 2ml ZIEMEIZINZ 5,
BaH = DRI EIEZ N % T pH 4.60+£0.05 (ZiH¥&4 5,
B TER=FU) e NUZFALT I
KAy ALy b LT A FRA
TANIUEEY KT e~ NTT T 40—k
Jeant SN RE IER K © 282 nm)
H T KSR F I EZFI Y L) B AL
HE A HEfE T = A - EEifR - 7 F=FU L
Z B T R=RUL e ¥ J—) - Eifie
T/REN TITT72FI RTUVRIE ks a~ NTT 7 40—k
Jeant SN RE IER K © 260 nm)
H T KSR F I EZFI Y LS B AL
B A U UBBYEREETRR c T b e Ru Ty - TR =R L
” B ) MR - 7 T E KRG c T R= R UL

HI. BZR7 BT 5 -10-




V. HEIIZEE ¥ HIEB

1. Kz
(1) Flfz D X H
T4V ha—T 4 T
(2) Bz D EE R VIR
R 7e 4 U RA TORA BE
b Nl ]
U £ $192mm, E K8 7mm, E&E £ 1,080 mg
Ptk - FE BER DT 4V ha—T 4 T RE
() EAIa—F
GSI-510 (EpEilc TGSI), FmEic 510) & Gidk)
(4) B D%
P L
(5) Z Dt

BARRNA

2. HE|DHERK
(N B GEMRES) OE=RUVHME
BHEn GEMRD) OEE
1BEPT AL EF I 150mg, A AZ y F150mg, = F U2 ZE L 200mg VT / AREL T
FZ7x2FI RT7ABE 112mg (7 /KREN 7772 FIRELTI0mE) GF
AINE
Tt A, Ju AT ABT—ANa, B Rediroliue—R, I Bluo—X, T
AR Na, AT 7 U UlEMg, R E= L7 va—L (E5TFAut), $@25, v /uad—L, =
TR, BibTFH, XU
R EMEZENDERE
BRI
3)&E
BRI

3. AT BRBDHEBRUEE
ML

4. i
% L7,

5. BAY HHREMED & 535 Y
L7

Iv. AN 9 5IEE -11-



6. REIDEEEHTICHETIREN
(N BEEFHTICBITHREMS

BRI E PRIk OMED, MEERER (D fRZERY)), ko, TEHE, ER

ARERX Sy RS el R RE i
RHRAT 25°C, 60% RH 36 1 f EEERY) 2 F LU .
e . e o ZEie7e L
FRBR 30°C, 75% RH 36 7 J + U T OVEERA
hsn . o EHEERY =T L R 75
TSR 40°C, 75% RH 6 # A I L
_20°C EHEERY =T L R
o + U BTNRFIRD |
50°C 4H KyxFLLLs ) | 2R
SRR 60°C +EBERY TF L RS
AL s g H¥aPRREE 120 5 Lux-hr YA RN
‘?‘ﬁ%ﬁ?{;fﬁ TS L — S (B e L
FLAZT A 200 W-hr/m2 LI |- & 72 % % GRS
QEAEKRETOREN
AEBRIEE - MR UMD, MEERER (OfRAER)), K4y, EHtE, EE
BRATSRAE el RIFERE i
25°C, 60% RH b7z L
30°C, 75% RH 6 y—1 (B &%mmm%ﬁﬁiﬁb,zﬁ%fﬁ%%
L7,
7. FELER VRBRIEOREN
M L
8. ¥l DEEZEL (MEBEFEMEIL)
EARSAA
9. AHM
FiE BE BHERBRIEO /SR EIC L VRBREZIT S,
[HHREL 555 100 [Blds
AERIE R Y VY L_— | 80 @ pH 5.5 ™ 0.05 mol/L 7 = Fet#B@EiR K (1—50) 1,000 mL
SHE Wik a~< NS5 T 40—
FER . LT ST ELD 60 SR OWHERIZ %L ETH T, a BV RZy N, ANV EAE UK
BT JAREN 7T 7253 RO 20 5 RIOBEHERIZZENFN 85%LL ETHh o 7=,
10. Bar - A%
(1) FENMVLELRS - B, NEI/\EHRLERS - BEICET 515K
AHNDR FIL, Fr ANV RLIPRAZ L AHERIT > TWES, Fv v T B G LA ARl
=4, BAET 5,
(2) %
R A VESEE - 30 88 [REEAIA D ]
(3) FIRAE
LR
(4) BBOME
ot Xyvo/
T ATy TR EEER) =F L R oLy
Iv. AN 5HA -12-




1. BREE SIS EME
AR

12. Z D
pH, 2EXLE, HE, LE, EROERUVREN pHEZE
EARSAA

Iv. AN 9 5IEE -13-



V. aEICE T 51EE

1. HEERITRER

4. HEEX (IR
HIV-1 B 5E

(fifE)

)57 (EVG, E), a4~ (COBIL, C), =AU ZEy (FIC, F) ROYT /&Rt
v T 7 x2S 3K (TAF) 7~V A2G8T 57 0 RA YA (LI, AF) 1%, PLHIVIEIC X 55
PR S 700y HIV-1 Y B 2 b4 & U725 T ARERAREER (292-0104/0111 388k) M Ot HIV 32 L 5
TRIERRBRN BV, 7 A )L R LA STV D HIV-1 JEYSIE BE 2 %605 & U755 T FR G AR R R (292-0109
RER) ORMEICB O THIMER WL RSN, 2O b, REAIORNEEXITF%E HIV-1 EYE
Lz (IV=5—@)—DAEMMEERER] OESH),

2. SMEEXRIEHRICEET 5T E

5 MEEXIIHRICEET HFE

51 LFOWT O HIV-1 JEGEERE ICEHRT5 2 &,

5.1.1 HT HIV 3T X DIRFRBR e B

5.1.2 7 A )L AZLHIRERORERD 22 <, W10 B2 BT 6 » HRLLEIZBWT oA 0 2528940 (HIV-1 RNA
73 50 copies/mL Kiifi) NELNTEY, TALETFFENL, TAM)VHEL LT /R EMTHT
% MBS B2 F5 729, AFI~OY) 0 B2 25EY) T 5 &l S b0 HIV KBRS

5.2 RANZ L DIBFIZ STz - TiL, BFOIRRIE K OATRE e85 5 I XA EMR A GB s T AURHT & 2
IRBURNT) #2812 T5HZ &,

(fi#=0)

5.1 KK U FREEARAER (292-0104/0111 3RER K O 292-0109 38BR) ICB W TG Sh - BES L2 EE
LT, HEDEEZHE L (IV=5—@)—)EWERZERER) DOEBR),

52 HIVIFER LT WAL ATHY, JLHIV FIFIE F T, HLHIV ENIRE R I 20T A L ADH
BRI 52 Lndbd, ZNNFEAIMEHIV T, A2 DI EN THRBIRGHE 2T, FEH
PEHIV OGRERHE ST 5, FERIME HIV ICRGE U7 5EENC % L ThT HIV 3510 & 2 189 % Bk
L, ZOIHEANIMMETH > HEITIE, o RIGRRITHRG C & TR RIS 722 2 "Rtk ) &
b DD, IBHRABIZHIZY, BEDOIRFKELZHERT 5 L & BT, "B I T HEAM MR A
(BTN & D VT RBRYNT) ORRESEBICTDHZ L,

3. AERUHAE
(1) BERUVAEDMHEHR

6. RZRUVHAE

WE, ALK OMKRE 25kg LLEO/NRIZIE, 1E 18 (A ET 7780 ELTI150mg, I BV AKX >
FELTIS0mg, = A R T ZEELT200mg KT /REN 77727 RELTIOmg%5H)
10 18ROS5 3 %,

V. BEICBT BIAHE -14-




(2) RERUVHAEDHRERE - B

TAF (%, HIV-1 OWRE#EREZHET X7 LAF NEEKRTH ST /R (TEV) ORAT e K7 v
7 CThDH, MEFTTAFIZZETH Y, MY /3% O PBMC IZBITL, PBMC NO AT 7y
AZEY TRV IR END, 20 Ens, BEFEOTFV O7 v K7 v 7 Thbd7T /HRENL v/ 7k
V7 < Vs (TDF) O#HRE & RISELL LD Y A VA iGN E2 R 72O IC06 B 72 TAF O #5813 TDF
XV i<y, IBICTAF IZMIEF CIXZETHD Z LD TRV O REE KMz 5 2 &0
HHE L 72Tz,
TAF O HEIZOWTIE, HIV-1 BYYERE & 55 & U7z TAF A OF KRR (120-0104 3K5) K&
OERERR N 25t g2 & U758 TARERIRRRER (292-0101 3Bk & OY 292-0103 55%) OpkiE 25, 10 mg (TAF 7
~ VRS LT 112mg) EEELTE (IV=5—Q)HEKGERRER] OESHR),
—77, AANZ, A&V e REAEE (EVG/COBIFTC/TDFE : STB) P |[2& A ST % TDF % TAF |[Z{&
Sz R AETH D, ZDZ S EVG, COBI O FTC O &S\ TiE, STB O&RHE
Z AT, EVG150mg, COBI150mg M (®FTC200mg & L7-,
AN D/NRIZIST D FIEIZ OV TR, 12 mkBL E 18 it 2> IR 35 kg UL EOHT HIV FEIT K D IR RERER
372U HIV-1 BYSE R 2 %4 & L7225 1L/ AR ERIRERER (292-0106 38k Cohort 1) K TN 6 kbl | 12 7%
K2 DIRE 25 kg LA EOHL HIV 32 L DIEHRER D B 5 HIV-1 BYYERE 2565 & U258 1L/ A
FEBR (292-0106 3&8B% Cohort2) DAEMN S, AFKl&Z 1E 1§, 1 B 1 EERICROKETSIZLELE
(IV—=5—(5)E4 - WHENIRER OHESR),

) ek

4. RERUVAEICEET I8

7. BEARUVAZICEET 58

7.1 AFNE, HIV-1 BYSEICK LT ILHTHERZ1TO b O TH L7720, oGt HIVELFH LW &,
72 KENI VT I8N, ab v AZy N, TANIUAECRRT JAREN TIT7 253 KU~
NBHED 4 5 A LIEEAEETH D, OO SEaefF L LR b, £/2, T/ &KE
LUV TIaXx N T VB A S RIBNCONTH O LN b

73 2B VAKX v FEEUOEIEREZA L TWD Y MFEAEZERRAL L= A N U e EHEE
DOHFANME, A NVAZEEEFE L CWDE I I 7V E2E0RAI LR LN &,

7.4 KEFE51%, 7 V7 F =027 U7 T A 30 mL/min KK T L72881%, BE5EORIEZEET S
Z &, 83, 922, 102, 11.1.1, 15.1, 16.6.1 ]

(fiFs)

7.1 AHZ, EVG, COBI, FTC X NTAF 7~ /LEED 4 k% &F LTE Y, HiHIV I X B I5HRER
D72 HIV-1 JEYERTE, H2DWIIHTHIV I XD BEEBRAH Y, 7 A L AZTHH ST b
HIV-1 EYERE I LT, 1 AITHRIREIT ) ZENTE D, TDOH, odt HIV L G Ly
Z k.

7.2 EVG, COBI, FTC KON TAF 7<= /VEEHEIC W T, AN 2N OS 258 L TRy, BERE L
2B, KFlE NGOy EELRRAEZHTHZ E&HIR L7z, ¥7-, TDF |X TAF &[RRI
TFV 7' RZ v 7 Th b, TDF 25 LRANHOWTHIFHZThRWE S HIR L7,

7.3 U b E/L (RTV) % COBI & [FERIC KC3A FAEEHAZ AT 5729, RIV 25 0EA L FH LenZ
Lo 72, FIC &7 37V 3TC) I3k FEEIL TER Y, M T, 3TCIZL VRS 5 HIV-1
WiE GRS R O MMMEZE FE FTC L [REEIC MI84VI RN ETH VW, 3TC & FTC OHEAMMEZ Gie
AV A FEEEITELI L TV D729, 3TC Z2a el e O Lianz &

7.4 FEEBEEED 7 LT F =07 VT T AEIZOWTIE, Cockeroft-Gault R X NBHEHT 527 LT F
=7 U7 F > A7 30 mL/min LA | 70 mL/min K35 00 HIV-1 J&YUIE B 25605 & L7255 T AR G IR 3R
(292-0112 3BR) DOEFENORE LT (IV=5—0C)H# - JRRERIRER] DHEBMR),

V. {BRICET 5 E -15-




5. ERPRRLIE

1) BBRT—2/1\v5—2

© : FEAEE, — : IR TR OIS

Phase | MBAET it fote | et | 4 s
S L S WAERLIEE M E & 5 B, E/C/F/TAF
# 1 292-0101 éﬁ;’}"\% Ej‘;% - — © © | 150/150/200/25 mg, E/C/F/TAF 150/150/200/40 mg
‘ ' J N STB ) $ 5RO BA ZET %,
oL b MEVEA(LIEEMIER S 2 W7 o 24— —K
HIF | 292-0103 ﬁﬁi@%iﬁ% - © © | B, AFHIFEGHE EVG, COBI, FTC KU* TAF
‘ ' DSy D EFN % G- ORI BA 2Bt %,
oL b MEVEA(LIEERBERE S 3 W7 o 24— —R
14 292-0110 @ﬂ%%ﬁ% — — © B, AFIHE 5050 TAF @ PKCKI 5 A0
TRk A @ 43 B A5
oL b MVEA(LIEERBEE S 3 W7 o 24— —R
BIFE | 236-0105 @émﬁﬁﬁ[ - - © | Bh, STB™ #5Kf0 EVG, COBI, FTC K () TFV
BERRFLA - 24 41 D PK 25 5 R EOR BRI 5.
s | 1200107 Y B R A _ _ | EEAEY EREEES 4 B2 0 A F— N —
TRk A ¢ 59 Bl B, TAF 500 QTc ~DEE LK1 5,
e MEVEALIEERBEE S 3 W7 o 24— —R
s | SBXS-1 EINEELR 3R — | @ | © | B KEEEREOERSO PK ST 5 REOE
fERERR ¢ 12 451 A5
P HESM iR R MAEAIGE Y ER 10 BRIER G535, TAF il
HIA 120-0104 HIV-1 JE&GYE B 38 4 © © © DHL T A VAT % TDF O 7 &R & ikt 5,
WS B A A e e "
IR | 292-0102 HIV-1 &G A © © © &fig;?&%ﬁiﬁﬁ;ﬁ;fﬁ@ﬁﬂﬁ&
KITRERE 170 o PRI 0
202.0106 HESH R SRR FEE MR, NERE (1280 L 18R
EINEE Cohort 1 HIV-1 Y/ R © © © | WOEEISkg LLE) ICAAIE®RES LIZSBAED
RIGF B - 48 13l HIME R e E T 5,
2020106 HIZANTAZ S HE IR, NERE (6 UL 12 R
EINEE Cohort 2 HIV-1 Y/ © © © | WOEE25kg LLE) ICAAIE®RES LIZBAED
BEVRHE RS« 23 431 HIME R e E T 5,
WSV B R S e e N
HILM | 292-0104 HIV-1 JEEYE R © © © &ffg;%;%figﬁgﬁgfm@ﬁﬂﬁ&
KITRERE 867 il o PRI
HESM B K iR A e b e i
A | 2920111 HIV-1 i e A © | © | © Ufzgg%;*ﬁfig?;% AR B
KITRERE : 866 1 o PRI .
WS R 3R VR 2 (LIRS B 36 IGRER, F/TDF &4 L Y A
EILF | 292-0109 HIV-1 FEHE R A © © © UDHARFNY D B 72GAIC, F/IDF 548 LY
WEIRIR B3« 1,436 f A eI & DIEL M ERRGET D,
e o T S FEE I BRGRBR, HREE D> & 4 B 0O B AR RERR =
ﬁﬁﬁﬁﬁgiﬁ%%wg EETHOME (VT F=v )T AR
WA | 292-0112 | P TR © © © | 30 mL/min &) I 70 mL/min &%) 12 A % % 5-58
& 5 HIV-1 RYERR N B . A
BRI 242 (], AIRIE 6 191 ALY 0 B2 T2 B DBHERE ST A — & ~D
HR o hIRT WL M5,

(2) ERIRZEIZEAER
1) BEMHER
SBX5-1 7k

%) BRzET ik

A A NSRS 12 Fil 2RI, AFEZES5 LB, EVG, COBI, FTC, TAF &KX TFV O34
BEEICHT O REFOFELZTMT S, 1M - BIEAL - IEEHR - 7o A4 — - A2 L1-, %
DOFER AR N AR E AR 25 L -0 R eI REITRD b - 7= ([VII—1—(2)

—1)—OHAANIZ

2) EHFWHB
BB L

B LR DEEM),

V. {RRICET 5HA

-16-




3) QT/QTc FHfistER
120-0107 &R
TAF @O QTc ~D A HT 272912, SMENERRRA (59 #1) Zxigel LT, H1HH - EEAL - 5
e - ARG « 4 7 0 24— 3— (TAF 100 mg, TAF 125mg, Ex L 7 x40 400 mg (F3E
X)) RONTTRR) RERAEFEM Lz, TORE, TAF 1T QTc IZ#HB A MIT S o Tz,

(3) AERIGERRAER

1) TAF OFRERTE
120-0104 &R
HiY HIV-1 J&YYEBE 265 & LT, TAF8mg, 25mg X (*40mg % 1 B 1[5 10 HH
BRI G U2 A O TOR T A LV A% R %, 1 HIV-1 RNA EO~X— %
TA LG 11 HEE CTORMINERY (DAVGH) #EIEIC, 778
TDF 300 mg & tb#FTd %,
RERT A > F 1R - HEAERL - SR - BIEROT T &A% G

PIE %A HIV-1 BYYELRE (538 i)

EEVAQE S7RE i MmAEH HIV-1 RNA &7 2,000 copiesmL LA D3, CD4 Btk T U L SR
200 cells/mm?® L EOF, 27 V) —=2 7 O 90 HUNIZHL L b r oA L 2H0E (5
Bk ode) A TN,

R T 15 TAF 8 mg, 25mg, 40 mg, TDF 300 mg XIXTAF ®~7' 7R 1 H 1\, 10 H[H#&
5,

FERHIE B MAEH HIV-1 RNA BEDORX—RAF A4 U1 bH 84511 H H E TO DAVGY

F 2RI B 4V, TAF JOVTFV O g & Ol R EE, 7 A L 250 R, TFV @ PBMC
HREE & B A L AR O BIRME (PK/PD), TAF KON TDF O/ e VB 3o A~ —
A=k % 5,

R

AR IZIT 2 M AEH HIV-1 RNA &0 DAVGy & FRIZR L7z, TAF OHLY A L ATEMIIE G- = O
(ZFEV TR L7273, TAF 25 mg 2 5-8F & TAF 40 mg & 5-HEDOHLY A NV ZIEVEITFRE CTh o7, 72, TAF
8 mg L HEEDHL Y A /L ZIEVEIX, TDF 300 mg & G5-HE L FIRRE TH D Z L RS Tz, 3T D TAF &5
BT 2% 717 7 A ViE, TDF 300 mg &G LARETH o7, ZNHDT &5, TAF HA
B G5REO A &Y, TDF 5L R%ELL EOH Y AV ATEER R S 4L, Do KREDPEIFTE S
25mg ERRIE LT,

m#Ed HIV-1 RNA £0 DAVG (120-0104 §X5R)

DAVG1, TAF TDF 300 mg 7R
(logio copies/mL) 8 mg (9 f51) 25mg (8f) | 40mg (8 Hil) (6 i) (7 %))
S Ve 3 ~0.67+0.265 ~0.94+0.254 ~1.14+0.226 ~0.45+0.340 0.13+0.391
95%({EHE X (-0.88,-0.47) (-1.15,-0.72) | (~1.33,-0.95) (-0.81,-0.09) (-0.23,0.49)
BRI R -0.76 -0.94 -1.08 —0.48 -0.01
Min, Max ~0.97,-0.24 ~131,-0.54 ~1.46,-0.84 ~0.94,0.11 ~0.08,1.01
;;ﬁgi 0.001 0.001 0.001 0.038 —
TDPF{E; Ogsr‘ng 022 0.017 0.006 — —
Tiﬁ OV;g 0.003 0.13 — — —
T/I:Fﬁzsvrig 0073 B B B B

V.
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2) EVG, COBIRUFTC BE&MIZH T4 TAF DREHRTE
120-0104 #BRIZ# T, TAF 25 mg % EVG 150 mg, COBI 150 mg K& ) FTC 200 mg & fld L 75U
(E/C/F/TAF 150/150/200/25 mg) % H 7255 TAHERIARRER (292-0101 3lR) A& L7- & 2 5, TAF gz
BIX, TAF 25 mg BAIK G & el L TR 2.5 5@\ 2 LR ST, TAF 1%, PHEER (P-gp) OHE
ThdHZ D, P-gpLEIEHZAT 5 COBI & DK GICL > CTTAFBRZEN L LI-EE 260
72o ITNEZITT, TAF OGH RS 10 mg (ZAG AT L7-%A| (E/C/F/TAF 150/150/200/10 mg) % fv 7=
9 DA RER (292-0103 3RABR) % i L7=, = OfEF, TAFBRZFEEIX, FTC 200 mg+TAF 25 mg 51
LRIBETHD Z ERMR SN,
PLEDOFEE NS, LI OEGRER THW % E/C/F/TAF IC&4A 4% TAF O &% 10mg &L #E LT-,

1292-0101 &R

H TERERL AR A & 5t 5 L LC, STB ™ K (N TAF HAIE5-R: & DIz L v, EVG,

COBI, FTC X INTAF & 49 % 2 FiED E/C/F/TAF 8% (8K 1 K N2) &5
L7-B2D EVG, COBI, FTC, TAF KX} TFV ORI AL AT XA ST 1 %

a5,
BT YA v F1AE - BMIERIL - FFEWR - 7 v 24— "— « &G - Ea R — Mk
PIES fatEERk A (T 40 1)
TR UL YE 18 3k PA b, 45 mELL T OREREZR oM TR B O L2 L T2tk
BMI 7% 19 kg/m? B E, 30 kg/m? L FDH,
AR 1k 27" — k1 : E/C/F/TAF 150/150/200/25 mg (%% 1), E/C/F/TAF 150/150/200/40 mg

(%) 1), STB XIZ TAF25mg % 1 H 1[Al, 12 AHRFE#&YS,
278 — |k 2 : E/C/F/TAF 150/150/200/25 mg (84l 2), E/C/F/TAF 150/150/200/40 mg
(81 2), STB XIX TAF25mg % 1 H 1[0], 12 HRE# 5,
FERHIE B E/C/F/TAF Bd&8E, STB MiX TAF HAIT#HE L7724 EVG, COBI, FTC KO}
TFV OFXHINA T XAV T 1,
F 7 R IE H 7 e

FE) HRerik
FER
E/C/F/TAF ORA| 1 KON 2 25 L7246 %, TAF 25 mg & A ®ANL, Wb TAF 25 mg A G & L
#: LT, TAF 0 AUCus & U Conax 18 220~230%ZHI0 L, TFV @ AUCuu & O Cox (2 F1LZ 0 300% K2 O
370%ZH9N L7z, F£7=, STB™ 5K L il L7244, TFV @ AUCu & Y Conax 1EZNVEHL 23% K TN 14%
(2 Lz, 7233, B/C/F/TAF OBF| 1 K2 285 L7 D EVG, COBI XU FTC DR &L, \WTi
t, STB Bt G-RF L [FIFRECThH - 72,
FE) HRerik

V. {RRICET 5HA -18-




TAF R U TFV QO EWENEE/ RS A —42  (292-0101

ER)

E/C/F/TAF #LA

Heig A

e/ N "IV E D M
(%) (90%(5HEIX[H])

TAFPK /8T A—% (zdk— k1 : 8HI1)

E/C/F/TAF 25 mg (19 fi])

TAF 25 mg (19 #i)

AUCus (ng-hr/mL) 552.1 (40.5) 2424 (42.4) 221.78 (199.99, 245.95)
Cmax (ng/mL) 506.9 (54.2) 215.4 (55.0) 222.62 (187.11,264.87)
TAFPK /85 A—% (zdh— b 2 : 55 2)

E/C/F/TAF 25 mg (18 f3i])

TAF 25 mg (18 #i)

AUCus (ng-hr/mL) 558.7 (28.6) 2449 (34.0) 230.93 (205.52,259.50)
Cmax (ng/mL) 4724 (57.4) 210.8 (43.7) 223.01 (188.40,263.97)
TFVPK /8T A —% (adk—k1: 8JH 1)

E/C/F/TAF 25 mg (19 fi])

STB* (19 f1)

AUCu (ng-hr/mL) 834.9 (17.6) 3,737.3 (22.3) 22.62 (21.39,23.91)
Cumax (ng/mL) 65.9 (50.9) 4447 (28.9) 14.02 (12.20,16.11)
Ciu (ng/mL) 28.1 (20.3) 732 (25.1) 38.93 (36.54,41.47)
E/C/F/TAF 25 mg (19 f3i]) TAF 25 mg (19 #i) —

AUCu (ng-hr/mL) 834.9 (17.6) 273.4 (23.5) 306.92 (290.34,324.45)
Cumax (ng/mL) 65.9 (50.9) 163 (24.8) 367.68 (319.98,422.50)
Cuau (ng/mL) 28.1 (20.3) 9.4 (25.9) 301.52 (283.03,321.22)
TFVPK /T A—4% (=2k— k2 Hl#| 2)

E/C/F/TAF 25 mg (18 f3i])

STB* (18 fl)

AUCt (ng-hr/mL) 897.8 (12.7) 4,089.6 (21.7) 2247 (21.11,23.91)

Cumax (ng/mL) 71.9 (57.3) 5053 (27.1) 13.54 (11.62,15.77)

Ciu (ng/mL) 31.3 (15.0) 81.6 (22.2) 39.13 (36.46,41.99)
E/C/F/TAF 25 mg (17 1) TAF 25 mg (18 f31]) -

AUCt (ng-hr/mL) 897.8 (12.7) 300.3 (13.4) 299.23 (281.25,318.37)

Cumax (ng/mL) 71.9 (57.3) 17.5 (15.1) 370.45 (318.17,431.34)

Cuu (ng/mL) 31.3 (15.0) 10.5 (16.7) 300.33 (279.91,322.24)

(%) FAT A =2 OFHE (EBREK) 2R,
a JRFEH Ik

(2292-0103 B4

H fREE R AR S & %15 & LT, EVG+COBI & 1® FTCH+TAF 58 & oLbigic kv,
AHK| % H LT-BED EVG, COBI, FTC, TAF }& O TFV O 3RWEhHE K OFH %1/ A
FTRATEVT 4 HRFT 5,

BT YA v W1 K - EVESAL - FEER - V0 At —N— « IERE - s ak— b - Bl

POE-3 ARk N (BT 34 f51))

TR ILE 18 1 LA b, 45 LU ORERE 7R B SOFIEHR K O 3L 2 L Ui,

BMI 7% 19 kg/m? P E, 30 kg/m? L FOH,
PR 1k 27— b 1:E/C/F/TAF 150/150/200/10 mg XX EVG 150 mg+COBI 150 mg % 1 H 1 [,
12 HE#E 5
2 78— b 2 : E/C/F/TAF 150/150/200/10 mg X {% FTC 200 mg+TAF 25 mg % 1 H 1 [A],
12 A& 5,

FERHmE A ARFN XA oy D A% B 5 UT=546 @ EVG, COBI, FTC, TAF &KUY TFV O3
BRE R ORI NA T XA TV T 1,

FRRRIRGHGEE | ZRME R ORENE

V. {RRICET 5HA
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PSS

AFIE 5-HED TAF D AUC a0 & O Conax 1, FTC 200 mg+TAF 25 mg 52 %F L C, 44 91.42%, 98.68%
Th Y [RRETH -7, FERIZ TFV ® AUCuy X O Cmax 1d, FTC 200 mg+TAF 25 mg £ 5-Ffi2xt LC, Zi
ZI123.63%, 114.16%Th Y FRE TH -7,

£7-, AHEEFO EVG K1Y COBI OBEFEEIX, EVG 150 mg+COBI 150 mg % 5:HF &, F£7-, FTC DR
#(X FTC 200 mg+TAF 25 mg % 5-5 & [FIFRE Th o 72,

TAF, TFV, EVG, COBI kU FTC OEMENRE/NF A —45 (292-0103 EXER)

AR/ RO

E/C/F/TAF #45 Fhig A ~
(%) (90%fE X )
TAF FTC 200 mg+TAF 25 mg
1| (19 —
PK /85 A —% AR (19 1) (19 1)
AUCus (ng-hr/mL) 2502 (24.7) 2782 (28.8) 91.42 (84.12,99.35)
Chax (ng/mL) 176.9 (35.1) 179.5 (33.9) 98.68 (84.57,115.13)
TFV FTC 200 mg+TAF 25 mg
1| (19 —
PK /85 A —% AR (19 1) (19 1)
AUCu (ng-hr/mL) 3242 (15.4) 2659 (22.2) 123.63 (116.97, 130.67)
Chax (ng/mL) 19.6 (13.9) 192 (76.0) 114.16 (97.52, 133.64)
Cuu (ng/mL) 114 (17.8) 9.2 (23.5) 125.37 (117.72,133.51)
EVG EVG 150 mg+COBI 150 mg
_ 1| (14 1 -
PK /85 A —% A (141) (14 1)

AUCuu (ng-hr/mL)

22,067.1 (26.3)

23,099.2 (22.7)

94.87 (91.51,98.36)

Cmax (ng/mL)

1,943.5 (23.9)

2,161.0 (27.0)

90.32 (85.07,95.89)

Cuu (ng/mL) 4222 (54.4) 418.6 (42.2) 97.83 (88.39,108.27)
COBI EVG 150 mg+COBI 150 mg
_ ] (14 _
PK /85 A —% AR (14 81) (14 f511)

AUCguu (ng-hr/mL)

11,209.8 (27.4)

10,931.2 (25.5)

102.00 (98.10, 106.06)

Cmax (ng/mL)

1,560.7 (26.1)

1,489.4 (23.2)

104.07 (99.41,108.94)

Cean (ng/mL) 34.6 (85.5) 26.7 (62.1) 116.43 (102.05, 132.83)
FTC FTC 200 mg+TAF 25 mg
(19 i —
PK /X5 A —% AR (19 1) (19 1)

AUCguu (ng-hr/mL)

12,352.6 (13.5)

10,520.9 (13.8)

117.57 (113.72,121.55)

Cmax (ng/mL)

1,947.0 (21.2)

1,788.8 (19.2)

108.99 (102.81, 115.55)

Cuau (ng/mL)

107.4 (25.8)

87.5 (20.6)

121.26 (114.66, 128.24)

(F) FAT A =2 OWHE (EBREL) 2R,

V. {RRICET 5HA
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(4) HREERIELER

1) BIMEAREEEER

1292-0104/0111 5XE& 2

H PLHIV HEIT K D IRHRBRDN 2 VA HIV-1 BEYYERE 23t & LT, RAEIOF#E
K ONViz4MA STB ™ (AT 750l LT 150mg, 2B A%y hELT
150mg, =ARYTHZELELT200mg KONYT /ARENL VT aX L7 < ViR
H& L T300mg & AT 25 HIV 3E) & HERET 5,

BT YA v o5 ILAE - BRI b - “HEEMR - Zhaax Ll - R - AT kiR

PO PLHIV ZEIZ X D IREGRER DN 22 0 Ak AN HIV-1 JEYYE RS (292-0104 75k : 51 867 f1,
292-0111 35k : 3 866 1)

F AR PRIEYE < PLL b T AL RFEHEDIRIERRER DN 72

« B HIV-1 JEYIE £ 4 C HIV-1 RNA &7 1,000 copies/mL LA ETH 5 H
VT F=2 7 VT T AN 50 mL/min LLETHBE

Ep RS LR - HCV HuRG o0&
- HBsAg 5% D F
BRIk « RFBERE  AKIKLNSTB D75t R%E 1 B | [BEEZES

- STB # 58 : STB KOAKI O FvAR% 1 H 1 BIE#HHKES
Be G - 144 R (EEA DRI 514 48 1l EE)

EERHE A Beh-1% 48 IRFO MAETH HIV-1 RNA 7% 50 copies/mL Aifi T o 72 AEFI O L3R (Fr
RERYAEHTIEH )

FRRIREMER | « N—R2 T A D% 48 BRI 1T D RERE VAL M ONEHE D585 FE D2 bR
s R— 2T A4 US4 A HERCBITAIEZ V7 F= i Eb&
1) Btk

FER

<HEBEHER>

AFRER BAARIE O S O EIERRIE 36 1%, 85.0% 3, 56.7%MHN, 252%BBEAKL N 104% 03T T A
Tholz, RERBHIERO L) CD4 Btk T U 27 EREIE 427 cells/mm3, M4EH HIV-1 RNA EOFEIfE I
4.53 10g10 copies/mL T > 7=, ikBRBHAAIF D CD4 [P T U o/ ERE)S 200 cells/mm3 LA K O 13 13.2%,
A% HIV-1 RNA 73 100,000 copies/mL #8 D B 1% 22.6% Th - 7=,

<H >

ARBRICBIT 2 FEIHMETEE (RFEIFENTIEH) & LC, FDA HEF L7z Snapshot i 7 /L) X A% H
WTC, 5% 48 oI 4ETh HIV-1 RNA &3 50 copies/mL i T - 7-AEFILL R Al L, STB ™ &5
BEE OIELMAGE LT, FATOWDRDE LT, BEDOED 95%EEIX ] (confidence interval : CI)
D FRRB-12%% TR S 72 WA, AREIE GHEDS STB 5.8 L FEHETH 5 L ER LIz, ARBROMESR,
P 514 48 FEEO M4 HIV-1 RNA &% 50 copies/mL Aiifi T& - 72 EBI D HLR I, AFIFGEET 92.4%,
STB 5.8 T 90.4%, ANERDFEIL 2.0% (95% CI: —0.7%,4.7%) TH Y, FHENIRE LSO RS
W7o LizZ Linh, ARENLSTB Tk LIELHETH D 2 L BNREES iz, 514 48 SR & O 96 i B Dk 5
RIS,

2B, WEAMEIARRER (292-0104 3B 12C, ENIZBWTHAAN LN -HERE 10 F (KA 5HE 4
B, STB #4586 ) (2H1) 5514 48 #EFD HIV-1 RNA &% 50 copies/mL A O#EERE OEIGIX, A
FIEEHRER OV STB 54 & H 12 100% Th o7z,
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BE51% 48 AR RU 96 BRED YA ILAZFRIZHE (292-0104/0111 5XEX)

48 R 96 A HF
\ ARFN 57 STB® % 5 ARFN 57 STB® % 5
(866 i) (867 f5i) (866 i) (867 fi)

A LSRN B HIV-1 RNA < 50 copies/mL 801 (92.5%) 787 (90.8%) 750 (86.6%) 739 (85.2%)

FEMIZE (95.002%(= 18 X ) 2.0% (-0.7%, 4.7%) 1.5% (-1.8%, 4.8%)

7 A IV AR 31 (3.6%) 34 (3.9%) 39 (4.5%) 35 (4.0%)
4 HIV-1 RNA £ =50 copies/mL 20 (2.3%) 23 (2.7%) 16 (1.8%) 15 (1.7%)
mshic X 585 H ik 2 (0.2%) 3 (0.3%) 6 (0.7%) 6 (0.7%)
%g%z;iéﬁgﬁﬂ%&ggo copies/mL 8 (0.9%) 8 (0.9%) 15 (1.7%) 13 (15%)
Hii- 72 Pt HIV FROB N 1 (0.1%) 1 (0.1%) 2 (0.2%) 1 (0.1%)

7 A VAT — 2 KRG 35 (4.0%) 48 (5.5%) 77 (8.9%) 93 (10.7%)
BEFELR I CIC L 2# 5P IE 8 (0.9%) 14 (1.6%) 11 (1.3%) 21 (2.4%)
%gﬁ;gi@fgﬁ%@o copiesinL 21 (24%) 31 (3.6%) 52 (6.0%) 64 (7.4%)
T —Z KINTZDR, IEBRIER 5T 6 (0.7%) 3 (0.3%) 14 (1.6%) 8 (0.9%)

Bl (%)

a $5.7% 48 8 X 1% 96 WK M4 HIV-1 RNA £7% 50 copies/mL PL_EDSERF], 1EFE 2050 KA K% U551 & v Bl ik L 7=4E
B, FEFL, L, BRI RN IIEEE LS OB E THIE L7ZER O 5 5, FIERFo M d HIV-1 RNA &3 50 copies/mL
VLT & - 7 ER

b fRFEH Ik

e EBIMR b G4 96 EF £ Tt HIV-1 RNA &% 50 copies/mL Kiifi T - 7= ERI LR OHER
(Missing = Failure) # L FIZR7,

m3Ed HIV-1 RNA £ 4% 50 copies/mL Kiiti T#H o T-EHILL EDHEFE (292-0104/0111 FHER)

(%)
100+

————

90+ ==
80+
704
60+
50
40+
304

== FH 55

20+ --@--STB#% 5%

HIV-1 RNAE 50copies/mLEKENDIHE

104

0

1 T T T T T T
12 16 24 36 48 60 72 84

0 4 8 96 ()
Beh1% 48 EFD CD4 FHME T U o SERERD b EE, AAIBEGHET 231 cellsymm?®, STB & 5#£T
210 cells/mm?® Tho7-, F7-, P54 96 HEFD CD4 Btk T U L SERMDSEHEb &S, AFIEE5ET

280 cells/mm?®, STB $¢5-#C 266 cells/mm® T&H -7z,
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5% 48 AR KRV 96 BREDO CDAFET 1) U/ \BRBDZEILE (292-0104/0111 ERER)

myPETY
ESTEAER STB * & 5.4 &ﬁﬁiiE@#
866 1 867 f7 P il AT D7E
e e " (05U
CDABMET U 2 ek | Btk 48 S 231£181.2 2101711 0.014 21 (4,38)
ZEbE (cells/mm®) P 5-1% 96 W kf 280+ 194.0 266+ 194.6 0.140 15 (=5,34)
a JRFEH Ik

b 4 H EOPE, ZlbE (R ZFEHDE) . SUEBXEIL, <—A T A o HIV-1 RNA & (100,000 copies/mL LU,/
100,000 copies/mL #8) & Ok CKECKELISN) ZFEESE LT 20807 M L0 Hit,

< JEA i >

292-0104/0111 FRBERICIBNT, UA N AFHRIEHE SN WERE D O B, BehH% 96 R T RN
BRIk & 7p o 2B S oo I fE TR HIV-1 RNA 575 400 copies/mL % #8 2 7= 4 BR & 7> B 438 L 7= HIV-1 Z g4 L
19 51 (2.2%, 19/866 i) DIEAx TR} ORBIEMNTHIR DG DTz, B FRMITR RS, EVG, FTC
X TFV O EHEHPEBNEA R 1 LI EZED 5N =0iE, 10 6] (1.2%, 10/866 #i) Th-o7-, B LA
SRR, R EEESE AL O M184V/T (9 f]), K65R/N (2 f5l) KTXKT0R (16), A 7 77 —PHEo
T66A/UV (2 ), E92Q (441), Q48R (1 ffl) KIOANISSH/S 2 fl) Thotz, F7z, FHAMNREFE)
5, EVGIZkT DS MENEFAERR IR LT 109 2525 101 KT L7= HIV-1 28Rk 7 1] (0.8%, 7/866
B) 12, FTC Tkl 2 RE MDA B AERRIC R LT 28 /5206 117 58K T L 72 HIV-1 B DS 8 4511 (0.9%,
8/866 fil) 12, TFV Tkl 2 RE MDA AERRIZ KT LT 3 B4R T L7z HIV-1 Z2BERAS 1 61 (0.1%, 1/866 f41)

(2R bivTz,
<HAEFZLORIEH>

P 544 96 I £ CTORIEMBBUEE X, AFIFZGEETIX 42.4% (367/866 i) TH VY, ERENEMIL &
i 10.4% (90/866 51l , T4 7.3% (63/866 151]) , B 6.1% (53/866 i) Td -~ 7=, STB % 5-#E TlL 45.9% (398/867
) ThoTc, EELBWEML, AFEGHETS G GRLBEERZ 16, ikERDES 2 v 7 1 6], 18R
LB, 7 R EKEE R 161, T8 BIFEM AR EGERE 1 1), STB 5 5-8#E T 2 B (500 PR SL 0E SOGIE
BE 161, REANE 1 6]) Tholz, T, AERERSR, HEHERAEFL BRERGOTIICET-AFESR
LR OFEE LTIEGER OB G, ARG R O STB 5 CRIBE CTh 7=, £, ELHITIAKE L
BEC 2 CEEZEVERG2E 1 ], 7 va—upsg 1)), STB Be5-8EC 3 fi (UMF Ik 14, 2O AmREZE 1
B, BCEEY R R O L3 — ViR G 1)) B b7, BER &HIE SN b DiEenolz,

#5#% 96 AROHEEERRUVEIERADER (292-0104/0111 FHER)

ARFNEEEHE (8664)

STB % 5-#f (8674)

HEFL 807 (93.2%) 823 (94.9%)
Grade 20) FOHEFRL 507 (58.5%) 478 (55.1%)
Grade 30 FOHEFRSL 106 (12.2%) 101 (11.6%)

FIVEM 367 (42.4%) 398 (45.9%)
Grade 224 EOREIVE 99 (11.4%) 95 (11.0%)
Grade 3L EOREIVER 13 (1.5%) 9 (1.0%)

EELAEFRS 97 (11.2%) 87 (10.0%)

EHERIER 5 (0.6%) 2 (0.2%)

R 5O R PIEICE > - HEHS 10 (1.2%) 20 (2.3%)

b A 2 (0.2%) 3 (0.3%)

a o Ik
<BZFET ett>

Bk (%)

BHEREICEE T DR REME T A= L LT, 7 V7 F=>, JVT7F=0 7 VT TR, BAKRD
ERFHE URER 7 v 7 F=r (UPCR), IRPT A7y /27 b7 F =t (UACR), JRFLTF/
—VEESEN RBP) /7 VL7 F= kR ORF B2~ 7 ur a7y (B-2MG) /7 LT F=1t]
ZRHli L7z, £ OfE%R, STB &G-HE & ik L CTAKIR G TIE, iE7 L7 F=r kO v7F=2Y
T T ADEALEPA RN E ol £, AFIEGHETIEL, UPCR, UACR XUVRH B-2MG,/ 7 LT
F =R R—=Z2 T A BT L, STB&GHETIT LA LTz,

V. {RRICET 5HA
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55% 96 BN EHMEED T ELEKRRE /NS A —4 (292-0104/0111 FHER)

AHIBEERE (866f51]) STB % 5.1 (86744) P
ES il ES fiE

M2 L7 F=° (mg/dL) 771 0.04+0.114 756 0.07+0.127 <0.001
JVFF=r2 YT 5 A (mL/min) 770 2.0 (-124,9.4) 753 ~7.5 (-174,2.9) <0.001
UPCR® (%) 765 -9.1 (-39.6,36.0) 748 162 (-22.5,81.5) <0.001
UACR® (%) 767 -5.2 (-35.7,30.1) 743 4.9 (-32.7,60.0) <0.001
JRERBP,/ 7 L7 F = 1P (%) 772 13.8 (-18.8,66.1) 745 742 (104,192.2) <0.001
JRIPB2MG,/ 7 LT F= 1k (%) 765 -32.1 (-61.0,4.2) 738 33.5 (-27.8,230.7) <0.001

a RN—R T A NGO LA BHIE R =
b X=X A U nbOELEOFRAE (U5 ACE)
¢ MR7EH Ik

d Wilcoxon rank sum test
R=XFAIDDY LTFZU0 )T 53 RADHERE (292-0104/0111 ERER)

(mL/min)
104

== KEBE5H --@-STBIRS5H
O R e e T B ] B S [t (IS
~
I / | ———
Sl |
7 . I S T
;} 0 e W---Pp---- - === »-
5
)
z
1t
_20_
R AE (T fE)
-30 T T T T T T T 1
12 24 36 48 60 72 84 96 (&)
FEBIS
AHF5H 866 842 836 829 821 819 802 792 770
STBi#5# 867 84 833 814 806 793 781 7 753
BT 2Lt >

KERE VAL R ONEHED B E 2 IE LTz, & OfER, KEEIAHRE EHEOWTIZEB W TS, B
FEDR— R T A /75%@7245%9 I, STB # 58f & b U CAAIBR 5RO F R HE BN o T2, £/, STB

BERE LI, AR EREO TN, BEEDONR—R T A b OELRIZONT 3% 5B 2 50233890
DITHEERE D72 <, 3%E B2 DIEINNRD DT WBRE N LT,
51 96 BADOEEEDELIEIZE (292-0104/0111 FER)
A G STB* § 5B A v SLTSI;M =
866 867 0 -
(866 &%) (867 1) Pl (95% I I )
KRERE VAL DXA fighr (716 #i)) (711 1))
2.604
ABL 2R B (D R i) [ | _
B2 FE DB LR O EH EHE YR (%) 0.672+3.8887 3.275+3.9668 p<0.001 (2,196, 3.012)
BBEZALS T 2V —BOWREES
BEED 3%% B2 5 (%) 229 56.4 - -
BEFED 3%% B2 58 (%) 11.6 5.6
NEHE DXA fight (722 1) (714 f31)
1.832
"“»r*‘:g IV SEPE ;%“ 2 (% 0. A 2. K X
5% DAL O T HER 2 (%) 0.960+3.7227 2.792+3.9156 p<0.001 (1437, 2.228)
BHEELH T 2 —BIO#EREE &
B {ﬁf@ 3% 2 DA (%) 26.2 48.0
BED3%EMZ2 58N (%) 1.2 5.9
a E&%E@Jb
b Wilcoxon rank sum test
V. BRICEET A -24-




R—ZRS5A DL DKBEEMERVEMIZE T BZREDHTE (292-0104/0111 RER)

» KRR B i (28 - B
44 4-
—— XEIR5H --@-STBR5H - XEI/S5H --@-STBREH
24
[ I
2 2
7 7
1 -2 i
> >
» »
5 49 5
] ]
z | z
1t 1t
ES ES
8 8
Fifl (RAERE) Tl (RLERE)
-10 T T T ] -10 T T T l
i O 24 48 72 968) [P 24 48 72 9668
FAI 53 836 789 791 751 716 FAEH 845 797 795 760 722
STB# 53 848 815 784 742 M STB# 5% 850 816 790 751 714

(2292-0109 iE& ¥

F) BRSEHIE

HHY

PUHIV 3 X DIEBRBNH Y, 7 A LV AZHITIE STV 2 N HIV-1 EGE
BEEZMGE LT, FIIDF Z8te LY A L InDAKI~E 0 B2 -G8, 424
PR OEAME 295,

RBRT A

55 TLAH - BEAEZ AL - FEE M - ZHia bl - SEHO I - AT FhinlBh

PIE

PLHIV 32 L D1RERBRAH Y, 7 A V22T & T D R HIV-1 RYYE
BE (Bt 1,436 f1)

TP

*STB™, =7 7 'L (EFV) ™ /F/IDF, 7 #¥F L™ /U hF e (ATVE)
+F/TDF |3 ATV/COBIHF/TDF (Z KX % {ffi# & s BRBA AR AT O fef&kbe H O 6 7 F LA
ARG AT TACNGAYAE 3

P A7 == THED 6 » A UL LT B i HIV-1 RNA BE2SBRHIRFRN TH D,
A7 U —=2 7T 50 copies/mL FKjji; T D FH

VT F=r 7 )T 7 AR S0mLmin PLETH HH

TR

- HCV HuRG o0&
- HBsAg (51 D%

AR 1%

- KA GHE
AFZ 1 H 1 RB%ES

- F/TDF % &1 L ¥ A v Ok 51
AIVE#SE (STB, EFV/F/TDF, ATV/r+F/TDF, ATV/COBI+F/TDF) % fikigif%5-
P G- - 96 WM (FZEA NMEREAR X% 5-% 48 JHK)

T2 A

- B 5.1% 48 WEFTIMAE T HIV-1 RNA &% 50 copies/mL Aili T - 7= 4B & OEIE
IR, AAI~DOG 0 2 TG ROEZNMED, F/TDF 2 &ie LY A Okt
HREOH xS 2 IEBHEORAN  (RFEIFEITE E )

TR EIEHmE B

c R— 25 A UGG 48 MERICIIT 5 RERE TAEB M OVEIHE OB 5 B 0254k
R 2RS4 NB % A EIHCBITANE Y VT F = HOE L E
- B 5% 96 HRFIZ T DA, At ARMEOMKGE

L

) ek

V. {RRICET 5HA
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fER

<BEEE>

AGRERBAAGIE O BE ORI 41 7%, 89.3%MN HME, 67.2%725 AN, 18.9%MBEAK TN 6.5%N T V7 A
ThHoT,

<H B>

ARBR IR 2 T EIHMEE (BREEAIAFITIER) & LT, FDA &% L7 Snapshot fi##fr 7 /v =Y X 1%
W E4% 48 RO A T HIV-1 RNA 873 50 copies/mL Aiii Tdb - 7IEBILL R 2200 L, BTGk RE
L DLW AGE LT, FATORVIRD & LT, HHEROED 95% CI O FRA-12%% TE 5 RWEGEIC
ARANBEGREDS R FAGRE S EDETH D L ER LT,

ARRBROFE R, 5% 48 WO Mt HIV-1 RNA £73 50 copies/mL AKJili Tdb - 72 AEBI D ELRIZ, AHIH%
HRET 97.2%, AIARIEGRET 93.1%, AIRDOZEIT 41% (95% CI: 1.6%, 6.7%) THV, FHATIRE L
T-IBVEDFEAER T 7= L= 2 L S, AFNIRHERE ORIt LIELTETH D Z EREES N, & 5IT,
ANFN e 5B ORI RSB ek D EMEIZ DWW T B fERE S 7z (p<0.001) , $E5-1% 48 IR DGR &2 7”7,

BE51% 48 ARED YA IILAZIZHE (292-0109 HER)

AF P 51 CREEY S5 £
(959 1)) (477 f31)

A LA EHIBN R - HIV-1 RNA < 50 copies/mL 932 (97.2%) 444 (93.1%)

RER 7 (95.002%(Z 8 X ) 4.1% (1.6%, 6.7%)

7 A L AR IR D 10 (1.0%) 6 (1.3%)
i HIV-1 RNA £ =50 copies/mL 6 (0.6%) 4 (0.8%)
mshic X 585 H ik 1 (0.1%) 0
OB L 2 5 IE KD . 1 0.1%) 0
i o HIV-1 RNA £ =50 copies/mL
Hi1= 72 B HIV 32BN 2 (02%) 2 (04%)

AV AFERT — & K 17 (1.8%) 27 (5.7%)
BEFELR IR TCICL 2#5PIE 10 (1.0%) 6 (1.3%)
%g%zgiﬁfgﬁﬁﬁigo copies/mL 7 (0.7%) 20 (42%)
TR RKMIZH, IRERIR G Sk 0 1 (0.2%)

B (%)

a) 5% 48 O MAEH HIV-1 RNA 78 50 copies/mL LL_FDJEF], 15N E D KA1 09551 & v BB dik L7-Em, AE
T4, T, JRENRO R SUTIFT LS OB CTHIE LEFIO 5 6, HikREo i H HIV-1 RNA &% 50 copies/mL L |
Td - 7= JER]

< SEH i >

292-0109 FRER 2T, 5 48 JHRE S Tl s 75 K OSSR BIRERNT DO x5 & 72 - 7o R 1T S 1358

By AWAY Y

<HEFELKORIER>

P 51% 48 WRFE CORNWERRB BB X, ARG TIL21.3% (204/959 f5) <TH Y, EREIWERIL, T
H12.5% (24/959 Bil), Hlr2.3% (22/959 i) T o7z, BHAFHEGEETIX 15.9% (76/477 ) TH -7,
HERRBWERIIAARGHETRD T, AEFEHEeHE T 2 6] (SMEHEER 1 ], B RMT 7 v a=—JF
EfE) Tholo, Zofth, AEEL, EELRAERR, WREREOTICETAERERLKOET LT
iE B DO BNV IAAN B 58 L OBHEFAEGRE CRIRRE CTh o 7o, Fio, SETHNIAFIE 5HET 4 41 (Buf
JEMES =2 > 7 16, Bl 1, Z28R5E 1 B, LIk 1)) B, BIEREHES NS DIER
Nolz,

V.
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B5% 48 BADEEERRVEERNDER (292-0109 5KE5&)

ENCIERECR 2 CIREYay it i
(959431)) (477%1)

HEFG 828 (86.3%) 399 (83.6%)
Grade 2L LB EF S 480 (50.1%) 228 (47.8%)
Grade 3L\ LOHEFS 84 (8.8%) 54 (11.3%)
BITEH 204 (21.3%) 76 (15.9%)
Grade 22 EORIEA 55 (5.7%) 33 (6.9%)
Grade 3L EORIEA 4 (0.4%) 9 (1.9%)
HBEREEFR 65 (6.8%) 35 (7.3%)
EEREIER 0 2 (0.4%)
BREOR G IICE > - EESR 9 (0.9%) 12 (2.5%)

A 4 (0.4%) 0
B (%)

<BIZRET L eME>

BRSREICRA T DR T A= L LT, MiG7 V7 F=>, JvTF=0 70T TR, BAKRD
EERHME (UPCR, UACR, RBP,/ 7 L' 7 F = bR ORH B2MG,/ 7 L7 F=2th) %7t LT-, &0k
R AEFEIC T — R Y — &G0 LU A U B ARFIOR T 0 35 2 78U, BTG RMRGERE &tk LC,
M7 V7 F= kORI VT F =07 VT 7 AOBEENE RIS K 2o 1o, BiREERIC T — A &2 —
EEERVDL VAL AFIOBREICY) 0B X BT, RITAFRKGRE & ik L C, miE7 L7 F =K
YT VL7 F= 7 VT 7 AOBGEITFAEICRE S RoTe, £, AFN O EIZU) Y B 2 72#ETlX, UPCR,
UACR, JRFRBP/ 7 L7 F =R B2MG/ 7 LT F= U IR R—=Z2 T A I BIR T L, HilAH
M RE CIT B A L=,

B5% 48 AN BHEED T ELRKRE/INS A—42 : 5% (EFVa/F/TDF)
(292-0109 XER)

AFAIE ST (25161 RiGARAkRE (12561) P
Btk i ks i

Mm%z v7F=1>> (mg/dL) 243 0.10+0.122 113 0.02+0.089 <0.001
VT F =y YT 7 A (mL/min) 243 —9.0 (-16.9,0.4) 113 -3.0 (-10.3,3.5) <0.001
UPCR® (%) 241 -13.8 (-37.5,222) 113 72 (-14.6,45.9) <0.001
UACR® (%) 240 -16.3 (-43.7,22.5) 116 54 (-18.7,52.8) <0.001
JRHRBP /7 L7 F =1 (%) 242 —22.5 (-53.8,12.6) 115 244 (-212,61.9) <0.001
RHEB-2MG,/ 7 LT F = ke (%) 237 -42.7 (=72.1,10.9) 114 189 (-23.7,77.9) <0.001

* frFe Ik
P R—=R T A G DI EAY BT R 2
¢ NR=RT A inbOEALEO T IAE (M5 ALAE)

4 van Elteren test

#8514 48 AROBEEED T ELEERBE/NT A —4F : BIAE (ATVa/r XX ATV2/COBI+F/TDF)
(292-0109 :XER)

AFE ST (40261) RiG AR (19961) P
ks T itk i

Mm%z v7F=1>> (mg/dL) 394 0.01+0.119 180 0.04+0.103 0.003
VT F=rs YT T A (mL/min) 394 0.6 (-7.2,89) 179 -33 (-10.6,3.8) <0.001
UPCR® (%) 392 279 (-52.5,2.6) 186 9.1 (-21.4,45.7) <0.001
UACR® (%) 389 -19.0 (-46.6,15.4) 190 12.5 (-26.8,61.0) <0.001
JRHRBP /7 L7 F =1 (%) 394 —41.8 (-68.9,-11.3) 186 113 (-20.9,74.7) <0.001
RHEB-2MG,/ 7 LT F =2 ke (%) 388 —66.4 (-86.9,-29.3) 184 15.0 (-36.9,81.9) <0.001

ot il
P R—=R T A G OB BT R 2
¢ NR=RF A inbOEALEO T IAE (15 (LAE)

4 van Elteren test

V. {RRICET 5HA -27-



‘5% 48 BRDEEMEED EEZLBRIRE/NT A —4F - HIAR (STB) @
(292-0109 EX5%)

AFE ST (30661) RiG AR (153f61) P
itk 1 Btk i

Mm%z v7F=1>> (mg/dL) 302 -0.02:0.108 150 0.03+0.108 <0.001
VT F=rs YT T A (mL/min) 301 2.0 (-5.2,9.6) 149 -3.7 (-103,3.7) <0.001
UPCR® (%) 302 -16.2 (-43.8,20.5) 149 13.7 (-14.1,69.0) <0.001
UACR® (%) 299 -17.7 (-45.0,23.8) 147 7.7 (-27.3,63.1) <0.001
JRHRBP /7 L7 F =1 (%) 299 —28.6 (-60.3,2.9) 148 274 (-14.5,126.1) <0.001
RHEB-2MG,/ 7 LT F =2k (%) 294 —433 (-745,19) 145 20.8 (-33.9,140.2) <0.001

* fFe Ik
P R—=R T A G OB BT R 2
¢ NR=RT A ipbOEACEDO T IAE (P53 ALAE)

4 van Elteren test

R=RFA UMDY LT7FZ2Y )T 50 ADHERE (292-0109 5XER)

—O—FFREH —e— niAERRR oh {8 + PU 53 i (i
AR ) AR AARRSE
(mL/min) EFV/FTC/TDF (mL/min) | 7—ABL#ZATV+FTC/TDF (mL/min) STB
104 104 10+
~
|
2 J IﬁLjﬁ
2 o ] . 06 of 2.0
> -3.0 -3.3 *"’\%—37
H
s P~
& 101 T 90 o -10-
z
it
-20 T T T 1 -20 T T T 1 -20 T T T 1
- 0 12 24 36 48(@@) 0 12 24 36 48(@) 0 12 24 36 48(E)
FHIESE 251 248 244 245 243 402 402 398 395 394 306 305 303 304 301
WAREER 125 123 121 116 113 199 195 189 182 179 153 153 151 150 149
HIZBT DLt >

jtﬂa&“a’ WAL R ONEMED BB 2 JE LT, £ ORGSR, 5 48 WRFOFEE O RIL, KEVE Ui
AFNEGHE 1.47%, AEHGIRGRE —0.34% TH 0 | JEHENS A G5-HE 1.56%., REHAkRGRE—0.44% CTd -
Too 72, BNREIKGRE &L, ARBIBEGREDO TN, BHEEDX—ATA D DELRIZONT 3% % H
Z BV DFRD BT WEERE D72, 3% &R DIEMDBFRD LT WBRE N LT,

’5% 48 BRDBEEED TR (292-0109 5X8R)

| vs. BT kGS
A G BTk R $%V5“ﬁf&2#
959 477 P *® S
(959 #4il) (477 ) il (5% A )
KBRE AL DXA f#AT (869 1) (428 f51])
1.807
L, 4157 it 7‘14 [V —
B85 FE D 2L 2R O LY fEAE YR 75 (%) 1.468+2.7136 0.340+2.8280 p<0.001 (1488, 2.126)
BHEELH T 2 —RIO#EREE &
BEED 3%% B2 5 (%) 32 12.6
BEFED 3%% B2 58 (%) 21.4 7.5
NEHE DXA fifhT (881 f3il) (436 1)
2.000
S B2 [AF 7R 2 MZAA il = 0, —
B2 DAL RO Y EHE YR ZE (%) 1.557+3.8441 0.443+4.1387 p<0.001 (1549, 2.452)
BEERLAT Y —BlOWEREES
BHEIED 3%% 2 DWW (%) 7.9 19.3
BEED 3%EBZDHEM (%) 33.0 13.3

2 Wilcoxon rank sum test
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R—ZASA DL DKRBEEGBRVOEHICE (+THEEEDHTE (292-0109 HHER)

KBR & GLER fE #
(%) o
g %
—O— KEUREH - AUAMRER —O— ARIEER  —e-- AAEMRE
’F 2 ~A 2
|
2 Z —
> 14 5 14
g 1
> > .
b L e —— < i H» Q¢ s T T 'f ______________________
: I : 5 —
D -1 A4
= z
1t 1t
® 2 = 21
T (95%{SHEXR) T (95%{EHRR)
-3 . , 3 , -
50 ” B o2 e o
;i{gzzﬁ zglgg ggg ggg Eﬁf‘ﬁémﬁﬁ 457 437 436

2) REMHB
AP L

(5) BE -RERHER

1) BESOFE
WRHE )N D PR DO BHERERE E N & 5 HIV-1 JEYYERE 2 515 & LT, $#5:% 24 BRI 2 ARH OB
HE X T A — 2Tt 2 BB A2 5 45 T AREGR R (292-0112 3BR) % Eli L7-,
KFN 2 ¥ 5 L= 358 DB MER VeV T 1 7 7 A MTHOWNT, BHERENIER 0 HIV-1 FYE R L 5
BRI SN0t T, N—=ATA VO VT F =27 VT T AN 50 mL/min P _E R
THERE 2R L7255, ARIOERERMG% D7 LT F=0 7 V7T 7 0 ADOHEBIGEW TR e h

ST,

R=RFA WMDY LT7FZY )T 50 AD#RE (292-0112 FHER)

(mL/min)
107 —m— R—Z5UBEOILPF= YT IR 50mL/minki
- AR UBEDILTFFZL YU TS 50mL/minkl £

~
|
2
= /“\'
:f _-A1
> =
h S o
5 1=
)
E
1t
_8,
R & (P9 493 L&)
-10 T T T T T T T T 1
0 4 8 12 16 24 36 48 60 72 ()
FEBIH
N=Z51VBD
JLFFZUHYT5 SomuminkE 80 79 80 75 78 76 73 72 73 73
N=ZT1 D
JUPFZLUPFLZ S0mL/minklt 162 161 158 160 156 157 154 153 151 150
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TAETTIENK DRI AS ko
VT F= 7 )T T AN 15mL/min PL_E 30 mL/min R O FEE OBEREE E 4 F 9 5545 JF
BT 12381 5, EVG 150 mg & U COBI 150 mg #% 5D EVG & T COBI ® AUC 1%, 7 L7 F=
Y7 VT T AH 90 mL/min BBOHERF X L, ZIEIUR 25%E N R UW) 25% E5 L7z,
TAHARUTEEL
JLVTF=27 )T T AN 30 mL/min ARl O BE OBERERE A2 G T L5 WBRE IR D, FIC
200 mg B[AEFFD FTC @ Cnax S NAUC 1E, 7 LT F =227 U7 T 2 A7) 80 mL/min # DO YR A 12
L, FIEIUR 30% K O 200% 5 L7z,

T/REN TTT7=2FI R
V7T F=27 )T T AN 15 mL/min PA_E 30 mL/min AR OB JE OB REEE 289 H85E JE
BHTERE) 2B 5, TAF 25 mg HE# GO TAF O Cox XKINAUC 1Z, Z LT F =02 VT IR
7% 90 mL/min B OPRE TR L, TNEI 9% KD 2% EFH- L, TFV @ Crna X N AUC 1E, ZHZEH
179% K O 474% L5 L7,

2) FEEOEE
TAETFTSEALERIE AL v ko
452 B O FFA EREE (Child-Pugh 45382 5 2 B) 24 2 98r % 12351) %, EVG 150 mg & X COBI 150 mg
#5050 EVG KUY COBI @ AUC I3, JTEEREIEH #ERF 126k L, EVG TiX 35% L5 L7223, COBI T
IERITRRD Sie otz Y,

TAHARUTEEY
JREREREE 2 9 D BT 12301 A 3 EhRE 1T ET L T2y,

FTIRENL TTT2F IR
B OATFREREME T (Child-Pugh 732 7 X A) BT 2 #ERFIZH1T 5, TAF 25 mg H A 5D TAF
D Cmax LY AUC 1L, FFHEREIEF R E IZXI L, TN %L 8%IE T L, TFV @ Cra & Y AUC
X, ZTNEN3%E O NRBET Uiz, £z, TEEOATFHRERT (Child-Pugh /3382 7 A B) #HT5
WERE I ZF 1T %, TAF 25 mg H[E[F 5850 TAF O Cuw KON AUC 1F, ATHEEEIEHHBRE TG L, Th
i 19% KL N 13% EH- L, TFV @ Coax X OVAUC 1E, FNEN 12% KL D 3%IK T L7z,

3) /MR
PUHIV FEIZ K D IBHGRRERDS 7V /N E HIV-1 R YSE B 48 f (12 5k BA 1 18 F ATl TR 35 kg A 1) %
RGBT, AR E e LT 3EmERE, 2ok, ARMEROHTY A /L AIEMEZ FH3 2 55 1L/ T A ERR R
B (292-0106 36% Cohort 1) % Fjim L 7=,
INRABRE N AHN B ¥ - L 1ZBR D EVG, FTC } ONTFV OB B 1T, s ABEERE (292-0102 345 & 11292-0103
RER) EFRRETho T, NEWEBREIZE T D COBI O tme LIS OURETE £ ] O TAF ORI, R
FH LB L TRMETH - 7208, £ OBRE RO SAMOFMIL, AR OARNER O LM HERR STV DAL
N 2 ke b U725 T FRERIRRRER (292-0104 3RABR) (12351) D COBIL D tmax LAY DUETE 8 J O TAF O
IR % 5 D3 AT DFHAN T H > 72,
AR D1 514 24 RFD T A /v 2R (I H HIV-1 RNA 573 50 copies/mL Aifi) 1% 91.3%
THY, MABREITEL LTSA RO NEDSHEGR STz, ZRMIEIZ OV T R AR R
n, MNEREHHEOBWERIZRO o oTe, £, ABIOFG% 24 BIGFOEME, KOSEHREERS £
BOEBEZ A7 (BE - FEMICE VL) ITX—Z2T7 A Vb OEERRO Lo T=Z Linb,
INREREFEOFRCEEE RS 20BN,

V. {RRICET 5HA -30-



EVG, COBI, FTC, TAF RU TFV OEYENRE/NF A —42 L (292-0106 588 Cohort 1)

AUCu® Cinax Curough
EVG 105.78 (94.66, 118.21) 108.05 (97.87, 119.30) 69.31 (52.79,91.01)
COBI 78.95 (68.68,90.75) 78.60 (69.71, 88.62) 60.41 (39.13, 93.26)
FTC 117.08 (106.68, 128.49) 113.44 (103.49, 124.35) 97.49 (83.42,113.94)
TAF 70.72 (56.12, 89.11) 77.71 (59.88, 100.85) -
TFV 87.60 (81.23,94.47) 91.50 (83.93,99.75) 86.94 (79.73, 94.81)

() &7 A =2 DO/NRBF & AYERE & O8N _FEHEOL (%) KUY0%EEIXE 2R Uiz, B ARERE OREIX
292-01027 5% & 10292-010378 5k & FHV =
HEREIT 2 BRE, 292-01067%5k Cohort 1DJERFISIZ24%51, 292-010275 K& 10292-0103 3BR Ol i3k 352451
a7 /HREN TTF7xF 3 FIFAUC &= LT-

B5% 24 AEDOEH, RUBEHZREFOBEEZAAT7DR—RASA UMD EIL
(292-0106 iXE& Cohort 1)

NEEHE SR 2 PR < A5
%k HBHEZA2T %k HBHEZA2T
N—=RF A UMl 21 ~0.84+1.201 20 ~0.44+1.007
B 5% 24 Ry 21 ~0.08+0.391 20 —0.10£0.256

(%) FEERERER AL (R - Fic X D)

PLHIV FEIZ L DR BV, T A L AFRTIIH & T D HIV-1 EGYE/ N B 23 #] (6 mlh |
12 ARG OIRE 25 kg LA E) ZXFGT, AFIZ G L-BRo3kyEhie, Z2atk, AEMEROPLY A LA
TEE 2 B3 2 8 VI ARG PR SRBR  (292-0106 #AB& Cohort 2) % 3 L 7=,
INEEBRE AR K 2 L 7=B8 D, EVG, COBI, FTC, TAF } O TFV OB &1L, EVG @ Cyroun TR X
WIS AR OIREE & & R L TORRVMEZ R L7, EVG @ Crougn 1B LTI, BRABBRF (21
NTNRERFE O T PMEAEZ R LT b DD, ICosfil (44.5 ng/mL) O 8 fEDMAEHIRE TH o7=, £z
TFV @ AUCuw (2B LTI, ARABEBRE (L CONRBERE DD 522% 03> 7e b DD, FRABRE 12
TDF 300 mg # 8¢5 L72 & & D AUC 2D L, 55D 1 Thotz, TD X, RABRE I~
TNREERE CIEOCRmWVIBZE R A R LT, WO OBREES, HIV-1 EYUE R B ITARHF X
X STB ™ ZH 5. L7-BEOBRBEREOFKIHANTH - 7=,
AR D1 514 24 WRFD T A v 27 pH) = (IEH HIV-1 RNA #7° 50 copies/mL i) 1% 100%
Tholz, BEMICOW IR R DRSSz, £72, B, ROUHEEZ RS 25 OFBEIC-D
WT, R=ZATA U NLAAFEGH% 24 BEETDZ 227 (FE - FEHICKVIE) OZ(b&EZ VT
FHI L7z & &, Flinn b PRI S D ERARIREEE L (BEED Z 2 a7 73-2.0 BLT) 23588 HALTSERIE72
Mmotz, BT, NR—=RAT A4 UnbEG% 24 BRFE TOERH~—I—DElIZHB N TYH, BRIOZE
RITBDOONRhoTeZ &nb, NEBEOBBMRICEEZ RITI W EEZ B,

FE) ek

EVG, COBI, FTC, TAF XU TFV OEYENRE/NZ A —42 L (292-0106 588 Cohort 2)

AUCu® Cinax Curough
EVG 134.05 (103.86, 173.00) 141.29 (115.31,173.12) 85.51 ( 55.01,132.92)
COBI 157.71 (125.79,197.73) 127.01 ( 97.64, 165.21) 171.21 ( 94.71,309.51)
FTC 175.03 (159.57,191.98) 163.55 (145.11, 184.34) 125.42 (107.40, 146.47)
TAF 170.66 (146.50, 198.81) 181.61 (146.42,225.26) -
TFV 152.21 (142.26, 162.84) 172.99 (161.08, 185.79) 143.25 (132.30, 155.10)

() &7 A =2 O/NRBF & AYERE & O8N _FFHEOL (%) KUY0%EEIXE 2R Uiz, B ARERE OREIX
EVG, COBI, FTCIZEWTi%292-010258%5k, TAF, TFVIZETiH292-0104/0111765% % v 7=
BEUERT 2R &, 292-0106385% Cohort 2DAEGIEIZ23/51, 292-0102588R DLEFIRUE 1961, 292-0104/011 1788k DAEFI%K 1%

TAF539%3], TFV841f

a7 /HREN TT77x2F I FIFAUCZE T LT

V.

TBHRICBE9 D IHA
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5% 24 BAREDEH, RUBEREZREBDBEEZ A T7NDEILE (292-0106 X5 Cohort 2)

MEEHE SR 2 PR < =5
%k HHEZA2T %k HHEZA2T
N—RF A Ml 21 —0.56 +0.829 21 —0.74 +0.978
B 5% 24 R 21 0.05 +0.414 21 —0.10+0.207

(%) FEERERER AL (R - Fic X D)

(6) AmAEIER

1) ERMBERE (—REARERE BECARERE FRARBELEAZ), WERTRT —2IX—XH
B RERTRERABRORNS

OFEAERE (EiEH)
HIV-1 J&YEBFE 265 & LT, BRI, RRGIEFN TR O ERE T T2 et & OV D 2 iR
o

QuRICH T R EFEAMERE (EfEH)
HIV-1 E&YERE (R 500 x5l LT, KR, SRGEFIZ TARAOM 5 T T o & OH
RO T 2 7ML R T D,

QMNRICHT D EFEAMERAE (EfEH)
HIV-1 e ONR) x5 s LT, Al S5IEENS TARAIOM HER T Co/NE~DREIZE]
TR EHERT D,

2) RRBEHLELTERFEONBXITER L -3AE - REBROME
M—5—(1)&RSM) DHESR

(7) Z 0t
AR L

V. {RRICET 5HA -32-



VI. EEE(ICEHI HEHE

1. ZEZHICEEH HILEYMRIILEYEE
AT TT—F¥HERK: ST T NB ) oL KLVT 7L FRNIOL EI27 770D
N
FyEN BT AERIA T - U F T EL
BRI SRR ER . D RT VY, IIT7 VY, TADENERREE, 7/ R Y TakirT
~ VERYE

EE O DM OMREIINREFL, FEHOBTIRLESZMT D L,

2. XEER
(1) 1EFRERML - YERREF
TAETF TN
EVG (%, HIV-1 £ > 7 77 —BOEHETHD, 4 77 7—EBDOHEIZL Y, HIV-DNA OfF 3 DNA
~ORLAIABZ M A, HIV-1 70 U A NV ZADTERE O A )V ZA¥IEZ LT 5, EVG X, & F FaRA
IAZG—=FPIEOTILDOWNTHHEEL WY,

JBE YV AZ b
COBI %, CYP3A OIEIRMLIHEIKTH D 9,

TAHARUTEEY
FTC IX, YTV OEMX 7 LAY RFHERTHY, MIBANERICLY Y UBMbSho AN 2
VS Y UEEERD D, T ARNY UHE Y S-Z ) UERIE HIV-1 WEREBEEOEE TH LT AT VT
DS E) R EATH L RO T A L A DNAIZH Y A £ 4721412 DNA S E A =1k S8 %
ZEITE Y, HIV-1 SRR OIS IRET 2, WHABEODNAKRY A F7—F o, B, e KX b=
RUTZDNAKRY AT—EyIiZfdHTL ) Z ey S-=U VEROEERITZIHN Y,

T/HREN TTT7=2FI N

TAF (X, TFV DR AR T 2 K70 R v 7 Q-FT4X2 75 ) v v— U VERFEIR) Th D, TAF
&, Mg OZEERE <, MRNZEREEZ G L, RIELEZERE O~ a7y —HohT 7o A
(2 R VARG R 2 52 T THRIIAINIC TFV 5% 5, D%, MlNEERICL > T Va2, 7
JARENL Y U (TFV-DP) L72% 9, TFV-DP (%, HIV-1 Wiz GEEORE THLT XL T T/
5= U EHEAGT D 2 L KOV DNA [T IAENT-1£IC DNA iR A1F I SE 5 2 L2 kb,
HIV-1 Wl G EEZE OIEMEAPLET 5, WILEDO DNARY A5 —F q, pLNI h=z FU 7 DNAKRY
AT —¥ y x4 5 TFV-DP OEEEHITFT 19,

(2) EzhFE 1T DRERAAE
1) o4 JLRERA (in vitro)
EVG, FTC } O} TAF % Hiflalsa 5 TRl L72fER, FERBIRPIY A LV RIEWNRBO bivlz, £7-, COBI
ZIN % T% EVG, FTC KT TAF OFHL 7 A L ATEMIIMER S v,
TAETTTEN
b~ T U SRR, BEK~ 7 v 7y — U ORI Y BRI BRI 42 VL C, HIV-1
D FEERERR N O R 0 BERR ISk 45 EVG OFT 7 A )V ATEMEFEE L2, EVG @ 50%BHEREE (ECso
) 12 0.02~1.7nM OFIFATH 7= 11,

V1. #EhHEH B A IEH -33-



b AK b
COBI %, HIV-1, HBV ZOYHCV IZx9 280 A LV AiEREZH &, £7-, EVG, FIC 5 \\Z TFV
DPLT A NV ATEHIC T 2 HEPUERIZRRD b en o7 12,

TARMNYTUEEV
b N T U/ 3FEREE IR, MAGI-CCRS #Hfiatk & O PBMC #IRERE Ml 2 VT, HIV-1 0325
BRI O IR 53 BERR (253~ % FTC OFt D A L ATEME 25 L 72, FTC @ ECso fil%, 0.0013~0.64 pM

P THoT DM,

FIREN TTFTT72F IR
b N T U o SFERERIIARK, HEK "~ 7 v 77—V KOS ML Y o SERPIMEE & Ml 4 IV C, HIV-1
D FEBR IR M OB IR S BERR |2 %35 TAF OHL ™ A /L ATEME A 24 L 72, TAF @ ECsofiii3, 0.1~15.7 nM
OFFATH 7219,

2) ZEHIm 4%
MDin vitro X E&
TAETTTEN
In vitro i8R CTFHE S VI EVG ISR DS DMK T L7 HIV-10BERRIZIE, A 7 7 7 — B D T66A/,
E92G/Q, S147G K& TN QI48R NEEAR L L TR LTz, Fio, EELENFEO L7 HIV-1 Z8f
FRIZ1Z, DIOE, S17N, H51Y, F121Y, S153F/Y, E157Q, D232N, R263K K TR V28IM &3R8 b7,

TARYTEEY
FTC (2% BIEZ RN FIE, HIV-1 WERE SR O M184V/T 85 L B 3R bz 19,

FIREL TT72F IR
TAF (254 2 DMK T L7z HIV-1 Z0HERR Tlid, K65SR AR FBLL TV, KT70E 28§ —uiikl
R L 1,

QEGREER
PLHIV 312 X BIRFRRER N 72\ HIV-1 JRYWE g 2 55 & U 73 B AR EG AR A BR (292-0104/0111 7-5R)

[V—5—4)— DAMERGERBRO] DHEZSH

BFLHIV 3K L A I80ERER N 0, 7 A LA RICHIH ST D HIV-1 JRYSERE 2518 b U 1EsE
AR G R RABR  (292-0109 745R)
V—5—&)— DAIMERGFEARRO) OEBM

3) REMM

EVG (it HIV-1 Z3BfERRIL FTC & TEV Tk L TR ZEMMEZ 7~ &9°, FTC & TFV it HIV-1 53

BRIZ EVG 2% U TR ZEM M 2 7R S 72702 72 19,

TAETTTEIN
EVG MET A VA1, BROFBEEL OIS LT, A7 77 —BHEETHDL T VT 7T Ext
LU Chk & 2R E O RZZEMME 2 797, TOOVA ZBEEZFFDO T A VAT T NVT 7T ETKET DI A #E
FFLTWED, ZOMDIZEALED EVG MHED A VAIXTNT 7T AT DS HEME T Lz,
EVG XX T VT 7T EAMMEERZ > A LV RIX RVT 75 EVICRT AR 2 /R L7 1920,

TAHARUTEEY
REIE R 1A 5 S P 3K 0 [ C AR ZEMME 3 F8 8 B AL 7= FTC it D M184V/1 8 B % 479~ 5 HIV-1 BRI
TIT VK L CREMMEE R U2, £72, TABENL, X ) U RONTEV O 52X Y invivo
THIEL L7z K65R ZE R 4434 % HIV-1 kT, FTC x4 DS MEDIK F sl Sz 112,

VI. SE5h3EPcB4 5 1EH -34-



TIEREN TT77=2F3 K
K65R J& OX K70 2558 % 5> HIV-1 #ki%, T ABENL, DX )0 ® 53700, FTC RO TEV T
P DREZMEDOIK T 27890, ¥ N7 VAT D RS2 MR 5, T69S —Hffi AZL 5 L K65R
ZET QUSIM MAERERD, BRI TR EERICZAMMEZ < HIV-1 1%, TFV 295
DML T &R LTz 22029,
) eIk

(3) YRR SRR - FaRER
BRI L
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VII. EYEREICEY HIEB

1. Mo RED S
(1) B LA TR
MRS L

(2 ERRABRTHRE IN-ITEE

1) BEEHKRE5HER

® BRAIZHITBmE
TR B 12 BN AH 1 52 % W38 A (413 keal, 20%23 5 1 3ke) 18 BB 14 (B [mIFE O % 5- L 72 EVG,
COBI, FTC, TAF KU TFV O IR EEHER K O EN GBS T A — & 2R 2,

HERO/ SO EVG, COBI, FTC, TAF XU TFV (OmiEhEEH#T

10000 P EVG
—O— COBI
—{1— FTC
1000 ‘ TFV
— = TAF
% 100
ia
=
B 0 ™
(ng/mL)
—— —— o
1 \O
EHiE
0.1+ \ \ \ \ \ |
0 8 16 24 32 40 48
BER (hr)

HERO/ SO EVG, COBI, FTC, TAF RUTFV QOEMEFEE/NS A —4

EVG COBI FTC TAF TFV

tmax (hr) 40 (3.0-5.0) | 2.5 (20-50) | 2.0 (1.0-4.0) | 1.0 (0.3-2.0) | 2.0 (1.0-3.0)
Cax  (ng/mL) 2.5+0.4 1.140.3 2.8+0.7 0.16+0.08 0.01£0.00
tip (hr) 6.0+1.3 3.240.8 13.143.1 0.42+0.06 42.5+4.2
AUCiy¢ (pg-hr/mL) 32.3+7.9 6.9+2.9 14.242.8 0.15+0.03 0.29:+0.05

SRR AE R 72, 12 6] (TAF O tin D& 3 B1), tmax 1 TR (Fe/ME — KA

VIL. SEyEhiglc B4 5 A -36-



@ SEAIZHITBEE
fEEERE N 10 Bl AH] 1§24 @R (400 keal, 13%23MENGHSK) EEEICHBRE O #& 5 L72FF 0 EVG,
COBI, FTC, TAF K ONTFV O IR EHER K NS ERE N T A — X ZIRT,

HERO{/ SO EVG, COBI, FTC, TAF XU TFV O MmigtEE#HTE

10000 —e— EVG
—O— Cosl
—— FTC
1000 —— TFV
—— TAF

% 100
&
=
E 10
(ng/mL)
1
0.1+ \ \ \ \ \ \
0 8 16 24 32 40 48
BFfE (hr)

HERZEOFZSED EVG, COBI, FTC, TAF RU TFV OEWEIEE/NT A —4

EVG COBI FTC TAF TFV
tmax (hr) 4.0 (3.0-12.0) 2.8 (2.0-5.0) 1.5 (1.0-3.0) 0.75(0.25-1.50) | 1.3 (0.3-2.0)
Crmax (pg/mL) 2.5£10.7 0.8£0.4 24%£0.5 0.260.10 0.01£0.00
tip (hr) 44*1.1 3.7x1.4 29.2%8.8 0.49%0.095 47.7%£9.3
AUCpg (pg-hr/mL) 30.5£13.2 5.6+3.2 12.3£2.1 0.2320.07 0.23£0.04
AUCinr (pg-hr/mL) 31.1£12.9 5.7%x3.2 12.6E£2.1 0.24%0.07 0.34%0.05

FIEARER S, 10 B, tmax @ PUAE R/ IME — F R AE)

VIL. SEyEhiglc B4 5 A -37-



2) RIEH‘RGHAR

@ SNEADBERANIZETSREE
TR 8 BIICAH 1 BEZ REZIC 1 B 1 RIKEROESG LREOEKABIZI T 5 EVG, COBI, FTC,
TAF } O TFV O i i BEHERS M OB N T A — & R T,

REFZROBESEDEVG, COBI, FTC, TAF XU TFV (Mg 2 EH#TE

10000 —e— EVG
—O— COBI
1000 5 —{— FTC
—o— TFV

—O— TAF

041 \ \ \ \ \ \
0 8 16 24 32 40 48

F¥ i (hr)

REFKLOB SO EVG, COBI, FTC, TAF RU TFV OEMEFEE/NS A —4

EVG COBI FTC TAF TFV
tmax  (hr) 4.0 (1.5-44) 2.8 (1.5-4.0) 1.5 (0.8-2.5) 0.5 (0.5-2.0) 1.1 (0.5-18.0)
Crmax (pg/mL) 3.7£1.2 1.5%+0.5 2.7+04 0.324+0.14 0.02£0.01
tip (hr) 4.0%+09 4.1%£1.5 36.5+5.6 0.5%+0.1 49.0+5.2
AUCqy (pg-hr/mL) 35.8%10.2 10.6+4.2 14.8+34 0.29+0.08" 0.41%0.15
Ciaw (pg/mL) 0.561+0.22 0.03+0.01 0.10%0.04 NC 0.01£0.00

PEMEARVERR S, 8 B, tmax

@ SEAD HIV-1 BREFEBHIZH T DHHE

ARHKIOHF L FHEEREER (292-0102 32ER) 1238V T, HIV-1 BYERE 2 BICAR 1 2 8%IC 1L H 1 EH
RER O E L-KD EVG, COBI, FTC, TAF &KX TFV OEFIRIEIZIBIT B EIRE T A — X %Rt

26)

o

REFKLOB SO EVG, COBI, FTC, TAF RU TFV OEMEFEE/NS A —4

PR (/M — R RME), * @ AUChg, NC: REMH

EVG COBI FTC TAF TFV
tmax  (hr) 3.9 (1.5-12.0) 3.0 (1.5-5.0) 1.5 (0.5-4.0) 1.0 (0.3-3.0) 3.0 (0.8-8.0)
Cunax  (pg/mL) 2.1+0.7 1.5x0.4 2.1+04 0.23%0.15 0.02+0.00
tip (hr) 6.9*1.2 3.2+0.7 6.5+0.9 0.6+0.3 48.1+31.2
AUCqy (pg+hr/mL) 22.8+7.9 9.5+3.2 11.7+£1.9 0.23£0.11 0.33%0.05
Cirougn (pg/mL) 0.29+0.18 0.0240.02 0.100.04 NC 0.010.00

SESEHAE AR ZZ, 19 5] (EVG, FTC @ tip 1% 18 fil, TEV O tip % 15 ),

tmax TR (/M — R OKA), NC @ REH

VIL. SEyEhiglc B4 5 A
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(3) s
BRI L

(4) BE - HtAXDEE

1) BEDOEE

@ BRAZHITZHE
AR R AN M 12 BINCAH] 1 §E 2 25 ERFIC R A& G- L oG, HiERE (413 keal, 20%23ENGHR)
s & bl UC, EVG @ Cinax XY AUCing 1, Z4LZEHL 57% M OF 50%fK F L7z, COBI, FTC, TAF KT}
TFV @ Ciax Y X AUCins 1%, ZHEN 2%IE TR O 15% E5- . T%IER T RN 1% B 6% O 10%(E . 4%
EREO3NET Lz, —F, BB (HEANRE RU 7 250 keal, 32%0MENHHK) fEHE & iE A
iy & ol Tl%, EVG, COBI, FTC, TAF KX TFV @ Ciax & N AUCinelZ, T EH 12% K O 2% E5-.
5% K N 15% E5F-. 4% EF ROV I%IE T, 4% EF R ON2%E T, 4% 00 3% B L7 29,

EVG O miFhREHE
100007 —— HER
—{— BR#%
—— ZERF
1000
m
i
= 100
=
B
(ng/mL)
10
Tl
;
0 8 6 24 2 40 s
BER (hr)

@ SNEANZHITZEE

TERERR N 39 BIICAHI 1 §E 2 ZEERFIC MERR D& 5 Lo 5a, BR (373 keal, 20%23EHHIE) BHURF &
Lol U C EVG @ Cinax 2O AUCine 13, ZHEH 18% K% TN 26%(K F L, COBI 28 FTC @ Cinax & ¥ AUCing
X RFREETH o 72, TAF @ Comax X N AUCine 1F, TLEHL 47% EF KON 13%(EK T L, TFV @ Ciax & OV AUCing
%, ENEN 19% EA RO 2% T Lz, —F, @AEE (800 keal, 50%23AENIHI) BEURE & ik L
7235, ZEMERF T, EVG @ Cra X TN AUCint 1, £V 1 36% K% T 46%{K F L, COBI @ Cmax S U8 AUCint
X, TR 32%K T 21% E5H- L, FTC @ Cra &Y AUCins I X [FIFRE TIH 72, TAF @ Ciax & T AUCing
1%, ZZEH 58% LA KN I5%IK T L, TFV @ Crax X TN AUCine 1%, ZAVE 19% LA KON 1% T L7z,
EVG OZEERE, AR L OE AR B BUR O i PR EHERS 2 3,

VIL. SEyEhiglc B4 5 A -39-



EVG O ImiEdhREH%

10000

ZPREEF
BTN
SRR R IR

tvt

1 T T T T
0 8 16 24 32 40 48

BER (hr)

2) HREOEE
TEEER T L, AREISUIAFI OGRS 2 E AT 5 5UH) & O A 5 L= o, AFIOF RS T
PR ZR DO IR BENRE~ D BB 2 RN R T,

HARXRKZERD EVC DENEB/ANF A -4

{3 F 3R D ) COBI Xi% | fi AR ZIFORTED VG
K o I
(URATES ‘ EVG O & ol YRR T A — 5 L (90%(EHHX[H])
-Gk RTVOME | &
Cmax AUC Cmin
20 mL
N 0.95 0.96 1.04
4hr Hyj 8
(0.84, 1.07) (0.88, 1.04) (0.93, 1.17)
LSE]
20 mL
0.98 0.98 1.00
. 4hr 1% 10
VTR L RTV (0.88, 1.10) (0.91, 1.06) (0.90, 1.11)
F[A] 50 mg
TNI=T L 100 mg
20 mL F[m]
& A il A 27 N HifA] 0.82 0.85 0.90
2hr HYj 11
(0.74, 0.91) (0.79, 0.91) (0.82, 0.99)
LSE]
20 mL
0.79 0.80 0.80
2hr 1% 10
(0.71, 0.88) (0.75, 0.86) (0.73, 0.89)
LSE]
COBI
VRVIZA 10 mg 150 mg 0.91 0.92 0.88
150 mg 16
ABTF B L==A TS| 1 H1[A"® (0.85, 0.98) (0.87, 0.98) (0.81, 0.96)
1 H 1A
40 mg
1.02 1.03 1.18
12hr % 10
COBI (0.89, 1.17) (0.95, 1.13) (1.05, 1.32)
) 1 H 1A 150 mg
TrEFTD 150 mg
40 mg =R e
1 B 1HE 1.00 1.03 1.07
[Fl 16
(0.92, 1.10) (0.98, 1.08) (0.98, 1.17)
1A 1

VIL. SEyEhiglc B4 5 A -40-



fl A OF I, SEOF RO EVG 0

X IRAE SO¥ER-+ COBI X% | f
(URATES ‘ EVG O & ol YRR T A — 5 L (90%(EHHX[H])
- Gk RTVOME | &
Cmax AUC Cmin
. RTV
g hatry— 200 mg 150 mg 1.17 1.48 1.67
100 mg 18
JL 29 1 H2[H 1 H1[H (1.04, 1.33) (1.36, 1.62) (1.48,1.88)
1 H 1[H]
. COBI
LI /RAE L . 90/400 mg 150 mg 0.98 1.11 1.46
SN 150 mg 30
VARATENL0 1 H 1A 1 H1[a"® LB 1 (0.90, 1.07) (1.02, 1.20) (1.28, 1.66)
40 mg RTV
N 50 mg 0.93 0.99 0.94
2hr Fij 100 mg 9
1 H1[H (0.83, 1.04) (0.91, 1.07) (0.85, 1.04)
1 B 1H 1 B 1HE
o 20 mg
FATZ o 1.16 1.10 1.13
X 2hr H 11
V=27 COBI (1.04, 1.30) (1.02, 1.19) (0.96, 1.34)
1 H 1M 150 mg
150 mg
20 mg =R E
1 B 1HE 1.03 1.05 1.10
12hr % 11
(0.92, 1.15) (0.93, 1.18) (0.92, 1.32)
1A 1[H
COBI
. 150 mg 150 mg 0.91 0.79 0.33
Vo757 7F 3 B 150 mg 12
b B 1 (=] 1 H1[H (0.84, 0.99) (0.74, 0.85) (0.27, 0.40)
1A 1[H
COBI
w7 AN 10 mg 150 mg 0.94 1.02 0.98
150 mg 10
ABTF 3 H[H] 1 H1[H (0.83, 1.07) (091, 1.14) (0.83, 1.16)
1A 1[H
COBI
_ 50 mg 150 mg 0.88 0.94 0.99
EARTY D 150 mg 19
H[H] 1 H1[FE® (0.82,0.93) (0.89, 0.98) (0.93, 1.05)
1 H1[E®
o COBI
VIRATZEIL - | 400/100 mg 150 mg 0.87 0.94 1.08
i . 150 mg 24
UZAV S V% 1 B 1E 1 H1[FE® (0.80, 0.94) (0.88, 1.00) (0.97, 1.20)
1A 1[E®
VIRATZ BV« |400/100/100 mg
COBI
YL Z A YL - +Voxilaprevir 150 mg 0.79 0.94 1.32
150 mg 29
Voxilaprevir 100 mg 1 H1[A® LB 1E® (0.75, 0.85) (0.88, 1.00) (1.17, 1.49)
(HAAAGR) S| 1A 1[H
@ EVG B #e 5.7 & oFfE] (hr @ FEfH])
b A% T2 S Eh R
VIL. ZEhelZfa4 5 H A -41-




GHrREEEED COBl DENENE/NF A —42 1

FAIOF RS, FEOFAIERF > COBI O

3 RS {ﬁ;ﬁ%@)}ﬁ%' {&‘IJ SEE L 0 — =
K g EVGDOfi& | COBIOHE | . SRMENRE X T A —H Lt (90% (S FE X M)
Coox AUC Conin
7 R 10 mg 150 mg 150 mg 6 1.03 1.00 1.10
ABF W m) 1 H 1" 1 H 1" (0.98, 1.07) (0.96, 1.04) (0.98, 1.23)
1422122 0 1.04 1.05 1.15
CH 1 50 (0.99, 1.08) (1.02, 1.08) (1.06, 1.26)
Ty EF VL 20 meg 20 mg
o, 6 1.06 1.03 111
- (0.99, 1.13) 0.97, 1.11) (1.00, 1.24)
YAATEN - | 400/100 mg 150 mg 150 mg ” 1.16 1.30 2.03
sz 1H L 1 H 1" 1 H 1" (1.09, 1.23) (1.23,1.38) (1.67,2.48)
VRATE I -
SAEATEL | 4001100100 mg
PILRF ALV | +Voxilaprevir 150 mg 150 mg 2 1.23 1.50 3.50
Voxilaprevir 100 mg ERIGE 1 H 1" (1.18, 1.28) (1.44, 1.58) (3.01, 4.07)
(Ers»| T TH
LUSAEL - | 90/400 mg 150 mg 150 mg % 1.23 1.53 3.25
VAEAZTEALO|] 1A 1E NEREEL 1 H 1" (1.15,1.32) (1.45,1.62) (2.88,3.67)
;grn%% . 0.90 0.92 0.93
(0.82, 0.99) (0.85, 1.01) (0.74, 1.17)
e s 1A 1 150 mg 150 mg
FAT G2
20 mg 1 H 1 1A 1
12 45 . 0.94 0.99 1.02
LR (0.85, 1.05) (0.89,1.09) | (0.82,1.28)
. ) 800 mg 150mg 1.06 1.09 111
1 |= 1/36) d
ST 1 H 1 NA triEe | ] oo 1) | (103115 | (098, 1.25)
NA : & 5473

@ COBI #5557 & OWER] - (hr : R§H])
b KH A I T2 S Eh e ER

¢ Cmin @%‘ 10 {EJ

d DRV - COBI & FTC + TAF 7~ VIR % F\V 7= S EhRe R 5

VIL. 3EMpEhhe
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HrRAERSRD FTC DEYERE/ NS A—F L

O FE3K o0 i i HAIGFHEE IEDFFHEED FTC O
N . R H S BE 0= =
SR . FTC ® & ; SENRE ST A —H . (90%(EFE X )
GRS B 5471 R g e
Corax AUC Conin
800 mg+
. ‘ 200 mg 1.13 124 131
L E )L 360
ST COBI 150 mg RAGE 1 (1.02, 1.24) (1.17,1.31) (1.24,1.38)
1 H 1A
600 mg
‘ 200 mg 0.90 0.92 0.92
Lo b 36)
TIT RV 1A 1 1A 1A 081,099 (0.87, 0.96) (0.86, 0.98)
Ze gy
_ 50 mg 200 mg 0.90 0.84 0.94
LRS Yy
wAET Y~ B[] RAGE 19 (0.82, 0.98) (0.81, 0.88) (0.90, 0.99)
VRATE L - 400/100 mg 200 mg o 1.02 1.01 1.02
AULIH AL 1A 1A 1H 1A ¢ (0.97, 1.06) (0.98, 1.04) (0.97, 1.07)
VARATEL . | 400/100/100 mg
AJLINZ AL - +Voxilaprevir 200 mg 29 0.87 0.96 1.14
Voxilaprevir 100 mg ERIEE (0.84,0.91) (0.94, 0.99) (1.09, 1.20)
(ERNFRARR) 3 1A 1A
0.05 mg/kg 200 mg 0.89 0.95 1.03
ISl
szmay 1A 2 [ :RICE 21 (0.83, 0.95) (0.91, 0.99) (0.96, 1.10)
] ] 500 mg 200 mg 0.90 0.93
T AT LD » » 12 N
TAYIEE B[] Hi[A] (0.80, 1.01) (0.87, 0.99) C
LU - 90/400 mg 200 mg M 1.03 0.97 0.95
Yk AT L0 1A 1A 1H 1A ¢ (0.96, 1.11) (0.93, 1.00) (0.91, 0.99)
NC : REH

@ DRV » COBI & FTC + TAF 7~ /Liigth % F\ 7= SE8) BhHE S BR
b ARFEH IR

¢ AHE AV 7= K Eh e B

4 FTC - TDF % i\ 7= 384 e
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HRAREKEERD TAF OEYEE/ NS A —4

B FE3K o0 i i A OFHEEFEOFHEED TAF @

N . IS B ST BE 0= =

B8 ; TAF O & . IRYBHRE T X —Z b (90%(EHE X )

GRS B 5071 " e

Conax AUC Chnin
T RILIRAZF 10 mg 10 mg 16 0.97 1.00 NC
> HA[m] 1 H 1A (0.73, 1.28) (0.84, 1.19)
. 150 mg 8 mg 2.83 2.65
B2 A 36)

SEvAS b 1A 1 EREEE 20 (220,365 (2.29,3.07) NC
LIARZE L - 90/400 mg 10 mg 30 0.90 0.86 NC
VIRA T E L0 1H 1A 1H 1A 0.73, 1.11) (0.78, 0.95)

- 50 mg 10 mg 1.00 0.96
L DIVAL)
wARTY B[] 1A 1[H e 19 (0.86, 1.16) (0.89, 1.03) NC
600 mg
. 40 mg 0.78 0.86
Lo d36)
Al 181 ERACE (0,58, 1.09) (0.72, 1.02) NC
Ze gy
HLF e - 800/150 mg 25 mg . 0.93 0.98 NC

BT AL Y RO 1 H 1A 1H 1A 0.72,1.21) (0.80, 1.19)

VIRATE L - 400/100 mg 10 mg o 0.80 0.87 NC

ANULISE A E L) 1A 1 1A 1@l (0.68, 0.94) (0.81, 0.94)

VARATENL - | 400/100/100 mg
ANILINZ AL - +Voxilaprevir 10 mg 29 0.79 0.93 NC
Voxilaprevir 100 mg LH 1A (0.68, 0.92) (0.85, 1.01)
(ERFRAR) 3 1A 1A
NC : REH

s ARH & FAV 7= gl ek BR

> TAF 7 < VIRt 2 H v 7= S Eh e R

¢ FTC « TAF 7~ Vit % 7= 38 Eh fieslBh
4 ARFEH IR
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HRARZKZERD TFV OXDBE/ANS A -4t

O FE3K o0 i i HFIGFHEE, FEDFHEED TFV O
N s IR H S BE 0= =
B8 ; TFV O & . IRYBHIE R T X —Z b (90% S HE X )
GRS B 5471 " e
Corax AUC Conin
7 MR T 10 mg TAF 10 mg B 0.96 0.99 1.01
L) e ERIGE (0.89, 1.04) (0.97, 1.01) (0.99, 1.04)
150 mg TAF 8 mg 3.34 331 335
B2y | 36)
SEvAS b 1A 1 ERIELE 201 3.02,3.70) (3.10, 3.53) (3.12, 3.59)
_ 50 mg TAF 10 mg 1.10 1.02 1.01
LRS Yy
wAET Y~ B[] RAGE 19 (1.00, 1.21) (1.00, 1.04) (0.99, 1.03)
600 mg
‘ TAF 40 mg 0.75 0.80 0.82
Lo c36)
Al 181 1B 1 (0,67, 0.86) (0.73, 0.87) (0.75, 0.89)
Ze gy
HFE L - 800/150 mg TAF 25 mg N 3.16 3.24 3.21
S Y A 1A 1 ERUGE. (3.00, 3.33) (3.02, 3.47) (2.90, 3.54)
VRATE L - 400/100 mg TAF10mg | 1.20 1.22 1.23
AULIH AL 1A 1A ERICE (1.16, 1.24) (1.18, 1.25) (1.19, 1.28)
VARAT L+ | 400/100/100 mg
AN Z AL - +Voxilaprevir TAF 10 mg 29 1.09 1.20 1.21
Voxilaprevir 100 mg 1A 1E-e (1.05, 1.13) (1.17,1.23) (1.18, 1.26)
(ENFRARR) 3 1A 1A
LU - 90/400 mg TAF10mg | 1.17 127 133
Yk AT L0 1A 1A 1A 1E-e (1.12,1.22) (123, 1.31) (128, 1.38)

& KHN % FV T SR sl RERA R

> TAF 7 ~ JUligth % 7= S Eh RERR B

¢ fRFEH Ik

4 FTC - TAF 7 ~ /Viisth % H O 7= S Eh RERR BR
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EVG #FIK U COBI #%|, COBI#H, X4 ) FE&HK?2Y,
FTC - TAF 7T ILBIE R IIAFIR SO EEDEYEIE/NS A —4

_— A G A EE, FEGER RO R 3D
N ia==E-7) EVG @ COBIL @ TAF ® T B
BidiiES 3 . g g v | EENRE T A —Z H (90%(EHE X [H])
& R & & e
Conax AUC Coin
T RN K 10 mg 150 mg 150 mg 10 mg 6 2.32 2.60 NC
FoB® B[] LE1[E: | 1H1[EC 1H1[EcC (191,2.82) | (2.31,2.93)
A% 1.12 1.35 1.66
JINT 49| 16~24mg 150 mg 150 mg N 1 (0.98,1.27) | (1.18,1.55) | (1.43,1.93)
N 7
INT L) 1 H 1 1 H1[H 1 H1[H 1.24 1.42 1.57
T4 (1.03,1.49) | (1.22,1.67) | (1.31,1.88)
TUTTILP 50 mg 150 mg 1.24 1.65
) NA NA 8 NC
(ENFEGR) © Hi[A] 1A 1[H (1.08, 1.44) | (1.36,2.02)
R 0.5 mg 150 mg 1.41 1.08
= A NA NA 22 NC
HA[m] 1 H1[H (1.29,1.55) | (1.00,1.17)
) 90 mg 1.65 1.79 1.93
LI/ SAE L0
1H1[H (1.53,1.78) | (1.64,1.96) | (1.74,2.15)
. 150 mg 150 mg 10 mg 1.28 1.47
VRATE L0 30 NC
400 mg LE1[E: | 1H1[EC 1H 1A (1.13,1.47) | (1.35,1.59)
VKRAZTE)NL | 1 H1E 1.29 1.48 1.66
EEAGHY 30 (1.24,1.35) | (1.44,1.53) | (1.60,1.73)
4~6 mg 150 mg 150 mg 0.72 0.72
Fax 9 NA 17 NC
1H11[H 1A 1[H 1A 1[H (0.61,0.85) | (0.59,0.87)
I IVIFATF R
J LILVAFEZ R —k 2.08 2.26 2.67
SIS 0.180/0.215/ (2.00,2.17) | (2.15,2.37) | (2.43,2.92)
0.250 mg * 150 m 150 m
g g g NA 13
TF=,L x| 1 HI1[AI 1H1[md
TF=LT R | P TTA 0.94 0.75 0.56
54— 4 | 0.025 mg (0.86, 1.04) | (0.69,0.81) | (0.52,0.61)
1 H1[H
JVAS AN | NVTATF A 1.17 1.12 1.16
oIy —k (1.07,1.26) | (1.07,1.17) | (1.08, 1.24)
0.180/0.215/
JNEARL | 0.250 mg - 25 mg 1.10 1.09 1.11
NA NA 15
JL 42 TF=T R 1H1[Ee (1.02, 1.18) | (1.01,1.18) | (1.03, 1.20)
k7O —
TF=ATEAM | 0,025 mg 1.22 1.11 1.02
5O 1B 1[E (1.15,1.29) | (1.07,1.16) | (0.92,1.12)
1.01 1.07 1.10
R AV RU®
80~120 mg 150 mg 150 mg NA . (091, 1.13) | (0.96,1.19) | (0.95,1.28)
1 H 1 1 H1[H 1 H1[H 0.96 1.00 1.02
S- A K4
(0.87,1.06) | (0.89,1.12) | (0.89, 1.17)
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FAIOF RS, FEOFRERF O PR KD

o Bt RS D EVG @ COBI @ TAF @ I -
IAES g . B g | SROENRE T A — & Lk (90%IEHEIX M)
H&E = = = #
Conax AUC Conin
_ 50 mg 150 mg 150 mg 10 mg 1.14 1.09
2 e 20 NC
Hi[A] THIME: | 1THI[E | TH1ECS (0.94,1.38) | (0.90, 1.32)
i 1.09 0.92 0.94
V77 7T
150 mg 150 mg 150 mg N " (0.98,1.20)f | (0.83,1.03)F| (0.85,1.04)F
N.
25-B7EF | BEE 1[E 1 H 1= 1 H 1= 4.84 6.25 4.94
A 3D (4.09,5.74) | (5.08,7.69)F| (4.04,6.04)F
0 AN 10 mg 150 mg 150 mg 1.89 1.38
NA 10 NC
AHF 3D HAA] 1 H1[E 1H1E (1.48,2.42) | (1.14,1.67)
R ) 800 mg 150 mg 25 mg 1.02 0.99 0.97
A FE L 360 NA ¢ 14
1H1E 1A 1MEe | 1@ 1[Ae (0.96,1.09) | (0.92,1.07) | (0.82, 1.15)
A2V 100 mg 1.30 1.50 1.60
B3 1 H 1 (1.17,1.45) | (1.35,1.66) | (1.44,1.78)
. 150 mg 150 mg 10 mg 1.23 1.37
VRATEN M 24 NC
400 mg LEIMEe: | 1A L[Ee: | 1H1EC® (1.07,1.42) | (1.24,1.52)
VARATENL | 1H1ME 1.29 1.48 1.58
FERH) 39 (1.25,1.33) | (1.43,1.53) | (1.52,1.65)
A2V 100 mg 0.96 1.16 1.46
L 39) 1 H 1 (0.89,1.04) | (1.06,1.27) | (1.30, 1.64)
. . 100 mg
Voxilaprevir ([E 1.92 2.71 4.50
B +100 mg
WARZKGR) 3 UH 1 150 mg 150 mg 10 mg " (1.63,2.26) | (2.30,3.19) | (3.68,5.50)
LA L[Eee | 1A1M@Ee | 1B 1HC
. 1.27 1.22
VRATENL ) NC
400 mg (1.09, 1.48) | (1.12,1.32)
VARAZTENL | 1H1H 1.28 1.43 NC
F A 3D (125, 1.32) | (1.39,1.47)
NA : #5483, NC: REH

a EVG, COBI, FTC K XTDF # &4+ 5L HIV 3&

b MR Ik

¢ AHNE TR B RERAER

d 247 eV RECAHE & V72 38 B RER R
¢ FTC + TAF 7~ /Uit % Hv 7= S Eh e iR
£ Y77 7F300mgl A 1[5 & o
¢ DRV - COBI & FTC « TAF 7 < VERHE % BV - Sy Bh e 5

2. EYRERENS A —F

(1) FR# A&

REERR L

(2) WRURIEREE

AR L

(3) HEAEEEH

AR L
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4) 2IV75R
R L

(5) HHEH
R L

(6) Z DAt

1) "L TRLSEYF o
R L

2) FEMRBMDEERI/ (S A — 5
R L

3. BEH (REaL—Yay)
(1) BB AE

580 il & AKIEE L < 1X COBI T —Z b L7z EVG £ A% 5.4 o fi s g 5 —
BT ST e & 7783 SEINEL, 2-a = A M ETAVEHEL, NONMEM 7’11 75 A
WL fEMT LT,

IETAHX B

49,584 S AUUEL,
W2 X VRN LT,

504 FilH &S AKNEE L < 1X COBI T —Z b L7- EVG # A 5.4 o fi s g 5 —
-2 %= F AV R ETIVEEEL, NONMEM 7' 7 5 A

T777=FIF

F ) ARENL 1,193 il S ARFRE 0 % 5% O MBFERIRET — X 3,966 M A INEL, 2-3 28—k
AL NETFLUEIEL, NONMEM 7' a2 5 M2 X0 it L=,

(2) NS A—FEEHER
TILET T EI

580 B> T — X % T REER SR B REAZAT 2 S0t L 7223,
HAEEER IR STV,

IR E Y b

504 Bl DT — & % N T= REE FHER M BhREFRAT 2 20t L 7273,
HAEEER TR STV,

T/REN TTT7 2T IR

EVG O3RYyEhRE|

COBI O E)EE|

-
g.

-
—

*f L CHRRIICERD

WZxF L CHRRAIICE

?#HF

D

1,193 D7 — % 2 [T REE SR B REMRAT 2 FEffi L 7273, TAF OFEMENREI 6t L CTREIRINIZE R D

HHEMERII RN EN TR,

4. IR
BRI L

[VII—1— Q)RR CHeRR S L7z M PREs | DESHR
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<BE>

TAETTTEN

(in vitro FERIZ 51T 2 #55) LLC-PK1 7 & B il e B Jeg s 2 O C 320 L 72 38BR ClE, EVG D RE R ME
L, KEBEBEOXEME TH DL~ = =L b @7z, invitro ® MDRI1 ZEHIFZIZIV T, EVG
DOFRMERNE DS R ST, in vivo IZBWT T v MO XTIEHHEHICE D24 AT XA 780 7 1 DI
TR S R -o T2,

(7 v RS XIZBTDEEE) 7 v P ROA XEHWT EVG KON HC-m )L BT 77 L0 B al# 538
WEheRBR A Ehi L7 (7> b 1 1~10mgkg, £ X : 1~10mgkg), 7~ hTIIA A T4 T T 4
IEHRRE (30~35%) T, BHBINTEDONSNA AT XA F YT 1 LilihoTe (41%), 4 XIZB W TH, #&
A& G#ORIUIHLNTH Y, NA AT ATV T 4 TPRE (26~33%) T, REHEED A A
TRATGEYT 4 LRBETH-TZ 41%),

ATV RAHE v b
(in vitro 3RERIC 331 2 F55) Caco-2 MAIHE I 331\ C, COBI I TE MR & ARSI~ 00 I i 78
<, HEHIEERD HneinoTn,
(5 v b, A XROFICIT BEED T v b, A X RO L% FIV T HE G5y B ek 4 9206 L 72
(7> b :5Smgkg, A% :5mgkg, P :6mgkg), WTHNOBPHREIZIBNTE, RAZLGHONA A
TRATEVT A IIRE XL - FRETH 728 (T v b :33%, A X :11%, Vv :73%), ZOK
& LCEWIEBBAN R TH D TN B 5,

TAHARUTEEY

(TR, Ty NERON=I A FMIBTLHEAE ~U A, Ty NEROT=274 ¥z T FTC O
[F] 4% G- Eh RERRBR & F20it L 7=, Z L6 OEMRE CTlE, 10~600 mg/kg % &5 L72BE OV T30
BT, B8O FT AL TEV T £1X58~97% Th -7z,

FIHREN TTFTT72F IR

(in vitro FRBRIZE T HHEH) Caco-2 MU EEFIZBW T, TAF OEGEMITEERFEERH D, KA
BT R 0 EWEECTET 2 &2 b D miRERICHH O RBo b, £z, P-gp HEA (7
B ARY A XV PRHORENRD b,

(U, Zv b, AXKOCYVIZEBT LK) vV AKDT v MCHBEIRA®KE, A XIZHERR A&
B OEIRINEE G- L, TAF KO85 L <1 TFV ORYEIRE 2 3 L7z, 7 > MZFWW T, iEHic TAF
IR ST, TFV & LTRSS, Z2oMoEmiE (v A, 4 X, ¥1) [ZBWTIE, TAF Ol
BB SN, F72, Y/ (Rhesus) ICHIRIRRO#E- L7z & &, MEH TAF L O TFV R I3 R 5-1%,
LM EH L7z, PBMC H TRV IBEOH AL, MiET TFV OERIZHSR, BN Th o7, In vitro
WZB T D RERGERFEESEE O EHBEL, A XICBTFAI AT A Z VT o idfEEHIcE
FH U7 A X2 10mgkg B 5 L= EDNAFT XA TV T 41X 143% Th o 72, JAE S H A X2 MC-
TJHREN TT7 2SR 15 mghkg 2085 Lz s & OREOREHF~OPEIR LY, Dl &t
N%BEINEND EBZ BT,

5 9%

(1) M —BEIPTE;B 1
BRI L
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<BE>
TAETTTEIN
(7 v MBI D) O TVE 7T v MIxt LTHC-mL BT 7T Eb % 3 mgkg £ 045 LR #,
$ 5% 0.5 KO CNS AR ORI, /M) ICB W TR DLZIRE (0.015~0.021 pg/g) 1%, MmAEHR
FE (1181 pg/g) ORI 1~2%LLFTH o7z, MEXFMEO TV E ) T v XL THUC-mv T 7T s
10 mg/kg FR O 5 U7 fER, #54% 1 Kifio> CNS ARk (& OVERE) 1ICBW TR b [k
ERRA (0.105 ng/g) ARl 1%, MEHHEE (HE: 0.692 ng/g, M : 2.225 ng/g) O 5~15%Kiik TH
ST, Fiz, Tv MU MFELEREL (ZLET 7T EAEE0 20 L2 KEEFTIZ 20 mg/kg %
A 5) LB EIcB0THRMNBITICEALITRED Do -7 (I E & TR .

= V2, S N
(T v MBI LRE) “YC-a B A2y hEHEOTNAE ) Ty FEOHEHBT v MZ 10mgkg RO#% 5 L
TG, B 54% 1 B CNS #E#E (KX OFERE) ICBWTRD BN (7L :0.0477 ng/g £ L
ITEER TR, A7 v b B FIRRIN &L 0.0466 png/g) 1X, MmAEHHEE (71E ./ @ 1.060 ng/g,
HT v b 1.840 ng/g) DK 4.5%AM B O 2.5% A CTdb - 7=,

TAHARUTEEY
(BT DR v @F) 1IC¥C-m A h Y X B 200 mgkg HIRRRO&LS Lz L &, #5%
1 B§fE o> CNS #Hik [ ORI (CSF) ] ICBWTERO HIL-IRE (22~2.4 ng/g) 1%, MAETHEE
(77 nglg) OKI3% T -7z,
(7w NMCBUTDEGE) 7> b Q64 I2H¥C-=A MY & 200mgkg ZHEREOREG L x, &
5% 1 KifE] o> CNS FFHIZ B W CERO BIVZIRE (1.1~5.4 pg/g) 1%, MIEFREE DK 2~10%ThH > 7=,

T /RN TTT7 2SN
(=7 AZBT D) “C-7 /AN 7772 R100mgkg 27 /L E /)~ U ARODE L~ AICH
IRk E Uiz & &, F55% 1 RFR O CNS ML ORBN, /MK, BMEEE K OVFRE) [288 W TR btk
JE (7ve ./ 1 0.833~1.94 ng/g, At EE PR (0490 ng/g) Aiii~0.661 pg/g) 1%, IMETIRE (7
VB 145 ng/g, A 927 nglg) D 133%LA FRNT.1%LL R Th - 7=,
(Zv MZBTFAHE) “C-7 /AN 75972 RSmgkg 27 vE /) Ty FEOERT v MIRO
B 5 Uiz & &, B 5% 0.25 R¢fi] 0> CNS KR RN, /1N, I e L B OVERBE) oD i 8 1 B T BR (0.0456 pg/g)
K THY, MRPRE (Fre/ 1,00 ugle, AE7 v b 11,260 pg/g) D 0.01% K5 T -7,

(2) M —RaSREPTEB
LR L

<BE>
TARYTHZELW

(=7 RZBIT DR IR~ 7 A (741) (2 FTC 1,000 mg/kg/ H #4F0E 6~14 FIZ/T CRER QKRS
(1 B 2@, 6RRIMN L7, FUE 15 BIZ 500 mgkg 2 HE# G L= & &, 5 1 K% OMKRIE & &
(RO e T FTC #2EE 13 REA 137 pg/mL, MGIR 56 pg/mL Th 7=, MBI RHASKYIEE I35 0.4 T
HY, FTC DRE~DBITRRD HiT,

(UHRICBT D) HE=a—Y—7 0 FABUHX (3~54]) (2 FTC 100, 300 K OF 1,000 mg/kg/
HZ 0% 7~19 BIZ/ T CRERA#EE (1 H 218, 6 RFEERR) L7o#%, (4R 20 BIC[EERO#E G &4
BH L, Bh 1 RER%ORME e ViR 4R 2 B L CRE e~ g R 2 - L 7=, 100~1,000 mg/kg/ H
O EHRFAIZEIT 5 FTC 02 gEERE (AUC KT Cu) (X, REH), BIEOWTHRIZENTH HEEK
RN U=, IR BRI, £904~05 THY, FTC DIFR~DBATIED bz,

VII. FEYEhae |z B3 5 B -50-



T/HREN TTT7=2FI N

(BT DAL TFV 30 mg/kg/H 2408 111, 115, 127, 134, 140 KTON150 A BICR TG Lz &
x, BG4 30 0 ORR IR BHAMIE T TFV BT 0.17+0.07 CEBMEHEHERFS) ThY, TFV DGR
~OBATH RO HALTZ,

(3) Fit~DBITHE
TFV X O*FTC @ & FNELH~OBITRHRE STV D D),
723 EVG, COBI X, INTAF ®t FAH~DOBITIIFRHTH 5,

<BE>

TAETTTEN
(7 v MTBITDHAGE) 7 v MTBIT b AR AR OB AFEERBRO—EE LT, 7y Mt~
EVG OPE & 381 L= (30~2,000 mg/kg/ H), %% 14 B H O+ EVG EENRE ~D & 5 BT
FLTHEML, BEW~0EHE 30 53% 0 EVG O /gL 0.1 Tho7oZ &b, ML 5 it
~OBATH RO BTz,

AV AL b

(55 MEBTBHED 7 v MEBT 5 VR RO RAEBIRRO 2 LT, 7y bLIF~0
COBI Ol &-FFI L7 (10~75 mglkg/F) #2510 F H O 5.6 2 WO R {7 COBI 43
SH, FTMERIE 13~1.9 Tho 72,

AR TUEEY

MMEE L

FI)REN TTT7x2F3I R

(7 v MZEBT D) TAF O ~OBATIIMER STV 208, TDF % 50~600 mg/kg/ H #% 1 $¢ 5-Rf
DA H D TEV O PR T MR EEED~23.5%TdH YV, TFV O ~DOBITHRRD Hivl-,

(4) HBER~DFEAT
U ERR L
[VII—5— (1) ik — A BT i@ tE | DIEZ

(5) ZDHDIHADBTHE
PR L

<BE>

TAETTTEIN
(7 v MZBIT D) BT T Ve ) Zy MIX LT YC-mr e T 77 Er% 3 mgkg X
10 mg/kg #% A#G- U7/ R, BaaB i@ mithsas (P, =%, B0 OO0, Fii X O (23emic
SA L, IREOWEA~O AT BN A 2o 7z, ARG RBIR SIS, AR IR & 12T T L TR
TL, 5% 96 HilE TICRHE TE RV LULUIE L 72 o7z, R ISR R i, Tl Ol
LEEZBRE, MRl RKEThoT,
Z v MZU MFEAZEIHRE (ZLvET 7T B 50 20 O 2 FERHIATC 20 mgkg #f&%O#&5) 35
&, TVET T T EVHROMBN U BEIR T M AT PR LW T LT RR L2, Ao E — A
fEL7Z2hoTe (FRZ=A BT 77 EVORMNBATIZRD bhvehoi),
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TEVAL Y B

(7 v MIBITDERE) “C-abt v 2y h2TAE ) Ty NEROEGT v MORO®KS U5, M
RBITIE & A & DRI IR0 03D IRFIT 34T U7 B LT, U RB IR & Prifitidias C @i 4= Lz,
TR REIR BE DN RR IS @ 0 o TR I XV L E 2B C, iTle, A, BIBK O TERETH o7, £, IR,
FHE - B, B R ORISR O BURREIR EE XK o 72, BM, BB OREERIZI 1T 2 B RBIR S 13K <, 1
5 - BB K QMR - AE B BAR D@ M 1 IR D TR 2 & A3 RIZ S 4Tz,

HET v NOBEBRGA/NRZ— LT Ve ) T R EFEFIZELB TR, ROSESETITHEART »
NOHGBERE T T2, £, AEHOKETIE, HEREUEXTHRBEOKFRIREEINT-Z &
NG, ABTVRAH Yy N AT ZUPFEET D 2 EARE ST, MR O AR IR A T i A R R LT
WATL TR N L7e, ATy bORA T = EHMMBTIE, HBERROMEFMNREN 5720, REOIKT
R B, Mk E O EITTRTH D Z & PR S L7,

TAHARNUTEEY

(kB ) v @6 I2¥C-ma b U X B 200 mgkg A EEREOEE Lz L &, &5%
1 RE[E] D 22 MR O TR CIZ AU RB 1T S 4L, MBI SR B CAATE LT O3B i, 1T, B <
Hol,

(T v MTBITLEGE AT > k(66 ROTAE 7T > k(20 #i) |2 C-= 4 kU 2% B2 200 mg/kg
ZHERRA®RE L2 & &, BURRRITMET L7z 5S4 kO T X Tob it Sz, 2 < OMIRIZ I THdH
REWREEIY, MAEFIRE TR OHEB 2R L, &G54 | Rl CRRIREICEL 2%, #51% 8K E
TITHRHA BRI TR T L, #514% 72 BEENCIXRPNIC T T 2 REIZER O Do 7=, M
ISR ISR L= DI, g, B8 Chot-, 2B, AT FETAE /)Ty R EDH
AR T DZEITFR D B> T,

FTIRENL TTT2F IR

(=7 AZBIT D) “C-7 /AR ENL 7T 7252 F100mgkg 27 Ve~ A ZHERRO#&S LT
Lx, BH% 1R ETILIEE A E QMBS REIR D I3 BT L, I REIREE DN RRIC o T
MITHEALE 2B, TN, B3, BERE, BRE, B BEWE, MR Ch o7, £, MR, KN,
RERE (Ffh), BHE, MBEE CORPRERE I -7z, “C-7 / ARE 777 2F 3 F 100 mgkg & H
B OERE LI2Afa~ D ZACBNT, IROSE D OB RRIREILT L E )~ U X L0 @A R L7223,
FEHREICBNT, ARTURLETIVE ) S TRCENROONRDSTZZ Enb, A T=r~Dik
NP R i A AR SV gV

(7 v MZBITBEE) “C-7 /AN 77 7x2FI R5mghkg 270/ Ty NEOE®RT v MIRED
Beh Uik &, Behk 025 B & TILTIE & A & ORI B e B 13 i 1028 LT, HORREIREE AN RRIC
B AR, R, B, BREROFETTH o7, £, TAE S Ty MIOWTIE, BEE,
FEEE, TR, KRR, IRER, BEEOAN—F—KR, G677 v MIoW T, F, RE K#E At
JEMG, P, AR K OMRER T O R B IE o 7o, BRERICI T, —RERIC HOR RETR FE A3 il
R LT, Fh% 8 BRI W I FIRRI Ch o7z, FIFROIRERIZBNT, ATy N eT
NVE Ty MIERBO LGNNI D, AT ~OfREE TR EPRB STz,

(£ RITBITF DR “C-7 /AR EL 777 x2F 3 R7~ )Lieth 18 mgkg %A X ICHERRO&E Lz &
X, ORI, IRER, BB AR BHIHA Lic, BORBEIREE NSRS @ o 1L, B, AT
g, VHALE, i, U o \EiR O PBMC Tholo, F£7z, FHAED TAF 15 mgkg # KB 5%, "“C-
T/REN TTT7=2F I N 15 mghkg A XZHEREAOKRSG Lz L &, Bl IOV TL, &5%
24 FFETE TRWBERREIREE 27~ U, RAEHR G-REOMARNIRE L, BEHRGRFORE XV @iz s Lz,
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(6) MPEBHEEE

T)ILETFT T
b b MEE AT DR RIT | ng/mL~1.6 pg/mL O FEFFHIC I\ T E KA 98~99%THh
<72, EVG DIk PR /e HIL 0.73 Tho7z GrEAICBIT DA 49,

=l V7 SN N
t MR FIZRT RS 3RIL 97~98% Th V 47, Mg IRE MR REIX 05 Tho7z (O E
NITB T DR ©,

AN TEEY
t MAEE AIZR AR5 EEIE, 0.02~200 pg/mL DR EFIFHIZ B W TR EITKFE T 4% AR ThH -
7= (AEACEIT A,

FIRENL T5TT7x2F3I R
TAF ® b hIHEE AT DA RIT 77~86% Th -~ 7= FFEANICEIT DEHE) *),

T /) BREIN
TFV ®t MEE BICK T AMESEIT 0.7% R Th 7= IAEAICIBIT A RREE) 49,
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6. X
(1) BB R UM BHERE
TAETTTENL
EVG O FEMAHREEIL, 7 e 7ndn T = = VEOKBRIZ LD ML OERE, TNRAEEE DT
N a UERRAIC L D MA DERKTH S,
M5 (Pt FrUt—m) M6 (Bt 707 v Bl

M4 (FV7 r BRE) TAETTITENL M3 (77 0 g

OHHL / \ OHy L G nru g

Cl
0G M7 (Bft+7/17u BHie) OH M8 (k)
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abEVAK b

COBI O EZRFHHRIE L, 4 Y 7 1 BRSO 2 T Rk (M31), A FIVIRFEOBEESR /7 TORIZE (M26),
BN VBT AT VOE M21) EOENALRY COBR =T L M39) THDH, Zilb DRk
H L ORLBEIREE O A G bE bR L, 7, COBI O/ V7 u vifas it ST
AVAQAR

OH

NH

(
Hif“*ﬂﬁg”wﬁ*"“i}

M 39
(BAR Y VORAR L BT ME)

) ")
N N )OL /d('l;ll i fL S, i /<(N ; S,
Sail v f” %; B SIAESSOC SIS SO OQRAY

M 31 abvREy b M 26
U YT B AF L) ‘ AT MRROBHEITORED

E]

A fﬂ\/\/\m
>~ vam &

(IR A= AT VOBIZD

TAHARUTEEY
RN 5 il &%t 5 & L, FTC B4 (200 mg 1 H 1 [|], Z2iGIF) KiE & 5%, “C-—= A N U &% B 200 mg
FHEROKRG LioE A, BHRITRT (86%) &#MH (14%) ([ZEalcdktEnz, Wbk
AR ERBy TH Y, BH5ED 13%0 3 MOHEEHY & LU CURPICHEE X7, FTC ORI
F A =N DI L D 3-A VAT ROT AT LA~—04RE M1 LOIM2, #5800 9%) &7
NI BERAIC L D 2-0-7 vy a= ROAER (M3, &58D 4%) 1D kD, EOMORBYI IR
STV,

o7+
\

o

M2

ﬁ/ 5N\

\ & S.,+

oG M3 Y -
o

GINIu B OH
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FI)ERENL TTF37x2F3 R
TAF 1%, MBI THCNIZ TFV ~ &SN, S OIdEEARIKTH D TFV-DP IR Ens, F7=, 7
UL RREHRKIZ LD T F=, eRFVUFy, FHoFUoE N UTRBE~ERF IS,

</f\)u ; </f\)

hg( Y """" QT Y ng:"g
u1o et T : Tl\lf"Y
£ B0 T

- Il
% \/ \ﬂu g \/0 ‘ RN
NH H NH
\\\\\ ‘ﬁr Y Hro\‘/ u~~"%{”" NI,
o o N x
28 N
- i X
NN
NH, \ / w3 (FF=Y)
<h f" NH,
1l ) N x J
N Z o v N
ol Ay . . .
~ OH
S Ko . \ t v
Ao 7 A — AL — o< e L I
OH N V/ N N o N N o N N o
- o F IR i Hoq L Hoq
o W8 (ERFHPLFY) M (FHrFY) W27 (FRER) W27A (75 hLY)
~
SN 4 N
4
17, CL L
N
N g wo SO
we

(2) RBIPEE5T 58% (CYPE) ONFE FE5F

AT TN
P27 ay—LKORCYP 7 A VYA LEFNE in vitro BRERICEBWT, EVG ZFEIC CYP3A I X v A
i, F£7-, UGTIAIBIZE Y, 77 a Basz%idz GHEANIEBT 20 0,

BV AHX b
P27y —2LKOCYP 7 A VYA L& TN in vitro 3RERIZIBUVT, COBI [T FIC CYP3A (T X 0 a3t
Sh, —ECYP2D6 TIRET S 7= 9, £77, in vivo B, Zvr v sEBBlRASERIIBRHE ISR o7

(FMEAIZI T D AR Y,

TAHARUTEEL
v MFZ7 ey —2EHWESERFHIB N T, 2% RO AR Sz, “C-ma v x e
FHEEG LZE 25, BEED 13%0NEHEM N e FRPICHE S GFE BT D) 2%,
FIREN TTT2F IR
PG, PBMC kU~ 27 07 7=V DAT 72 A KOO VR F L VT2 AT 7 =R 1I2XY
TEV ICRE# &S, £ D%, TEV-DP IS S Lz 395959, CYP 4y TR I AR 2 W I EHT BV T,
TAF | X CYP3A THOT MR S, £ OMREHEE X 1.9 pmol/min/pmol CYP TH~7= (FMEANIZEIT S
RiAs) 7,

(3) DEBEHROERRUZOBE
AR L
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(4) KEMOFHOBERVEMEL, FHELE

TIAET T TN

R OIEED A IE
t R T U U SERRHII (MT-2) BRICEY: X872 HIV-VIIB I2%34 5 /L5 75 vl, RE M1 &
M4 OFLT A VAVER (ECso) 1%, ZHEH0.6, 5.6 XN4nM Th o7,

R DR
U R FEAPH (=2 ) FTHC-mAET VI ENEREGLIZEZA, HEED 6.T%NEICT IV
7 u UEERAER (R M4) RO BIRD 7 v 7 o U BREAIR M7 %) & LCRFPICHREIE SR, R
BIROT LV ET 7T Mt S o7,

=l 7 SN N

MER R L

AN TUEE Y

R OTEMEDOF I 34 E k2 L

RE O - TVII—6— (D)RFHENL S O | DESM

TIEREN TT77=2F3 K
R OIEIEDOHE - AN T OHY) Td % TFV-DP 2MEMEAL
RO L EE e L

7. Het

(1) et ERAL R UMHRER
TAETFSTEN
FEHEREERE 1Y R EL 100mg TF—A R LT HC-LEF 2T L 50 mg & Bl 5 Lz & 25, #
HHRD 94.8%NHEFIT, 6.7%MRFICHEE S GMNE IS 2 AR 0,

JBEAK Y ko
e BRFE 12 COBI 150 mg % 6 HREER G L% “C-a v A v h150mg 245 L= & 2 A,
BHED 86.2% N FEHIZ, 82%ARFUCHE Sz UhEICE T DRkAE) Y,

TAHARUTEEL

TR BREIZ FTC 200 mg 2 E#H G L7z “C-m A R U X BV 2 HRIEE L& 24, %5 E0D 86%
WERHIZ, 14%FEPICEER SN D, B2 VT T UARMEI VT F =2 VT T A% ERlof= 2
DD, RERER AN & R ~DREENREO T H I L AP RR S GMEAICE T DA P,

FIRENL TFTT72F IR

PR EIC UC-T /AR TT 7 x2F 3 R VBRIEZBEERE LI L 25, EGED 472%)13F#H
12, 36.2%MRHICHEIE ST, ZDOERIE TRV TH Y, FEFD 99%, JRFPD 86%% iz, £z,
B HED 1.4%0 TAF & U CRPICHEIE S 7= 3, TFV 1380 TOSRERR S & RS~ REBhfE 1% D
WA E D Pt & e GMEINIZE T DRk .

(2) BEittER
TVIL—7 — (DML R O | OIS

(3) HEMERE
REERR L
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<BE>
AR F 1 2 e (in vivo)
TAETTITEN  BEER L

BV AK b ESER L

TARYLHEL O
RN 5 il &2 xt5e & L, FTC (200 mg 1 H 11[8], ZEfgKy) KERG%, “C-—=A MY % B 200 mg
ZHEREOREG LIZE 25, EFIREBTO PBMC ' OxT L b Y ¥ e 5-= U RROAAN -0 13
¥J39 KT o T,

FIREN TTT72F IR
TDF OIEMHRTH D TFV-DP OMEN A KR YT ¢ h~ET I VT = TEM LS
PBMC 2B\ T, ENFIE 50 Bl & O 10 B CTd - 7=,

8. FT VARKR—E2—IZBHT 51EHR

<BE>

TAET TN

CYP3A IZx}F 25 W EERZ R L, CYP3A LT CYP2CY IZxI3 27 E/EH bR iz V6,

F 72, P-gp, BCRP, OATPIBI1 }x () OATP1B3 OFE TH v, P-gp, BCRP, OATPIB3 & X MATEI (Zxt3
LI EVER RS Hiie 6969,

BV AK

CYP3A [Zx]3 258V BLEIER 238 Hii= %, CYP2B6, CYP2C8, CYP2D6 } () UGTIAL iZxf L CTH 59
WHEER Z 7R L, CYP3A ITxHT 255 WEHE/EH bk b7z %, £72, P-gp, BCRP, OATPIBI1, OATP1B3
K ONOCT2 DHE TH Y, P-gp, BCRP, BSEP, OATPIB1, OATPIB3, MATEI, MATE2-K, OCT1, OCT2,
OCTNI, MRP1, MRP2 KX MRP4 [Zxt7 5 BHFEAEH Z 7R L7z 6068,

AN TUEEY
OAT3 OFEEE TH 5 9,

FIHREN 75 72F3I K
P-gp, BCRP, OATPIBI1 }¢ () OATPIB3 OR/E T 5 707,

F7z, TFV X, OAT1, OAT3 U MRP4 DREHETH YV, OATLIZXT 255V EEIER (ICso f : 29.3 uM)
R,
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9. BNZIZLBBREE
YRR L

<BE>

TILET T T EI

EVG (3 E A GRRN @, MBI AZERGENTIC L > THOIBRE S35 rTEetEix gy,
B AK b

COBI |2 M E AFESE N @2, MENT XUZIERREITIC X - THo bR & S 5 alREE IR,

TARMNYTUEEL
FTC 200 mg D575 1.5 B LA ENT 2 BRtA L, 3 BFEENT 5 2 I X W 5 B0 30%05 5k
EEniz,

TIHREN U TFaR T g
TDF 300 mg H[E[# 50D MEENTIC LV, TFV & LT 54%2 BRE S,

10. BEDERTEHIT HEE
(1) BHeelEERE
INAETTITELERAE AL v b
I VLT F=2 27U T 5 AN 15 mL/min BLE 30 mL/min i 0 R O B REREE A H T 5 05E GF
BEHTERE) 2B %, EVG 150 mg } O COBI 150 mg #% 5:B D EVG L} COBI @ AUC 1%, 7 L7 F
=27 U7 7 AN 90 mL/min BOPEERE 15 L, ZIZIUK 25%(K F R O%) 25% E5- Lz (OMEA
BT DR 7Y,
TAHARUTEEY
JVLT7F=r 7 U T T AN 30mL/min K OEEOBEERELF T HHBREICRBITS, FIC
200 mg H[AH 585D FTC O Cnw X NAUC I, 7 LT F =227 U 7 7 > A7 80 mL/min #8 O HERE 1T
XL, TNZENHK30%K O 200% E5F- L= BHEAICE T DRkAE) 7,

T/REN TT 72 R
JLT7F= 7 U T T AN 15mL/min UL F 30 mL/min Rjili O BEE OBREEEE 4269 2 0k5E (GE
BHTERE) 2B %, TAF 25 mg BRI HHD TAF @ Cox X NAUCIE, Z LT F =027 UT TR
7% 90 mL/min B OHERFE T3 L, ZNEI 79%K% TN 92% EF-L, TFV @ Cuw X N AUC 1E, ZNEN
179% % OF 474% E57- L7z GHMEANIZ T D a6 70,

(2) FHEEEEE
TAETTIENKE DRI AS b
A O IFHEREE  (Child-Pugh /%7 7 2 B) 2T 2HBMEICEIT S, EVG150mg &Y
COBI 150 mg # 5-#:0> EVG KUY COBI @ AUC 1, E$REIEH B 128 L, EVG TIE35% LA L7z
73, COBI TIFZLIFFRD o7 GREANIZEIT 5 idE) Y,

TAHARUTEEY
FREREREE &2 9 D BRI 30 1T A 3 EhRE 1 T ET L T 2Ly,
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T/REN TTT7=2FI R
B D FHERERSE S (Child-Pugh /387 7 2 A) %A1 HWERHECI1F %, TAF 25 mg Hilal# 5150 TAF
D Crmax X OVAUC 1, FFHEBEERHEBRE TR L, T 1%KL N 8%(K T L, TFV @ Cua & O AUC
X, TNEN3%E N N%K T L, F72, TEEOFGERE (Child-Pugh 73387 7 A B) #6725
WBRE\CF T D, TAF 25 mg Hi[AF 505D TAF O Cimax 2 0N AUC 13, ATREREIE B HRBRE 6T L, 1
ZI19%K N 13% EFH- L, TFV O Cnax XN AUC 1E, £ 2% LD 3%IK T L7z GLEACET
% A 77,

(3) WEIRFD HIV-1 BREFEEH
R O HIV-1 JEYYERZEIZEBIT 5, EVG 150 mg KON COBI 150 mg &t L ¥ A V& 58D EVG K
COBI OIEMENRE Z it L7z, T ORER, HER (6~1238) 12k LiERFH (14 #1) T, EVG @ Cmax,
AUC o240 J2 ¥ Conin DX FFVEHL 8%, 24% L O 82%AE T L, COBI @ Cinax, AUCo-240r 2 TN Crnin 23 F 2LE 71 28%,
44% M N 61%KR T LT, E7z, HPERITS UIEIRES] (24 #1) TiX, EVG @ Cmax, AUCo24h KT Cuin 23
ZNEI 28%, 44%K% TN 86%(K F L, COBI ® Cmax, AUCo24nr B2 Y Cnin 23 FVEHL 38%, 59% 2 Y 67%(K
TLE GHEANCET DA ™,

(4) hR
12 UL b 18 AR CIRE 35 kg LA E (mdh— bk 1), KO6 Ll b 12 @A CIARE 25 kg LI E (adh— |k
2) OAME NN HIV-1 JEYE RS 2 xt5 & L2 ERARBRIZI VT, ARAIEH R O3B RE 2 R Ft L
Too AFIRLGREO/NRBFEIZIT H EVG, COBI, FTC, TAF KU TFV OIEMENRE T A — X & FRITR
-3‘ 79)0

REFKLOBESEDEVG, COBI, FTC, TAF RU TFV QOEMEFEE/NS A —4

ij; B EVG W%k COBI Ik FTC k= TAF W%k TFV
4.0 4.0 2.0 1.5 3.0
1 | 24 24 24 24 24
tmax (1.0-8.0) (1.1-8.0) (0.5-5.0) (0.3-5.0) (0.3-5.0)
(hr) 4.1 4.0 1.6 1.5 2.0
2 | 23 23 23 23 23
(0.3-8.0) (1.5-8.0) (1.0-5.0) (0.3-4.0) (0.3-5.0)
Coa 1 | 24 | 22404 | 24 1.2+04 | 24 | 23%05 24 | 0.17%0.11 | 24 | 0.02%0.00

(png/mL) 2 23 3.1x1.2 23 2.1£1.0 23 3.4%+0.9 23 | 0.31£0.19 | 23 | 0.03%0.01

tip 1 24 6.6+2.6 23 2.9%0.8 24 54%x0.9 23 0.6£0.3 23 | 72.2%x117.5
(hr) 2 14 52%1.6 15 2.8£0.5 21 4.8£0.5 11 0.6£0.3 22 | 39.7£17.2
AUCy 1 24 | 23.8%6.1 23 8.2+3.0 24 14.4£3.5 24 | 0.19%0.11 | 23 | 0.29%£0.05

(ug * h/mL) | 2 22 | 33.8£19.5 | 20 15.9%+8.2 22 | 20.6%£3.9 23 | 0.33%£0.15 | 23 | 0.44=£0.09

SERIE AR S, tmax : TPRAE (Fo/ME-F KE) TAF O 7% AUChs
aR— b1 128%0L b 18 R IR E 35 kg BL L, oA — b 21 6 #%LL L 12 mEAelis O E 25 kg DAL

1. 20t
KPR L
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VIl. &% (EALDOIEF) (CEI SHEB

BEEBMHXREEH L TLWHIEET, FFOREHIEIZLY, BRIEHRRNBRT SEETNNHD
DT, REDOEFEEEZHHT HBEICIFTTREET S &, BICHERERDEZE, EELT I2ETILH
2OTEETH L, [9.1.1BH]

(fi#=0)

AR DEGH S T % FTC KON TAF 7 < VEEHE, Wi s BARUFR Y A L2 (HBV) 12Xk LELD A /LA
TERZAH LT\ 5, 4 CliX, HBV & HIV-1 O EFEGEE 2BV T, FTC & %\ L TAF 7 < Vg o¥A
LI d 5 TDF 2 & H T 2 WAIOF G- 1412 B BUBMEF R SEAL LIEBIORENH D, Fo, #ITL
TEFPRBUIIFEZ 263 5 B3 T, 1BREOFREEIHFRERSICELZ Z &N 572D, Ik
TERBIZOL &, HMEITORTNER L0, FriZ, IEMITREEL AT 588 TRERILEIC
RPEIELT DBZENNH D,

HBV & HIV-1 O EEEGETICHBN T, AR L DRR AL L7gaE, D &b &bGhibskin A
1, BEOREIRIT LR ORI AES 2 EERBIET OD0ER S D,

2. ERARETDHER

2. 52 (ROBEICFEELEBENI L)

2.1 ARFN DR TxE ULiBUE OREIERE D & %

22 MOFERNEREFOEE . IV _A<wEBE L, 7o )NV EH—)b, To= v, RATz= bV,
V77 rEvy, T/2OL IR, B3 U4 XY VY (St John’sWort: £ h « PV a—2 X U—})
EHRN, TUVILEIR, zragTva=T, ARVTF=T, IRV, P RrTLd S I A Y
VIR, TATH I ARG - K T A e AT LT FEY Y, TATRA RN LA
VERME, AT NI RA N LA VR, TATTLENL, VURRET Y, BEEVR, VLT
T AN U (LANTA), VT T o VIERBEOKTI, XX T T 4 (T RIvh), Tafr
vV, TEAL=UEY, UNRN—aXH R, NUTY TN IFYTA vuIFERAUVRE, ©
Ty, T77LEL [10.1 2]

2.3 B ITIFEREREERH Y ave F a5 RE
[9.2.1, 9.3.1, 10.2 &H]

(fi#=0)

2.1 BEFDOHUY A NV AEFRER & RIRRIC, —AREFHEE LTREL TV,
PUHIV HIZ X DIRERRERAN 22\ HIV-1 BRYIE B & k14 & U7z, K00 55 T A ER AR GER (292-0104/0111
RER) OF G4 96 HRFICBWT, AFINEL Sz 866 Bz, FE (15 6, 1.73%) KO 9 FEIE
(4 B, 0.46%) O RJEWMBUEER BT L TWD, F72, PLHIV EICK HHRERBRBH Y, VAL
AEERNTINH] ST D HIV-1EGYERF 2 x5 L Uiz, ARAIOH M FREERRER (292-0109 35r) &
B 5% 48 RFIZ W T, AFINEE S 959 Bz, 22 261, 0.21%) 20 R G EBHEUER IR A %
BHLTW5,
ZOXRIIEREHRBL LT Z L DOH 5 BETIE, AFOFEI LY BHEZIBBIENFE BT D ATREMED &
B2, TRFO 3 VIBBEOBEREREO & 5 B3] 121X, AFEZEL LenZ &,

22 [IVII—7fHAEMER] OESHR
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23 /L F 0L CYP3A TR END 720, AFEOHH LGS, 28 A% v b CYP3A FLEERIC
£V, CYP3A4 TR END aie F OB ES L, /e F o OMmPREN EF3 5 et
b5, BHEREIINTHEREREEN H Y aL b F o 2B EROBREIIIEE LW L&,

3. MRERITHRICEES HIEE & T DEH
V=2 BRE IR RICBIE S H1EF ) 2RI D2 L,

4. RERUVAEICEET I L ZTNER
V—4 FEEAOHEICBES 51EF] 22RT52 L,

5. EERERMIRE L ZDEH

8. EELEARNIEE

8.1 AFNOMERICEE L TiX, ENADTA KT A LV EORFOFEHRE BB, BEXITURb 5 iEY)
RFIWCROFHICONWT LS HA LAEZ5-%, HHTZ &,

8.1.1 AAT HIV RYE DARTAFIER TIZR2 W2 & 00D, BRI RBYYE 2 & T HIV JEYYE DR ITAE
PRI 2 FEAE Ll D RIREMED 8 2 DT, ARFIE G- BliAH O F RO DWW TUT T R THY EICH
HIH L,

8.1.2 AHKIDOEMEEHIZ L AMBIIOWTIIHIIED L ZARPTH L Z L.,

8.1.3 HYEDH /R LICHEZEHE LY, WRHAZHIELZY LnZ &,

8.1.4 AANIVFAIEA EMAEERZEZ TR H 5720, RAFTOTRTOHEFEHYEICHET 52
Lo Fz, ARITIHBERICH MO ZRAT 28546, FANHYEISHRT 2 2 &,

8.1  HLHIV EEZBGT 2ICH-0, BEIEFIMND2#EUREFIC, ELIRAZEITSZ ENEH
WTHHZ LuaHHERLTHD O LI L TOHBZITY, BEOMEGO L & Tht HIV RIEZ G
THZE, HNNDOTA RTA X, 2R T A V2 O B4R 72 B2 %86, EERHAR
BRI BT 2 B E AR EN TV D Z & D, AHIOMEHRCBET S &,

8.1.1 BEFDOHLHIV HE L FFRIC MR EFHL LTHREL TV,

AFBEHIZ LV, i HIV-1 RNA B0 KON CD4 BPE T U 2 BRI OHE IR H T b
7%, HIV-1 [BYEIT 2 RATEE TIE /272, AIDS BEER BN BIE T T 2858035 5,
ZDI=H, ZIHOFIEKR ONREMEITZ BINCR A L, @R nTE 5 L 9 BEDOHIKRED
BN EET DM ER D D,

8.1.2 AKIDOH I HHERAFER (292-0104/0111 FRER K O 292-0109 #ER) Tik, #51% 96 MEFE TOH M
K OZEMEIZONTRE SN TEY, S LICEMOREBR L TIThhvTnd, LarLansb,
BIRF R Tl 2Ll EORMIER G 2 890 Mk V2B 255135 5 Tun7any,

8.1.3 WO LN HEROHEAZE IH I 5%, RNEY) 726 HIC L 0 IRRR OGS, HAIMM: HIV
DOIBL TR B G IZ XD ARFNOFEFEERNBELT D AlRetEndH 5, KAIOF IS, BEIC
$tU TP EMDBIERT D2HEROHEEZTFL L OBETHZ L,

8.1.4 AAIL OMEAERNRD LN TWDIERNDH 5, EIEHORBLCTEFR R OGS & BT 5 72912
b, IRALTWDTRCOEANZHYEIMLEZDLHIEETL 2L, o, AFIRATIZH 2 IR
T 2 EEHNZHOWTEANHSEICHKT 2 X 08T 52 &,
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8.2 §it HIV DAL ZAT - T2 T, SEARERIESUMEGRED WS SN TV 5D, BEHME
%, SOEEEEREMNIEIE L, JEBMEO B S FEEREE A &Y (A a Xy TV ATy Aar 7L
I A, A RATRTANA, Z2—F P AFRAEIILDHOD) FITXT HRIERIENHEELT HZ &
Wb, £, FEERORBIEICHEVE CaiERE (FRIRIEEE TEE, Z2RMEH%, ¥7 2 - L —
JEMGERE, 7 RUBERS) BNRBETDHEORENHDLDT, ZHEOMERZFHN L, MHERHITEY 2R
WarBETHZ L,

(fi#=0)

PLHIVIER T A BT A > (B0 2 FFEEA G TBAEE T A F 3 B liBh & 1 XRPRBURIFZE 3 HIV i
Yt ke O DA PHE OFRE Z s IR HBF2E8E 2021 42 3 A%GET) Ik D&, ERE2DH 5 HIV BEREIC
kU CHBN BT HIV 165 % B, 25 n A DAWNIC B PSR GE S OB RIE, B3, FHEE LA
TP P RIE SOSIEGERE & A TN D, S0 PR EEJE SO E R O FSIE B 1 X, HT HIV 1B G124 T
13.0% &L HESNTEY, ENTIEHERAEE, FEREMETIEE, 1 M AT e oAV REGE, ==2—F
AF AMiSe, FERIE K OV R U PR B S S O O S AR R SOE SOSEERE DR B L ST\ 5, Bt
HIV JIEBIARF D CD4 BPE T U o SBk¥, I HIV-1 RNA £ & 5o FRE S RE SOEGERED IEIE Y A
TAZOWTIESCHREE 83 39 N IE STV DR, RE—EDRMRITTVRY, LN~ T, BRRER
AT 5 HIV-1 BEYYERZIZBWT, HLHIV EELABRGT 25613, S B RIE SUSMEBERED FE AT
WICHEBR T OLERH D,

F7z, It HIV ERRIC K 2 50E RO BIEIZ RV, RURBEREUEE, Z3MEMK, ¥7 2 - NL—iEfk
B, 7 RUBRREO A CRERBENEET L LOMENRH L L0, ZNH0HE CRERBOREIIZD
WTHEETOINERD S,

8.3 AFIGRNC /7 LT F=o 2 VT IR, REROREAOMEL I+« 528, 71LT7F=0271
TIUANOmU/min L ETCHAZ LERTAZ L, T, AXIRE% L ERIBRESEIC LY BE
OWRBEZ EFIESBETH 2L, [74, 922, 102, 11.1.1, 151, 16.6.1 ]

(fi#=0)
WREE )N D R FE D BHERERE E N & 5 HIV-1 BYYE B A b5 & U7 ARHKI 0 2 1T AR BRI FER (292-0112 35R)
DREAE DB, Cockeroft-Gault EHERNSBEHTA I LT F =027 U7 5 AP 30 mL/min LA 70 mL/min A
i > HIV-1 JEYYE B X 2 B MR V22D R STV D,
PUHIV 32 K DB 70 VB HIV-1 EYE R 2 k5 & U 72 ARKI O 55 T AHERIRFRER (292-0104/0111
RER) T, BHEEEICETABKRENRNTA—Z L LT, ME7/ VT F=r, JVLTF=2 T U T TR
K OVEAROEEZE [UPCR, UACR, JRHRBP/ 7 L 7 F = R ORT B2MG,/ 7 L T F =] &
I L7, ZORR, WTINORBRIZEW T HAFIRGRETIE, STB P FHGH LR LT, MiE7 LT F
=R VT F =7 )T T ADEENEEINE L, AEFE 58 TIE UPCR, UACR K OVRT B-2MG
SIVTF2 R R—=2 T4 U BIR TN LIEDZxt L, STB &G TIE LA L7,

FE) HRerik

VI %4t ((FH EoEES) 12+ 5HEE -63-




&5 96 B DO ERBEED T ELERKRRE/ NS A —4 (292-0104/0111 5LER)

AP ERE (86641)

STB }t 58 (86741)

Pfifd

%k & %k &
g2 L7 F =22 (mg/dL) 771 0.04+0.114 756 0.07+0.127 <0.001
I VT F=22 YT T A (mL/min) | 770 2.0 (-12.4,9.4) 753 7.5 (-17.4,2.9) <0.001
UPCR® (%) 765 9.1 (-39.6,36.0) 748 16.2 (-22.5,81.5) <0.001

UACR® (%) 767 -5.2 (-35.7,30.1) 743 49 (-32.7,60.0) <0.001
JRHFRBP, 7 L7 F = kb (%) 772 13.8 (~18.8,66.1) 745 742 (10.4,192.2) <0.001
JRHFB2MG,/ 7 LT F =P (%) 765 -32.1 (-61.0,4.2) 738 33.5 (-27.8,230.7) | <0.001

1 R=R T A DD OB R R
b RN=RTA N OEEEO PR (53 ALE)

¢ RIEHIE

4 Wilcoxon rank sum test

R=RASAIUNLDYLTF=UI VTS50 ADHRE (292-0104/0111 FHER)

(mL/min)
10+

== KEHRE5H --@-STBIREH

~N
|
2
7
1
7
h
5
D
a‘&h
1t
_20_
oh R & (P9 L fiE)
-30 T T T T T T T 1
12 24 36 48 60 72 84 96 (&)
EEBIEL
XH| 58 866 842 836 829 821 819 802 792 770
STB# 5% 867 841 833 814 806 793 781 771 753

PUHIV B X DIERREBRDH VD, A V2 PRI STV D R HIV-1 BEYWEBE 2 x5 & L7256 1T
FHERARFER (292-0109 FER) (2B WTH, BEHEEICET DRRAE T A — X 23l L7z, EORE, Al
TR IR BN RE 2RI - (T — A X —) ZHL LU AL ARFIOERGIZE 0 B2 -RETlE, miA
B RE L L L C, M7 VT F=rv KO LT F =0 7 VT 7 A ENEEITNE L o 2R
AAIRRIC T — A X =2 EE RV LD A N BRI O 5CY) 0 B 2 728 ClE, BlARMkRE & il L ¢,
M7 V7 F=v RN VT F=v 7 VT 7 AOBLRITAEICRE L 2olz, AFOEEIZHI K
72BETIE, UPCR, UACR, JRH RBP/ 7 L' 7F = U OYRHF B-2MG,/ 7 LT F = U N _— A T A

SART L, AGEEMRLHE Tl b Lz,

VI %4t ((FH EoEES) 12+ 5HEE -64-



&51#%& 48 BROBRBEED T ELERKRRE/ NS A —4 (292-0109 545%)

AFIEE GHE (95961) AiEEAkCRE (47761) i
Bil% & Bil% (A

mig7 v7rF=>2¢ (mgdL) 696 0.00£0.115 330 0.03£0.105 <0.001
IV T F =T T AN
(mLmin) 695 1.2 (-6.6,9.1) 328 | -3.7 (~10.5,3.8) <0.001
UPCR® (%) 935 | -20.9 (-46.9,15.1) 448 9.6 (~17.7,52.8) <0.001
UACR® (%) 928 | —-17.9 (-44.9,21.0) 453 8.5 (-24.7,60.6) <0.001
JRFARBP, 7 L7 F =t (%) 935 | -33.4 (-63.9,0.1) 449 | 18.1 (=20.2,80.3) <0.001
JRIIB-2MG,/ 7 LT F = Hb (%) 919 | -52.3 (-81.5,-9.5) 443 | 18.7 (-31.8,97.7) <0.001

LR 2T A U b O R Y
b R T AP EOEREO R RAE (PN AE)
¢ HIRIRIENATR T H o - JEGI &2 R4 U TS

4 Wilcoxon rank sum test

R=RASAIUDNLDYLTF=UO VTS50 ADHFRE (292-0109 :5&)
—O— AHIBEH  —— FLEMREH

HAREE X AAREE
(mL/min) EFV/FTC/TDF (mL/min) T—=AKUATVHFTC/TDF (mL/min)
10
~
|
A
Z 0<
I
4
H
5 10
%z
1t
-20 T T T 1 -20 T T T 1 -20 T T T 1
(o] 12 24 36 48 (&) 0 12 24 36 48 (&) 0 12 24 36 48 (@)
FEGIEL
AHUE5E 251 248 244 245 243 402 402 398 395 394 306 305 303 304 301
mARMER 125 123 121 116 113 199 195 189 182 179 153 153 151 150 149

£P<0.001 (vs, ATTHHE) Wileson fank sum ton

7B, ERROWTHOREBRICB VT, TAF 7~ /Uit %288 4 2 WA 2 %5 UI- 908 ClaR i e
R T ARWERITRO ST 7Zeny,

IS ORI &, TAF 7 v VR Z2 G AKI T, TFV OFREEY X7 13BN EEZ TWND,
L7 D, TAF 7~ gl TDFIC LD, 2L T7F =027 07 50 ARNRME~ — 7 — DL ED
EWR S 72 b TR ERITER R THETIT RV, £72, COBIIZEL D7 LT F=07 0T 7 ADIKT
X, AFEGRERCHRO DN TS, Lo T, THIEKOHEICEETSEE] & LT, [KAR5%,
I VT F=2 7 VT T2 AD 30 mL/min KEIZIK T L2561, 5OFIEEZETHZ L)L LTWA,
INLEREZ, AFEEGFHOBHET =2V 7 DO—RELT, BEHICZLVTF=0I YT T U,
JREER OYREAZRIEL, HHEZOEMNREEEE=2) L 72 EETLH2LERDH S,

VI %4t ((FH EoEES) 12+ 5HEE -65-



84 TUTHRANRIIBITHT ALY TF B OEYEREITH3ITRET S AL TWO RV, D E B O R
KB BUBMETFR DT 7 ZAFEICEBNT, Coax D EH- 2R HGEN SO TWS DT, HBV
JUEAHHEE 2T, BWEHORBUZEET L2 L.

(fi#=0)

WSO FTC A O FERARBRICE N T, @ERAL O HBY BYYEAHFBEZEL T V7 AN B #l) KOHA
(15 6) @ Cuax1E, THFN 3.1 pg/mL F 1.8 pg/mL THY, 7VT7 ANIAANEHE L 1L.7ETH- 7=,

—77, HARNEERERCA 6 il & x5 & L7 TVD Hilali G- 0 SEpshhe nit%ﬁf %, FTC OEWEhRE IS ME AT
DFERLIZIZFER Th o7 9, LorLed s, BARANTOEFIREIZIE T 2B WS M ST

ZLEROT VT RO HIV-1 BYE RE OIEYBIEEIC DV T H 45 ﬁ%ﬁéi’bfb\fm\t BIVER DFEEIZ

METOIVENRD D,

85 =i MU v EVRAIOEKRBRICB W TREEANFEE L, TOREFEIIFEAFETREN &0
RIEENTWD, TOREKITBAED L ZARHTH 5,

(fi#=0)

W5 D FTC BA|OEGRABRIZ I T, FTC ®AIZE 5 L= 580 il 5 &, FEAGAORIER A 10 Fld S
Nz, FIEZEEIT, AN 320 BRI ITmiE SR o7273, 2=y 7 TiE 26 (1.8%, 2 fil/111 f),
BATIE A (7.2%, 8 HI/111 fl) ([ZHE S, AENFE CRIUFE DN G ATREMEDNNS bhfb\ %, BED
L L AREE RO N O RN CREHENSWREKIIRHTHID, ZhETITELNLTWET —
X2 ClE, REEEIINAL EOEICE EE->TWD, F£iz, FTC ﬁ%ﬁlfi&%éhtﬂif@z{éai, BANICE
WTHE SN TWDLY RV VBRI D EERONOARLRFIEHUL WD Z e, Y RT VU

LB HmOFCTH L AREMEL B X B LD,
FTC #EIREHFIZEHITHIRELEEDEIER
B2A HA TIOTHRANFE| e A=y Z DA, At
- 5/52 0/136 0/3 /77 0/18 6/286
3014 BB (9.6%) (1.3%) (2.1%)
. 3/59 0/193 0/3 1/34 0/5 4/294
303 38 (5.1%) (2.9%) (1.4%)
o 8/111 0/329 0/6 2/111 0/23 10/580
s (7.2%) (1.8%) (1.7%)
B (%)

HBx 1%, FTC $df X
IZHRE LTV D 3,

@ 3.9% (6 #1/155 %) DOEFICERILEEZME LT,

© tFEIREMERRFZ
@ FEHEEIL 6.5 18 (Frhfil, #EPH
@ ‘FELRFIL, Bx DOV A ARYERT HHEAENILRL, FIT

ThoT,

B BEEREIX, 2] Division of AIDS D EEFE 7 L — R4

BT 5 FTC 8K

FIIZ TVD O 54 LI FE - - 5EFNT 72 v o 7,

® FTC $5I

X TVD #&5-H1iZ

i, #PH :28~315H) Thol,

GRS DIHR UL E RIE IR Z 7

X TVD O 5HMIE 124 B (hokfi, 4
il 1 1~>50) THoTo, F7, ERBBEIIZTE - T -

S¥ED Grade 1 TH V),

R, K - FREHRIL

X TVD 23 58 5- S 4177 HIV-1 JBYE R 155 Bl O R B A OFBUZHSOWTLL D XL H

JH : 7~259 H) TH-o7=,
ETHoT,
[EAR 1~2 mm F& DI o~ B4 PR D 4, 2 B
VBRI VB L H9°, FTC H

112 H

VI “Z4fE

(5 Foor

SRS
EEE) |
o

(B S HA

-66-




728, STB ™ O I AREGIKRER (236-0102 35R) D 5-1% 96 IR\ TR JEAFEBEIN 1 fIE S
TWDN, AEFNOEKRRERTIZ, ZhD0EEITRV,
) WRFEH IR

6. FENEREAI HBEICHT IR
(1) GHHE - IEBRFOHLHEEH

9.1 BHtE - MEEZEDHLHEE

91 1BEFRIMNINARLEEZEHLTLDES

AR O 2R+ 2553 FoEET D 2 &, BREWTFAZA0FL TV D EETIE, AFlOEE
HIEIZE Y, B REBMETFRNHRT DBEN1H D, FICIEMENEDOSS, EELT 28200355,
[1.2H]

9.1.2 BHEREDIRVEFTLHEE

MgV > Oz £ 5 Z &,

9.1.3 FHENDBRENH S EEXIIZDMDEEEERELZAT HEE

BB EIT, BESEO ONHAICE, BEEPIET 5%, MURLEERTTY 2L, FEHRR
Bk ORRRBRIZBWT, BEREOKT L EFRE oA\ F~—T— D L7 ZED S, B0 ITHEN
RIBRE T, £72, PLHIV HKIC K DIEHRERD 72V HIV-1 JRYUE B 256t 5 & L7258 TR B IRRRBR 12
BT, BEEMET LIZERNED b,

(fi#=0)

9.1.1 [VII—1#ENELEZOHB | OHESM

9.12 BHEREFEED U R 7 2H T 5 BE % LTI, TDF 24 el o BB AR R & AR, BHhE
BRAEIMA, MiFY > OMEZ £ L THoRBigZ 21T, RENEO b -HaIZid&kb 2 Hik+
LD RE AT O BER D D, £T-, BEME2ETHEF L OO HITEET 5 Z &,

9.1.3 Hi HIV FIZ L DIRFGRERDN 720y HIV-1 JEYWEEE 255 & L7 5 T AHERARRER (292-0104/0111 7K
BR) OFEREMN G, KA GO KBEE AL & ONEHED F B AL T ~D 28X, STB ™ B HHEC I
LTS WD ED RS,

77, FLHIV KT X DEERBRNH Y, 74 L 2L STV D HIV-1 BYSERE 2 514 L
L7258 I ARERARRRER (292-0109 3ER) DOFERTIE, AFIOEEIZI Y, BHEEOUKEMENTED S
nrz,
LsUL7eN B, AREIO IR R QKRR ICB VT, BEEOR T & ER#OLE IS~ —I—D
FRAPED N, BRMOTTEN RSN Z &, £, ABRERGEEOFT ~OREITH T HEH
DA TRNZ EZHFE A, BEORBZETRIBIR L, BEDRO ONLEIE, &52H1E
T HHEOHURLEZIT O Z &y

FE) ek

VI %4t ((FH EoEES) 12+ 5HEE -67-




-

R—ZASAVHDNOLDRKBEEMFRVIEHIZCE T2 BZEDHR (292-0104/0111 RER)

(%) KERBIELIED (%) E
44 4
- AFYE5H @ STBRSEH —— FFQ 5B --@-STBRSH
~N ~
| |

2 2

7 7

1 1

b >

b »

5 5 -

() (2

zx zx

1t 1t

ES ES

8
FfE (R T AR
-10 T T T 1 -10 T T T 1

mpm 0 24 48 72 96GE) gm0 24 48 72 96 ()
A5 836 789 791 751 716 KI5 845 797 795 760 722
STBiE5 3 848 815 784 742 71 STBH5 3 850 816 790 751 714

R—=RS5A DL DRBEEMFRVEHIZCE (TS5 BZEDHTE (292-0109 5HER)

(? KEREEGIER (Z‘o) E
—O— KEIREH —O-- BARMEEE —O— FHEEH - AAEMEEH
~N 24 N 29
| 1
2 2 R
5 14 5 1
i 1
b g .
p Op— T i S e
5 T ?)
D -1
z z
1t 1t
= -2 F -2
15 (95%(ZFEX M) T (95%(5 R H)
-3 : ) -3 . ,
B 0 24 48 (&) B 0 24 48(8)
*AESE 902 863 869 FEBEH 912 874 881
AIATERkSIRF 452 432 428 FIRARAEEER 457 437 436

9.2.1 ﬁ%ﬁuﬂﬁ%b HYILEFUEREDDESE

BHLRWZ L, areFromHPREN LS5 EERS S, (2.3, 102 3]
922 EENEBHEREENHIEE (INLEFUEREFODEEZRC)

T ANV ECOMPREN BRI 5, [74, 83, 102, 11.1.1, 151, 16.6.1 Z:H]

(fi#=0)

921 [VII-2#HENELZOHE] OEHBM

9.2.2 FTCIZFEIZIRHFICHEI NS Z L, BEEOBERERE 2 A7 5 BFIZHVTIiE, FTC O if i
NERTD, ZoZ Loh, BEEOBHEER %ﬁ?é*% FEBEICEREGT L2 L,
£7-, FIC #8H 15V N AZEAEEE (F/TDF : TVD) OENOMFARERICE O TRt EE KO~
7 2O = JEERE S AR LTIEBIDN SR STV AR, ZORZIEBRBOAIEOH 5 BENE £
nTnsg,

PE (B EoEES) ([CBd 5HA -68-
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(3) FrikpelEE B E

9.3 FFiREEEEE

9.3.1 FFeefEENHY AN EF U R E5FDOEH

BHLRNZ &, arve FromPREN EAT5RMNH 5, [2.3, 102 ZH]
9.32 EEOHHEEREENHLIEE (INLEFUEREFODEEZR)

TOAET T T ENADMPEREN LR DRSS, [16.6.2 ]

(fi#=0)

93.1 [VII-2#HENELZOHE] OHEBM

9.3.2 ¥ESERIRERER (183-0133 FABR) (2T, PHEEDONTHEREIRET (Child-Pugh /382 7 2 B) =#HT 5%
BRI Z EVG e OY COBI A% 5- L 72t 2R, fEHepkBRg &tk LT COBI O LRI 22T D &
N2 o728, EVG D AUCw* 73 35% E5- Lz & OWiENH 5, EEEDAFHEREREE (Child-Pugh 4548
7 7 A C) AT 5 HIV-1 BYERFICBNTEH, KFIOEGIZE Y EVG OIMHREN EF3 250
RPN D70, HEICKE5T 5L,
* o BeERIRRIZRIT B AUC

(4) £TEREEHT 5 FE
EARSAA

(5) WE4m

9.5 11i%

TEAR SUTHEIR L T S A RetE D & D ethicid, &5 L2 R E Ly, AAIER G H IR L
7ot ODRBFHE~DOETR L, BRICED Y A7 2F[E L ECHEOZRREICERT 5 2 &, miRP &
ORI DTG AR 2 e G- L s &, HEZR LKL LET /I EALKRDa ey A H v ol
RELTRRDOLNATWS, [16.63 2] @8R (V1) 1280 TT /R ELVDORIE~OBITHH
HENTND ),

(fif)

WS DEFAFRERIZ 3N T, IR 4] S OV AR B8 1 3 pERR & bbil L C EVG K& OY COBI O i HR i EEAME T4
HZEDRESNTWD ™, WEIEF O HIV-1 &2 EVG 150 mg X TNCOBI 150 mg Z &dp L ¥ A &%
HUT, iR, RGN OHEER (6~1218) @ EVG K1 COBI OMENEE T A — & Z 3l L 7=,
ZOFER, HESIS LIERETH (14 #) TlE, EVG @ Cma, AUCo24he N Conin NZILEI 8%, 24% K
U 82%IEX T L, COBI® Cmax, AUCo.24n 2 T Cnin 3 ZAVE AL 28%, 44% KL N 61%IK T L7z, £7z, HPEERIC
*F UIEBR% ) (24 B) TiX, EVG @ Cmax, AUCo2anr KT Cunin 23 EALE AL 28%, 44% % Y 86%fK T L, COBI
D Cmax, AUCo240r SN cmin D3I IL 38%, 59% K OV 67%IL T L7,

EVG O 7 v N O Y XI2B 1T DA m MRS Tlk, BRAED 0.2~23 ZICY 42 AENEE SN
0, ZIRREOEEFELCHRIEA~OFEREBIIRO beho T,

COBI ® 7 v MR OB X1 DA mE R T, BEAED 1.8~43 fFICHY T2 HEN &G SR
0, ZIRREOREEFECHRIEA~OFEREBIIRO bNeho T,

FTC O~ AR N H (2B 1T 5 AR ©lk, AUC #5H TR B O 60~120 f52FY 425 A&
B ENTD, ZIREORECHEA~OFELREEIIRD Dol

TAF 7= VB O 7YX R ONT v MBI A aERRCX, RRmfERE CHlRARHED 36~71 {5124
W45 HEE CRREORESCHEA~OFEREEBIIRD Dol

VI %4t ((FH EoEES) 12+ 5HEE -69-




TAF 7 <~ VR ORI T 5 TFV Z4ER% 111 H B O 7 1 7Y 230 mg/kg/ H O & TR TG L7
IENRT: 115 H, 127 H, 134 H, 140 H &0 151 H H ORHEICKHT DR O g H TFV I 0.1720.07
(P +HiERE ) TH Y, TFV OIBE~OBITRRD LT\ 5,

TEHR O 5B 2 2 RPN L QiR 2 &, SR A R OVEAR 1% 3 i i B AR LS K 0 TR
ENTDEONRWATRENEN D D Z LD, HIEIIERE L TOW S RO H 5 otkicix, 5 Lens
ENEFE LW, ARAEG IR HA L2561, RBEAER LS ICBESND ) A7 2 +0%5
JE L7295 2 C, @MYRRENCE T 5 0ENH D,

RESES

9.6 RILIF
BIEBTSEDL L, T/FREAKRZ A RIS EZE LD N ~OBITRRE S TND Y, 7
B, AT TN, VALY NEOT JREN TI7 72 ROk M ~OBITIZARHAT
55D, BFER (T2 ) IZBWTZ A ET 7T ENAKRa LT AZ y NOHH~OBITHRHESINT
W5, E72, fotko HIV EYYERE L, FLRO HIV B2 BT 5720, LRSI EZ 527202 &R
EE LV,

(fifE)

AN OEEIRRRIZIBNT, FTIC XKONTFV O b MFLF OGS HE S TND P, 5 FlOGEmIZx L,
PSR FE BRI R ' 'L 200 mg, FTC 400 mg }2 (" TDF 600 mg % Hi[al[#%5- L, HEEHIC FTC 200 mg M O}
TDF 300 mg # 1 A 1[5 7 A& G L C, BBOFIHHF A OMA D FTC KON TFV ZHIE L1z, ZDfE%R

FLITH D FTC Ol K ORI 1L, 241 679 ng/mL KN 177 ng/mL ThH-7-, £7=, TFV D
B R ORI 1L, FNFN 141 ngmL KN 6.8 ng/mL Th 7=, TSI (hifE) &k
FLEZ IS, AN RIRICERT 5 FTC &L TFV BE2HH LR, BEOo 1 AROBEEEDOZNLTH
2% K O 0.03%I 2482 L7z,

FFLIZ HIV ARREOBAR L 70 0 155 7280, HIV TG LT BEBUIRAL L2 WL S FET A ERH H, £ 12

BAEZ T AN TABNC L2 EHERFAWER Z BB T /BN S 5720, RAFOBEFITH LT
AFIRAFIIRLERIE ST L 98T 2 L,

(7) MR

9.7 /MR
A ARE I, BrAlE, LR, ShIR SUTIARE 25 kg RimD/NE 2 x4 & U= R RBR XI5 L TuZguy,
[16.1.3 2]

(fi#=0)

AL, 18 sl ED B 2 kt5 & LTRGBS DIz, /NEO HIV-1 BEYWERE 2 xf5 & L7258 1L/
IIT FHEGRFBR  (292-0106 38BR) Z 20 L7= (Cohort 1 : 12 LA I 18 3% AR TR E 35 kg LA [, Cohort 2 : 6
AR LL B 12 BRI CIRE 25 kg L), 20D ORBROFE RS, IKE 25 kg UL EO/NREE IRV T HER
HHIART Ll S0, RHAREE, B, LR, $hIRSUIIRE 25 kg Ko/ Nz tsit 5 A% 0 H
EXOHBEIZOWTIEEYL L TE 5T, AIWELROZENEITHERE S vTnen,

VI %4t ((FH EoEES) 12+ 5HEE -70-




(8) =HrE
9.8 SEE
BEON, BROLEEOIKT, &0HE, OFHIESEZ+S5ICE8E T2 L,

(fFw)

i Xt ge & U IeARH O B REBRI LR S LTV, £z, BARERE Talind 23T 2 A 2E,
LEMIZONTORFTBITHOA TRV, —MRRER ZiH LT,

—HRAIIS, il T AEREREME T LTV a7, AFIORFE-CHRIENEIE L, BIEHAHE S5 W]
MRS D2 Lnn, BHWEAOIERSICONWTHOICBR LN bEEICKRES T2 L,

7. tHEER

10. MEERA

BT 7T CYP3A TRET LS 0, [16.7.1 ]

AT ALy b CYP3A V7% CYP2D6 THRET S+, CYP3A K UFCYP2D6 ZfHET 5 9, £7z,
OCT2 DIETH Y D, P-gp ZPHET 5 %, [16.7.1 B[]

T RENKROT A N U Z B SRERIR A & BRI 22 SR 73T K 0 Bk S 5 5999, [16.7.1
Z ]

TI)IREN TT77x2F IR hT 720 A, CYPIA RO P-gp "D IE TH 5, [16.7.1 ]

(1) FRER L ZDER
101 FAES (HFALGWI L)

FEHI 4 BERIEAR - HEE 1A BEFy - fERRIA T
TR TIET ST ENLKERa TR | 26 EFD CYP3A K NP-gp D
(77 v h—n) & FOIMHRENELRT | FEERICL D720,
T ) L X —)L THAREERS D, £, T /K
(7= /=) v 7T 7 23 ROMmpRE
Tx= AV PNMETT D AREMENH 5,
(TLreTFV)

AT 2= AV

(RA FA V)

DAV <V

(V770)

TV HE IR

(7T —1U—4)

N =Ryl N Ay
(St.John’s Wort: o>~ « g —
YR - T— ) GHRM

[2.2 ZH7]

(fi#=0)

D OFEHNL CYP3A OFENEMEZHT 5720, KF LG L7256, EVG LU COBI O MEE =i
T FRENE LK T L, ZhROWISCIEAIMNENE U 5 afetEnd 5, X 5HI2, COBI O T
WZE V377 — A MAERBE LN RDFAREERS D, £12, 2D OHEANT P-gp OFEEM LA L
THEY, AFEOH LSS, TAF OWIAME T LTl RENE LT L, 2RO ESCHEAIMmE
HECDAREMED DD, LT o TARHAE 2 H3HA & OPFMITRET 2 Z &,

VI %4t ((FH EoEES) 12+ 5HEE -71-




FEHI 44 S5 BRRIEAR - HEE 1A ey - fERA 1
P H IR TAETF I ELLERI TR | TG KO CYP3A FHEEHIC
AT ARHE YD) S FOIMHPRENELIET | L5720,
Tag =7 THAREMERH D,
(77 hbE)
AR F=F
(74 7 VR)
I RFT
(FR_TY L)
[2.2 2]
(fiF#5)

IS OFANT CYPIA OFEEM 2 A 5720, AAHIL G L1254, EVG kT COBI OfGGEHAMIEE S 41
T FREDZE L AKT L, ZEROMEISEANMMENAL C 5 etk d %, S 5IZ, COBI DL HREK T
WX+ T = A MIRPGEONRL RO RN D D, LI2id o TRHIE 2 6 85AI & OO I3kET

52L&,

HKF 4 %

BRI - $EE ST TR

HeFr - fabRIN T

e R I H Iy A UER
b=y

TV H I AR - K
AL A TFRENLT FEY
N

(7 VT7V)

T)IARXNY =LA R
AFNLT)LITARNY) LAY
i7et)

(AT ILEY)

[2.2 2]

TN O EA DM PR R L,
HE 2R T AEMIER E K ET
KO 70 CRIMIMAE SN, MUk
KO OMAERR O RE L) A3k 2
L AREMED N B D,

TAF T LB
(R _T7)
[2.2 &8 ]

TAFTLENLDIMEEEN
HU, IR L - A ERELN
B, £72, EIELT 2 aTRENE
NH D,

UNAKRTF
(URNR)
[2.2 ZH]

UNRRARF DM R E
HLU, EERAEEREG (B0
fRE 2 B de S A/ F—55) vkl =
DEREMNR S 5,

EEY R
(A—7 v )
[2.2 &8 ]

BV ROMARESR LR L, &
7 TR S e RIET X
5 7 (FUEIRS) 4922 % T
REMED BB,

UNAVTF T 4T = R
(LRFF)

PIVT T VR K
(LE FF)

BHE T T 1)V

(7 Kvh)

[2.2 2]

B EAN DM PR ER-L
BRREE, RiiE, Rk ot
RKAh%DF EFERERMEZ D A HE
PEDR & Do

I AFy O CYP3A PHEME
Iz L5720,

VIL et (B EOEES) (B4 55HA

-72-




Tufrky s INHIEADOMPBENR EAL, |avrs 22y b CYP3A FLE(E
(uFtr) EE R ITAEMICERE KIET Bz & 57
TEL=UE L ORELNEZDAREMN H - e
(Ir7aw7) %,

AT AN

(A 7HF L)

[2.2 ZHR]

FUT VT A INHHEAOMPIEREN B L,

(VT ) B T AEMICER A FIE

IHEV TN £ 970 Eg (BEHEHOIEREH

(FVI L) SRS I I IISE) A3 E Z 2 RTRE

[2.2 ] MR 5,

oA R ALV oI ZE ROMPEENELL

(¥ 7 AZEY R) EHFTLFHEESERD B,

(2.2 ZHR]

s/ AL L DM EEN ES

(7 7) L. A Y 7 MED F5H 2335

[2.2 ] THAREMEDR B B,

(fi#sh)

KRN OEHRKS T A COBLILCYPIA #[RZET A, CYP3A TRE S 10D 25 3K & AK %2 0EH L7854,
R E S UM HFREN /325 2 & C, ZDIRANCEET 2 EE LR UIAEMBHRE KIZTT L O 2
HEBLEVPIBFTAHRREENH S, LD TARAE ZNHIEK L OB ITRET A2 L,

HEA 4 % R SELR - FEE A HFe - falRIR 1
7L ENL TIREN TITT72FIROP | TTFTLVENDET TV AR
(FIEv27) HIV-1 {EHENME T 95720, A& | HELEERICE D729,

[2.2 8] DN RNWETT D ATHEEDR 5 B,

(fifE)
TAF (%, HIV-1 OWEGEERELZHET 2 X7 LATF NMEUAKRTSH D TFV OO 7 e K7 v 7 Th b, TAF
FMAER TIEZETH Y, U o/ EKE O HIV-1 BEYSHICIRVIAE L, BT 7 AIZTTRV ICE S
THLHIV EEE2 TS, TAF L7 7 7L en® 203425 &, CD4 5% T U > 7SEkCod TAF @ HIV-1
W2k D ECsofEAK 24 512 EHT D Z LR EnTe, 2R U ERNTAOT 7Y AR T 771 eV
WL VBHEFE S, TAF O TFV ~OREBHESINHEREZZ2OND, ZO0Z &b, KRETT7 LY
NGB T 5L, TAF ORI TOIEHAL L OEGR TOI Y A NV AERICER R % KT T rIREMER &
e LTER-T, KEETTTVLELEDOHRITERTD Z &,

) ARzeH ik

VI %4t ((FH EoEES) 12+ 5HEE -73-



(2) FREE L ZDEH

10.2 GrAEE (BFRICEET S &)

SR 44 BERIEAR - 51 By« falRIN 1
T A Fu UIERRE I HEBOMAFEEN EFT AR | a2 2%y hd CYP3A
RF Y DGR KR MRS D, KB EDEHT 251, | IWEMERICL 2729,
A AN INHEA oM P EEEE=F Y
U KRB A ek TIHZENEE LU,

a7z ) R
X = UHRERE K Fn
v ARY
7wl NAKfY
Thall hA
[16.7.2 ]

7 aF RN A TR DA O PR E A BSR4 5 A
T hAZTIR BN S 5, A L AT 25LE1Z,
T AR R LR BEOREZTEELBIZET L
DNF TV LR HEFE LU,

Jr I
N A A IS 1. 5t

=TT

RF %3 VIRRE

s3m X F AR K FI) SR B IEAN O MR FH 5 A
73 MUTFY KRR BN D D, AFI LD
A 7T R A & ET DA T EEICITVD,
VN TFFY R BEOREZERE L (BT L
NS 20 NEE LU,

e T 2L F DML ERT 5
[2.3, 9.2.1, 9.3.1 &M] REMENH D,

T RVRRE TN T LKF | 7 M ANAEZ T O MPREN EH
[16.7.2 & 1&] THAREMERH D, T M ARNREZT

I BKF E DR T D56
%, D ENOEREL, Zathadl
HLRRLHET DL L,

PIL AT v — L% L F R P AT B — LD PR R
L, QT &, Bk ONAMHEIRSE O
DIERAEEZOREY 27 28 b

HI D A[REMEN D 5,
UNANTFF T 4y R NGB OMAFPREN EH L, 1K
(AT T F) M, Kb, (RS &K O
HEZT 4L DA EFERNEINT 5 ATREMEN H
(TUVRA, L7 47) 5
a3 EBTE_ ) T A TS IRF O M YR E A EHF B ]
N TAUN REMEDN B D, AFI &P DB A1,
TRAEYT L INGEANOWEEEETDHZ L,
VO A AW Y5 Tz, BEOWREZER L CHET
VYT AEAERE HZENLEE LV,
Rt & K R & RO PR -5

THARENRD D, AHIEOHT S
ek, Rz KM oOREE
HSEIHI L,

VI %4t ((FH EoEES) 12+ 5HEE -74-



HKF 4 % BEAEAR - HEE T 15 HFr - fabRIA T

ST =T K CNOEAN DM PREN EFAT DA | a v =24 v o CYP3A
TRNF =T N UV T MRS 5, . B g
o) AR FREERHIC L 2729,
TFY =R

MR A

T TR Rk E R
JTFT T~ VR
TINFH TIVF T DM REEN EH L,
WIRE D IE 2 VT — VR FE MK
T AAEEEND D, FRCEHMOT
M3 285680%, MHA~OELEZE
THZ L&,

(fiFw)
KA DO EHRST T % COBLIZ CYP3A [HEEM 2 AT 5720, CYPIA THR# S 34 L OF LT25GE,
OF AR OM PN EF- U, OFHEICBIE L2 AEFRNFEIT 2 WREMEDR H 5,

HEA 4 % R SELR - FEE A HFe - falRIR 1
FXY AL TAETTITENLNR PRI AS Y | TR A XY D CYP3A
FoMmARENE LK TT 508 | FEIERHIC L 2729,
Mnd 5,

(fiFw)
THRY ALY T CYPIA i 5720, AFL G L725HE, EVG XU COBI O M S 41Tl
BREPMET L, 12RO HK I OEAIMMERE T D RN H 5 Z L IZEET 5,

HEA 4 % R SELR - FEE A HFe - falRIR 1
7o) z2ua~vwAfT v VANV A=A G S0 =0 & Sl IV/A ) I S = B=g GV N R O
v MOIMFEREN ERT DN | 2 B A% v D CYP3A
H5H, PEEHIZ L 5720,
A FF7afy—n TAETTTEN, abtTRAAy | IRHEEA KD BT A
AYary—n LN GHEFOIMPPREN EHS | % v o CYP3A E[HEE
DEREMNR B 5, ik b7,

(fiFw0)

T B DAL CYP3A ZHETH7-0, AFIEHH L=54, COBI @ CYP3A BHEERIZEL Y, CYP3A
TR SN N SEAOMPIREN LRTHRRENRHHZ EIEET D, £77, 4 v TJaty—1Lk
R aF =B Cix, EVG ORGENMEE SN, M EEN EF T3NS D2 EICbiERT
50

VI 2t (R EorEs) 2B+ 5HEE -75-




HKF 4 % BEAEAR - HEE T 15 HFr - fabRIA T

7 LA = REiERE I HEBOMAFEEN EFT AR | 2B 2% v D CYP2D6
A X LT R MRS D, KB EDFHT 2HEAE, | IWEMERICL 2729,

IHBHEADOMApREEZ =5V
T HTENEE LY,

U TR SIEFN DM P REEN ERS 5
X N mu— AR BEMER D D, ZHBHER LTS
FET—IL~v LA R A, BEORELZER LT

L, WEEOHELEETLHZ L,

(fiFw0)
T DOHEFNE CYP2D6 TIRET S B 72, AFl &G L7254, COBI @ CYP2D6 FESEIC & 0 ARHDS
PHE X1, 2O EAOMPEEN AT AN 2 Z LICHEET 5,

HKF 4 % BEAEAR - HEE T 15 HFr - fabRIA T

YA Ry UARY ROMHPRENEF TS| 28 A% v Fd CYP3A
FREMEDR H B, AFNEJFHT A5G | XY CYP2D6 RHEMEHIC
1%, VARY RCOEEEZEETD | Koo,

Zk,

WA VT AN O PR A9 5
FEZ T A MT 7 L BALKER | BEERD D,

KRN

(fiEEa)

T D DAL CYP3A L ONCYP2D6 TREFE NS 7=, KK & G L7234, COBI @ CYP3A K TXCYP2D6
FREMERIC X W REHESH, ZHOEAIOMPIEEN LR+ 5 RN H 5 Z L ICEET 5,

VI 2t (R EorEs) 2B+ 5HEE -76-




HKH 4 %

BRAEAR - HEE T 15

P - fabRIA T

2t 4 (Mg, Al, Ca, Fe,
In %) SAREORA
VTRV LTI =T LER
pillizgatl

T T ST Lo RN
T D AREMEDN D DT, 2 BEEILA
LR EHITCERET D ENE
F LU,

TET T T EILN LA
BiA A2 LR (L —
k) Z AR LRI A3 i &
b=,

~ 7R NEH TAH
AT Z V77— kKT
[16.7.2 ]

K

S

(fi#=0)

TEHERBRE A RIS, ~ TRV T L - TAI =7 AEAHIES S EVG O RTV Z0FH L7- 3@ ieitsh
ZHEM LT-RER AL TIORT, v 7R U A - TAI =0 LAERHIEEANL, ARAE 2 BRI EOMEEZ &
FTEREGTHZENLEELWVWEEZOND, AR~ TR T L - TV =0 LEAFIBRAZ 0T 55
AEETHZ L

EVG, RTV &R THRIIL - TILE ) LEFHIEFIGRESHED EVGC OEYEHE/T A—2DEIL
(183-0119 5%, REIRFIR5 DA 183-0103 FHER)

SEEhE T A —4% (CF¥E)
EVG 50 mg+RTV 100 m IRYBNRE T A —F DLt
SR h Pty | EVGSOmgERIV 100 mg (0% (E I )
S AT 20 mL B e
EVG 5 4 FEfifii~ 27 2 U A« TV =0 NEAHIBAIR 5
JE 4K 8 8 —
Coax  (ng/mL) 834.79 881.05 94.75 (83.90, 107.00)
AUC (ng-h/mL) 9,731.00 10,155.55 95.82 (88.29, 103.99)
Cuin (ng/mL) 200.92 192.63 104.30 (93.39, 116.50)
EVG £ 5 4 B~ 7/ 22 U A - T = v AEHHIEBAIER S
JE B4 10 10 —
Coax  (ng/mL) 866.23 881.05 98.32 (88.16, 109.65)
AUC (ng-h/mL) 9,972.25 10,155.55 98.20 (91.26, 105.66)
Cnmin (ng/mL) 192.60 192.63 99.98 (90.14, 110.90)
EVG £ 5 2 Bifflfli~ 7 2> U A - T =0 AEHRIEBRAIER 5
JE B4 11 11 —
Cruax _(ng/mL) 724.51 881.05 82.23 (74.10, 91.26)
AUC (ng-hmL) 8.608.06 10,155.55 84.76 (79.04, 90.90)
Chmin_(ng/mL) 174.22 192.63 90.44 (82.29,99.39)
EVG # 5.2 Rt~ 7 2 U A - TV =0 AEAHIIEAIR 5
JE B4 10 10 —
Crmax (ng/mL) 694.80 881.05 78.86 (70.71, 87.95)
AUC (ng+hmL) 8.155.20 10,155.55 80.30 (74.63, 86.40)
Cuin (ng/mL) 155.03 192.63 80.48 (72.90, 88.85)
EVG, w7 XY U A - TNV =vU AEHTIBARRRS
JE B4 13 24 —
Cuax (ng/mL) 664.1 1,250.6 53.1 (46.8,60.2)
AUC (ng-h/mL) 8.561.5 15,550.7 55.1 (50.4, 60.2)
Cnmin (ng/mL) 184.4 311.8 59.1 (52.0,67.2)
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S %

BRAEAR - HEE T 15

P - fabRIA T

=N
[16.7.2 & 1&]

UAF T OMPPREN EHF 5]
REMEN B B, ARAI & AT DA,
MPREDE=ZY) T 52ITH &
NEFE LV,

I BT RAH v NBELE
IZBWT P-gp ZHET S
728,

(i)

TEFEPBRE & 2522, A% v & COBI Z 0fH L7z 3B i 4 520 L 7o R A LU N IR d, 3% v
VHMBE BT AR T, AFIGFHERC Y 2% o o RS ERT S ATREMEAS R ST,

FlE Ty el 2563 EETSZ L,

COBI £ OX LV UHARERO O IX L U OEMERE/NT A —2DZEIL (216-0112 FXER)

HYENRE T A —F  CEEE)

COBI 150 mg/H + 2 7% > 05mg | Y 2% > 05mg %%%i%%%%f®%

HA[m] HA[m] g

JE B4 22 22 —
Cray(ng/mL) 2.5 1.7 140.95 (128.52, 154.58)
AUC (ng-hmL) 34.7 31.9 107.73 (99.58, 116.55)

HKH 4 5%

BRAEAR - HEE T 15

P - fabRIA T

Vo7 TF
[16.7.2 Z:1&]

TILET T ENLERIE T AH
v hoOmMHPRENRE LIETL, 7
JAREN TIFTT7x2F I ROMpE

V75 7F . CYPIA K&
W P-gp FHEAEH, K=
B A Ay @D CYP3A R

L7 o>T, &

FENME T T D aeERn® 5, Fiz,
V757 7F L OiEMREMTH D
25-Wi 7 & F VAR R EE AN E -
T 5 A REMEN D D,

FEERIZ L D720,

(fif)

TR E A k15212, U 7 7 7 F & EVG KON COBI Z BfH L 7= 3EhiesBa 4 20 L /-4 B4 DL F IR
4, EVG L ONCOBI & U 7 7 7'F U #5HD EVG O iR 78, EVG K& Y COBI ff F#% 5-Hp (2 b~
KR LEEZEnn, V77 7F o285 8T 2561, EVG OMFREMETL, Hir A LA RN
BONBRWATREMERH S 720, P H2IcEETHZ &,

%72, EVG KON COBI & U 77 7F U GO U 7 7 7F L OIMSEFRREICKE 28 kg, V7
7 7T 25-BT TR O MEFRREN LR L, V77 T F U R T TF 2 25- BT T
R O MAE RIS 2 FLHEE L2 BUEiSEORAIIL EVG &K COBI OfFHICE L & FRIRE B 2 5
niz,

VI %4t ((FH EoEES) 12+ 5HEE -78-



EVG RUCOBI &) 77 TF UHAKEED EVG R COBl DEMEIEE/NT A —2 DXL (216-0123 FRER)

HWEME T A —% (P .
EVG 150 mg+cﬁz§f50 mgj A S S ﬁf‘/: A SOl
F Y77 F o 150 mgl F EVG 150 mg+COBI150 mg/H (90%{EHE X [H)

EVG OHEMBHEE T A —X

JE B4 12 12 —

Crmay(ng/mL) 1,981.26 2,173.93 91.14 (83.56, 99.40)

AUC (ng+h/mL) 17,726.19 22.325.62 79.40 (74.10, 85.07)

Cmin (ng/mL) 133.69 406.97 32.85 (26.93,40.07)
COBI OIEMENHE N T A —H

JE B4 12 12 —

Coax  (ng/mL) 1,877.3 1,642.2

AUC (ng-hmL) 11,409.7 11,215.2 AR

Cuin (ng/mL) 6.5 22.8

EVG RUCOBI &) 77 TFUBEREHD Y 77 TF U OEMEIRE/NS A —2 DL (216-0123 FHER)

MBI ST A—4 (B —
EVG 150 mg+(%c]|?1§f50 m; H (Trt%)“ \ e SZby <7 A—Z O
+ 1777 F 2 150 mg/lF B V7775 300mg H (90%/ZHE X [H])
B o > —
Cow: (ng/mL) 558.29 512.79 108.87 (98.48, 120.37)
AUC (ng:h/mL) 8,301.95 8,984.81 92.40 (82.86, 103.04)
Coun_(ng/mL) 70.16 74.72 93.90 (84.77, 104.01)

EVGRUCOBI &Y 27 TFUHRABRERD) 77 TF 2 25-7 £ FILIKREMOEYFEE/NNS A —2DE(L
(216-0123 EHER)

EVG 150 mg+(%§?l§f5ﬁ§:n\;; T (jzj}jﬂﬁ;% ~ 300 H %%%:5/{;;;;:%)5’ P
+Y 777 F > 150 mg/f@ A 777~ 300mgl IR BIER
JE B4 12 12 —
Crmax (ng/mL) 146.28 30.20 484.43 (408.94, 573.85)
AUC (ng-hmL) 2,954.91 472.73 625.07 (508.37, 768.57)
Cmin (ng/mL) 16.94 3.43 49420 (404.20, 604.24)
HEA 4 % RERSELR - FEE A ey - fElRA 1
T uelL INHERA TR EALITIT AN | JRAE ~DOREEEEIC X
AV AL/ A= %Y 3 Vo2 eroffiRER EFL, Z | 9 Heit S35 385 & O
Hov7aein O EBINIARFNC L 2FEES | 7256, HHIREOFES
SN)VH v a e VIR PHETRT A REEMEN B B, W2 L0 PR AE T B 7
D,

(fiFw0)
ZIVHIEFE FTC LONTFV (X8R S D720, AFEOFH LGS, YRR OB LY, T b3
#l, FTC xONTFV OImHAEEN R L, AEERPRETAAREMERH 2 Z LICHEETAINERD 5,

VI %4t ((FH EoEES) 12+ 5HEE -79-



HAE 5 HRERIEIR - HEF 1 W - JalR T
TF =)V A NT A= TF LT A R T UA— LD | MR,
[16.7.2 2] FEDME R 5 AlRetEnsd 5,
(i)

TR E 2 X5, VT AF A — b (ENKRER) KR F =LA T4 — L STB® 0t L
7 EhBERER & i L 7GR 2 LU IR d, STB & J VT AF A — |k (ENRAR) LU= F =)L R

rS oA — NV ORERAEGN, TF AT A NSO — L OMBETEENME T LD &b, =F=/LT R
h 7 A= EARAN BT AR ETS L,

) WRFeH Ik
STB2 &/ W RAFA—F (ARARER) RUIFDIIR S OF—IILHABREED
IFINIR S OF—ILDOEYEE/NT A—2DZEIE (236-0106 HER)
IRYBNRE T X — & (EHH)
STB21§&/H+ / VFAF A— Lk I WVIFEATF A — |k - we oS 4
(0.180/0.215/0.250 mg) /H (0.180/0.215/0.250 mg) /H M@%&m}/@;ﬁ%ﬁ;@%
+zF= X NTFTIF—L +=F =R NT G4 —L IR
0.025 mg/H 0.025 mg/ H
JE BB 13 13 —
Crax (ng/mL) 98.6 105.7 94.09 (85.54,103.50)
AUC (pg-h/mL) 775.04 1,050.56 74.97 (69.41, 80.98)
Cumin (pg/mL) 13.7 25.8 56.48 (51.88, 61.49)
a sk
HEA 4 % R SELR - FEE A HFe - falRIR 1
INT 7 VAL INT 7 U O RENERT S | BRI,
TREVENRNH HTZO INR DE=HF I
THEITHOZENEFE LU,
(fEFL)

U7 7 U ATREDS, T U TR AEIRER CYP2CO (2L -» TIRE SN 528, MofGElERIC
bREIND, AFREHRTL25E, V77 U OMPiRENZET 5 a[REMEN H 5720 INR DE =4
Uo7 x4T9 ZEBEELY,

HA 4 5 B AEAR - #5187 15 P - faBRIA T
B2 A D HA DERITRET 2 2 ERHE Ly, B2 A D EANTH
[7.4, 83,922, 11.1.1, 15.1, 16.6.1 PERERE T O fERIN 7 & 72
2] %o

VI 2t (R EorEs) 2B+ 5HEE -80-




8. BlfEH

1. 8ER
WROBWERBEND Z L3 H D DT, BB 05T, BENEO oG E I3k bG 2 P14 57k
CHEUREZIT O Z &,

(MEXRGEIER & HER

1.1 EXEEER

1111 BREXRIEEDOBEHEREES (1%AK7H)

BHREA S, BAS, SMREE, ITCEIRMERREREE, 77 oo —ERE, SRR A,
BEEIR BVE ST B R EO BEOBERENEND Z L 203H 5O T, IEREMICEE 23580 bz
BT, B Z2PIET 2%, WURAEEZIT) 2 &, FHOBHEEREOMEN D 2 BESCE R EDOH 5
RN IR TV HBETIIEETHZ &, [74, 83, 922, 102, 151, 16.6.1 2]

112 2B7 Y F—  RARUEHLEICK2EEDFIEKR (BBRARF) (EEREH)

FLEET ¥ R — o 2 X INFRIRaEIE N G o D B ARTER UM AR E (7 ) F 7 A7 =27 —EB DA
W RS B LNTHEAITE, ARIOES 2R ikd 5 Z b, FICHREROGERRE T2 ET 2
BECBOVUIEET A L, A N VX B ITT /R BV % G okl R s G 55 B 5K oD B
BHIZNHO0AREIC LY, EEZRABRT ¥ F—3 2 L OUEIILE C & 2 EEOFFIER (IEIIT)
0, THEIZZ @GSN TWD,

(fi#=0)

11.1.1 AFOHL HIV T L D5 BB A 72 vy HIV-1 JEYIEBRE 2 6% & L% I AH KRB
(292-0104/0111 FBR) [ZBW TR R VIREIEEO G EFFROFKELEL, AFFKGHET 7.5%, STB™®
FEGHET 108% Th o7z, BROREEEORIEHORBIRIZL, AFHREGHET 1.4%, STB &EHET
3.6% T olz, £z, ARBRICIIT D STB £ HHED 6 BINEEEOHHEFRICL YV EHEZHILLT
BY, 2056 1 FICERMEEZTNE O bz, 61T, STBEGHO 1 iV TiE, #&5I13Hk
SN TND L ODOBRMEREENRD STz, ZHUTH U TAFIRGRETIE, BIRME B T
HHIECE > BEHEEOFEFERFRITRD R0 o7,

Loy U7ed B, ARKI OB D 5 T ORI BEREE O & 5 HIV-1 JEYYE B3 2 xf 5 & L7255 11 AR
RakBR (292-0112 3BR) 2B\ C, EERBWEATII/AAWL OO, 1 HITHILIZESTREIWERE LT
BRARENREINZZ EnD, UTFICEH L,
AR A RIE LTZAERNL, BEETHHRE T B +TVD 0B ARKFIE G~ 0 2 7=, AGEHID 7 L
TF=2 T VT T AL, NR—=RAT A VEHZEBWT 48.6 mL/min TH Y, #4528 H HIZ 30.0 mL/min
FTIRT L), BAeLflishi, Z0%O7 V7 F=27 )7 7 A0, #4555 H
H1Z 37.2mL/min, #%5-83 HEIZ37.2mL/min Th o7z, REFIIT T AL T 4 ThDHA A ~F Y —
NI VT T ADREMNRTH 512720, A F~F Y — L& iz GFR EJIfE (aGFR) & JIE X
TEY, X=X T A VEFIZEBVWT 34.5mL/min ThHo7=M, %528 HHIZ19.9mL/min £ TR T LT
Wz A T — 0% Tz aGFR OFEFRIZ XL 0 #25-83 B BICAAIOR G- 2 H1EL, RET7 B +TVD
WCER LT, 0%, ARGV EZRNO 153 HEIZZ VLT F=027 U7 7 AL 444 mL/min £ T
A1 L7=7=, ARFREFREIE L & s,
EFFEROZEND, BEEN1%RHTIEIH D D0, BAREITEEOBHEEEREEICOWT, EEh
BEIToT,

) ARFeH ik

VI %4t ((FH EoEES) 12+ 5HEE -81-




1112 A% 0055 T ARG R RER (292-0109 3BR) (2B W T, BT ¥ F—3 AN 1 it ST, AIE
Bl 40 FAcPET, #5243 H A _zLﬁWv R—3 2 (JEEFE, Grade2) 2FBLL 7o, ARFGIMEL
BT E-255 A BIZEHE L7, AHIE ORRERITEE SN TWD H DD, NRTI TIIHET & F—
VARLHEEORIEKR (R DG SN TWDHOT, EEWMELATTo 72,

72, ENTHE, AFIOHEETHD TVD THEET ¥ F—v AN 1 fE IR 5, M5 S oiE
B O % LU FIZR T,
ELEET o F—2 R EReE S - GEHIBTIRE

H
VR %&ﬁﬁzﬂaaﬂ lgfﬂ;%% . ;;T%%
CEilh () s e "
Bk HIV-1 EYYE | TVD BT v F—v R
30 At (% VI [N+ | 18 ovEFen /U MFEN, FITOUEORRZ T EEREL, H
R ZHE) 262 H[H BeT S =Y AERB LIz, 2020, FIT7P0 RN =1vT Y
(C BUF%) U TVDIIZEE LT,
(FFREZS) BeHBAA R TVD $¢5-BillA,

7 V7 F =2 122mg/dL, BUN 10 mg/dL,
#5230 A H BE L, HAEEIHTOR DA,
#5252 A H FEHEE B 47 0 72 O g~ A Bz,
5261 HH M- ifn & OV I FE B,
#5262 A H PR IR T ORI 5 338 B,
T _CTOHLHIV R RALT 7 A R
—)v,/ N A RTY 2EEF I,
ik 1 HE Kh“ %hoﬁVT?w/7lme%
B, ’%WHT ZWr, £7-, CK i
2,160 IUL & b5 Lfio‘ V) RO REE ©
D, T F— AR (pH 7.133, Pa0,
122 Torr, PaCO, 32.2 Torr) & 720, FLEA{H
@La%r% LD BN DHEET v R — A
P, MBI &0 FLEREIL — BRI

1&?@“5 HEE EA,
ik 4 H CK il 152 IU/L (238D,
ik 17 A% 7 LT F =2 64mg/dL, BUN 65mg/dL,
diik 18 [ MAEENTH> & FRe A Mg A @B Ic A H

L0, FAREE X VT, Y ERT
HLERT v R—3 A & TVD & O % 7 HE
oY &FF,
PR . nEF L,/ Y hFEN, AT 7 A REHS—L " A RNFY A

MR ERERAERE (NRTD ([CERT 2 EEZXONLAMRT ¥ F—2 A 2qhI bary N7
BHEICE L T OXME N ESlmEDRH 5,

Arenas-Pinto A 5%, HIV EYYEREICRBITDAAmBET v R— ZAOFBBIZET 5 CHRAE O E, M
AT DI T =23 EHELNT 0 EF A E LD, LFOXIITHE LTS,

@© 90 FEBNL TR T NRTI A5G- S TE Y, & 53K 03 8 S 7z 83 B, =17 > (d4T)
N5, PRT Yy (AZT) W29 61, V& /7 (dd) ™ 2827 i, 3TC 23 25 i &
Tz,

© B DK 50%I T, MR OUTIRM: 2 3 2 7=,

@ 90 Bl 53 FICHRIARF S FEIRFHZREEL L, 5 5 36 BlITIHELART F R fEs STz,

@ B%IFFECHITH T,

® 6 B2 NRTI O F & 503 Thoi, 95 3 BNTHEET & F— ANEI Lz,

©® ZEMETIIEMEELRLTY A7 B 25FEWEHEINT-,

FE) HRerik

VI 2t (R EorEs) 2B+ 5HEE -82-



KFNOEAT A B O Td % FTC KON TFV-DP (TAF 7 < VBRI OTEMEARER) 1%, I hav R
U T FME~DOBEERRIBEINTWAI b2 RU T DNA KU AT —8 y T35 BEEMER MO
NRTLZ AR TR, AT v F—v A2 &I by KU 7@HEMERBIO Y A 7 XA/ S VW& &
NTWD, LrL7eA s, HIV-1 BYYERE 255 & LTeARIOBKABRIC B W THEET & F—v A
D 1FIRE SN TS (2016 45 ARER), Mifl & FROFEENLELEE 2 bivd, BT v F—
DA, RFEMER GO D ERIER LT I ) T AT =T — B oA RSO REE RIS
L, BENRDOLNHEITIIAB OB % —Fh i+ 52 &,

(2)ZnHtnEI1ER

1.2 ZDOMDEIERA
2%LL k 2% ATl BEE R
TR R OV [ AHEGR VRRENG D R4 A6/ R
R RURSE, FH g
ook e 7 YEJE, EEtEOEV | IR
B e E L, R, U RIS, R, N,
IEEE, R, TH L
RE
2 & R Ve T kg R o 5 MAETEEE, %
15 s S B O A& Lk BWE, BHERE
R R OVR B HEAR
—fk - BERE RO S | S
ABYIN; S
(figsn)

ARFN O I ABEGIREER (292-0104/0111 FXER K 10292-0109 358 (2B A 514 96 B CORWEH —&
IOV, TTHEBIBIERBBSEE K OCAREELY — & OEEZRTHZ L,

EHEANEERARREERVEREEERE—E
ARFNOE G RRER (292-0104/0111 3RBR K 12 292-0109 3BR) 128817 %, 5% 96 BHFOREIEH—&%
RY,

VI %4t ((FH EoEES) 12+ 5HEE -83-



BIMER—% (292-0104/0111 BHER R U 292-0109 EAER)

TRRRBS 22\ HIV-1 EYuiE R E

HREBRNDHY, TAILREHC
WH STV HIV-1 BYERE

RS 292-0104 /0111 Bk 292-0109 #EBx
(RAB5-7) (RAB5-7)
RV SAESIEK 866 1] 959 44

BIfERFEBERIE (FEBIR)

367 i (42.38%)

204 5] (21.27%)

BIVER DFE

X EHRE

FEIE

(%)

TRRRBS 22\ HIV-1 EYuiE R E

HREBRNDHY, TAILREHC
WH STV HIV-1 BYERE

292-0104 / 0111 3B 292-0109 B
(BH& 57 (BH& 57
BYWER X U4 BE
SRR 2 (0.23%) 1 (0.10%)
ESTOR/S 2 (0.23%)
(BN S 2 (0.23%)
[~ LA 1 (0.12%)
ST NI TE 1 (0.12%)
AT LT 1 (0.12%)
i JE 2% 1 (0.12%)
NEEEE 1 (0.12%)
IS AMETE RS R 1 (0.12%)
R RGE Y 1 (0.12%)
7 A L A Y 1 (0.12%)
TR S 1 (0.10%)
SpFIRYG 1 (0.10%)
i 1 (0.12%)
7 R ERE RS R 1 (0.12%)
B, BESIUSEHARBEOHRAY EREOR) —T2aT)
FLEE | 1 (0.10%)
MEB IR 3 REE
I H BRI E 4 (0.46%) 5 (0.52%)
U L NEE 5 (0.58%)
21 2 (0.23%)
U LR 2 (0.23%)
U L SEREEINSE 1 (0.12%)
JNERPEE 1. 1 (0.12%)
1E A ZEMETE BRI 1 1 (0.12%)
R EE
T L LF — 1 (0.12%)
P 5o UhpEE
FOR 1 (0.12%)
Bl FFR IR e U AE 1 (0.10%)
R FENE 1 (0.12%)
RPBEB L OFREE
RARIEE 13 ( 1.50%) 5 (0.52%)
ol AT a— ) LiE 3 (0.35%) 6 (0.63%)
RAOTHE 6 (0.69%) 2 (0.21%)
BB R EE 4 ( 0.46%) 3 (031%)
ExIDRZ 3 (0.35%) 3 (0.31%)
=g HLE 3 (0.35%) 2 (021%)
ERU 7YY RiE 3 (0.35%) 1 (0.10%)
e it 2 (0.21%)
(g e 1 (0.12%)
Jri B 1 (0.10%)
KU > BRI E 1 (0.12%)
= 1 (0.12%)
VI, 224t (R Lok (M4 5HEA -84-




FEHIE (%)
pS £ . HREBRNDHY, TAILREHC
AR ks 2 TR EIN S B ?ﬂlﬁ%ﬂgh’cwé HIV-1 ;@izg;gﬁ

BItRA ORR 292-0104 / 0111 FREX 292-0109 FHER

(BH& 57 (BH& 57

BHEE
AHRAE 17 ( 1.96%) 10 ( 1.04%)
LN 14 ( 1.62%) 12 ( 1.25%)
HEE 4 ( 0.46%) 4 (0.42%)
RS 3 (0.35%) 3 (0.31%)
RHERR fe 25 4 ( 0.46%) 2 (021%)
by ian 3 (0.35%) 2 (021%)
R 2 (023%) 1 (0.10%)
e R—k 2 (023%) 1 (0.10%)
WA IRAE 1 (0.12%) 1 (0.10%)
Y 1 (0.10%)
bl 1 (0.10%)
FlaR2 1 (0.10%)
SEELIRE 1 (0.10%)
5>y 1 (0.12%)
ENTAET 1 (0.12%)
DRSS GES 1 (0.10%)
HRHIARIRIE 1 (0.12%)
et ald 1 (0.12%)
R=w I FAE 1 (0.10%)
BEHLEZDRS 1 (0.12%)
BIERZE 1 (0.10%)
HREREE
SHA 53 ( 6.12%) 17 ( 1.77%)
EEMEDE W 26 ( 3.00%) 11 ( 1.15%)
IR 9 ( 1.04%) 6 (0.63%)
FEEE 1 (0.12%) 8 (0.83%)
I S 4 ( 0.46%) 2 (021%)
SRR 4 ( 0.46%) 2 (021%)
KM= 2 — g R F— 2 (023%) 2 (021%)
= 1 (0.12%) 2 (021%)
SRR SRR 2 (021%)
RZHR 1 (0.12%) 1 (0.10%)
FLIEREE 2 (023%)
VGE 1 (0.12%)
RALPE D F 1 (0.12%)
SRS LRk 1 (0.12%)
R 1 (0.12%)
S& s ED) 1 (0.12%)
FERI S RE R 55 1 (0.12%)
Jr 8RR 1 (0.12%)
MR SH AR 1 (0.10%)
EhESE 1 (0.10%)
PRk 1 (0.12%)
LB R 4R 1 (0.10%)
MEAR O BEAX T 1 (0.12%)
VI, 224t (R Lok (M4 5HEA -85-




FEHIE (%)
* : . BERBRR DY, T REZMIC
HEBBER e ] ?ﬂﬁﬁﬂ?ﬁ’(b\é s BRI
BItRA ORR 292-0104 / 0111 FREX 292-0109 FHER
(BH& 57 (BH& 57

IRpEE

F 4 ( 0.46%) 2 (0.21%)
R 4 ( 0.46%)

AR % 2 (0.23%) 1 (0.10%)
RS 2 (0.23%)

TNMET 1 (0.12%) 1 (0.10%)
IR Fe ifn. 1 (0.12%)

TDkEE 1 (0.12%)

il TR 1 (0.12%)

IR LN 1 (0.12%)

IRE 5 B 1 (0.12%)

iR ig %5 1 (0.12%)
FB L UBKKER

[Al#mtE oD F 1 (0.12%) 1 (0.10%)
DS

L BN 1 (0.10%)
o= 1 (0.10%)
S PSR 1 (0.10%)
BENR 1 (0.12%)
mERES

& £ 4 (0.46%) 1 (0.10%)
FTY 4 ( 0.46%)

EmEs ) —8 1 (0.12%)

MRy 3 v 7 1 (0.12%)
PRk ER, BOERR K OMRERRREE

¥ 2 (0.23%)

UL i 1 (0.10%)
I K] 1 (0.12%)

Leo<b 1 (0.10%)
TR i 1 (0.10%)
TAEPEMEBR S 1 (0.12%)
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FEHIE (%)
pS £ . HREBRNDHY, TAILREHC
AR ks 2 TR EIN S B ?ﬂlﬁ%ﬂgh’cwé HIV-1 ;@izg;gﬁ

BItRA ORR 292-0104 / 0111 FREX 292-0109 FHER

(BH& 57 (BH& 57

BIEEE
I 90  (10.39%) 22 ( 2.29%)
T 63 (7.27%) 24 ( 2.50%)
TR 20 ( 2.31%) 17 ( 1.77%)
AT 14 ( 1.62%) 9 ( 0.94%)
g - 16 ( 1.85%) 7 (0.73%)
i3 12 ( 1.39%) 3 (0.31%)
SRR 11 ( 1.27%) 2 (021%)
A 7 (0.81%) 5 (0.52%)
HIER R 4 ( 0.46%) 6 (0.63%)
PNz 7 (0.81%) 2 (021%)
RN IR 5 (0.58%) 1 (0.10%)
A W P R 2 (023%) 2 (021%)
R 3 (0.35%) 1 (0.10%)
TR 2 (023%)
HE TR 2 (023%)
PEEE RIS 2 (023%)
YT i T 1 (0.10%)
BLW 1 (0.10%)
fEAE 1 (0.12%)
H % 1 (0.12%)
Bl PRI 1 (0.10%)
£ 1 (0.10%)
L R E e 1 (0.12%)
Az 1 (0.12%)
M e 1 (0.12%)
AL P9 5 PR 1 (0.12%)
VyFo s 1 (0.12%)
TRE 1 (0.10%)
B DESE 1 (0.10%)
AL s SRk 1 (0.12%)
ZE T HET 1 (0.12%)
Bl Y 1 (0.12%)
L Y B REAS TRk 1 (0.12%)
JHERESE RS
PA 2R PR R R 1 (0.12%)
=i 1 (0.12%)
% 1 (0.10%)
S 1 (0.12%)
VI, 224t (R Lok (M4 5HEA -87-




R (%)

pS £ . BERRIDHY, TALRERC
b TR HIV-L RS BT C s Y B
BItRA ORR 292-0104 / 0111 FREX 292-0109 FHER
(BH& 57 (BH& 57
BB & O TS
FB 15 ( 1.73%) 2 (021%)
S 7 (0.81%)
& D PEIE 4 ( 0.46%)
BT 3 (0.35%)
i B 2 (023%)
BEfid: 57 g 2% 2 (0.23%)
ZITE 2 (023%)
RE VRS 1 (0.12%) 1 (0.10%)
BER B 8 2 (023%)
EAER DS 1 (0.12%) 1 (0.10%)
BREVRISA ba 74— 2 (023%)
R g% 1 (0.10%)
SIERERL B 2% 1 (0.12%)
T LR — R R 1 (0.12%)
R G 1 (0.10%)
A1k 1 (0.12%)
NE& 1 (0.12%)
SeARE e SO 1 (0.12%)
HLBENE R 95 1 (0.12%)
WRIBERFSIE 1 (0.12%)
& D PEMERZ 1 (0.12%)
HE R 52 RE 2% 1 (0.10%)
D0 1 (0.10%)
EREER A IE 1 (0.12%)
BB L O Ak Ak
B IUE 25 ( 2.89%) 11 ( 1.15%)
HALERE 6 (0.69%) 4 (0.42%)
RE A 5 (0.58%) 2 (021%)
3 PR 3 (0.35%) 4 (0.42%)
st 3 (0.35%) 1 (0.10%)
(ORI 4 ( 0.46%)
Ui 1 (0.12%) 3 (0.31%)
(ON=ES 1 (0.12%) 1 (0.10%)
RE i E 1 (0.12%)
B HifE R 1 (0.12%)
e 1 (0.12%)
PR 1 (0.12%)
SR 1 (0.12%)
NSNS 1 (0.12%)
JB (B MR A i 1 (0.12%)
BT HESE 1 (0.12%)
B+ R M m 1 (0.12%)
B R A 1 (0.10%)
BB X OREES
HER 8 (0.92%) 7 ( 0.73%)
BR 1 (0.12%) 1 (0.10%)
e 1 (0.12%) 1 (0.10%)
JiiiNFR 1 (0.12%)
JREYE 1 (0.10%)
BER B8 1 (0.10%)
JREE D RAE 1 (0.12%)
VI, 224t (R Lok (M4 5HEA -88-




FEHIE (%)
% £ . HREBRNDHY, TAILREHC
e b A PR EIVE Y . 2T ?ﬂlﬁ%ﬂgh’cwé HIV-1 Y i
BlfRR ORI 292-0104 / 0111 FREX 292-0109 FHER
(BH& 57 (BH& 57

AR B L OIERE

kR4 3 (0.35%)

LA ELE 1 (0.12%) 1 (0.10%)
L N 1 (0.10%)
R SIEEZ 1 (0.12%)

HLEHTR 1 (0.10%)
FEZm 1 (0.12%)

iEtutiil 1 (0.10%)
—i - 2HFEER L R EHAORE

W7 44 ( 5.08%) 10 ( 1.04%)
) E 4 ( 0.46%)

IR 2 (023%) 2 (021%)
FEEL 4 ( 0.46%)

GIES 3 (0.35%)

ZEp 2 (023%)

P 2 (021%)
KA IENR 1 (0.12%) 1 (0.10%)
HLE 1 (0.12%)

AR I 1 (0.10%)
EaS 1 (0.10%)
A TN YRR R 1 (0.12%)

=) 1 (0.12%)

FE O SR 1 (0.10%)
ERRBRE

g7 V7 F =48 1 (0.12%) 4 ( 0.42%)
R 5 (0.58%)

BILTF=r e 7 VT T AR 4 ( 0.46%)

Mg 7 L7 F o iR AR FF—E 8 3 (0.35%)

IR EEHEN 1 (0.12%) 2 (021%)
mA = 27 a— L 2 (0.21%)
U R—PEI 2 (021%)
IRHE U RE [N 1 (0.12%) 1 (0.10%)
727 —EHhn 1 (0.10%)
M kY 27U &) Reghn 1 (0.12%)

SRER{A T 22k 1 (0.12%)

U X Eifiln 1 (0.10%)
Sl 5 1 (0.10%)
B, PER X LB S IHE

F AR 1 (0.10%)
HoR— 1 (0.12%)

e d 1 (0.10%)
R E 1 (0.12%)

MedDRA/J version 18.0
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0. RRBRERRICRIFTHE

BRE IR TV

10. BERS

13. BEHRE

13.1 E

T ARV TEZECROT R EVRIIRENTIC LY —5RESN D, TAET 7T EALRRNaE T RH
v MIMERERA & OFEAERERBEN D, MRENT UIEBEEITIC L 5BREBITFHTIERVWEB 2 6
ol

(fiFw)
KAz B G LIZBRD, F5A OBIRIERIIAATH 5, 72, AAOMEAITIM O TH2RN,
WERGOLGAE, BEOZEMEZEZREL, LEIIS D COHERIEFOLEZITO 2 &,

1. BALDEE

14. MRLEDIE
14.1 FERFRARBOEE
IR DL EMET — Z I TB LN TR, KEIZIE L THER LW &,

(fiFw)
ARFN & LTEBR O RTENET — 213G 5TV RWzD, REIZ B L TR L7222 &,

12. ZOHOEE
(1) BEERERIIH S < 1548

15. ZDHhDEE

15.1 EREREARICE D CER

TR &> 2\ MR D> D AR B O B RRE R H 4 7 3 D R E OB HERE (GFR) IZKIZT oy 2 X
o NOEBEIGE LT, A AT — 7 UT T IR o=, G2 V7 F =A%
PR LT F=r 7 U T T AR 24 NS LT F =02 VT T AR T T B RICHARR
THI28%IK T L7z, 7235, MERERERE CB MR &L WE Lz & 2 A, Zidieinoiz, [74, 8.3, 9.22,
102, 11.1.1, 16.6.1 ZH]

VI %4t ((FH EoEES) 12+ 5HEE -90-



(fif)
A HERRBRE D BHERE 1C T 52282 >\ T, COBI 150 mg #% 5-, TDF 300 mg #% 5%, COBI 150 mg &
TDF 300 mg Bf % 5/, STB™ 58, X7 I RBEAREL, FNEN 30 HMKERS LIRS LT
(236-0130 5kBR), #4515 B HLOHEH-30 H BIZ, A A~F Y —/L&ZH\T GFR EjlfE (aGFR) %, Il
B VT TF=EHWCIZ VT F=0 27 07 7 AR 24 FERINEEZ VT F =027 U7 7 A (24 IR
WIKM: CLer) %, /X772 BIREEO 7 VT 7 > A% AV TR IMERE N OB gt &4 FH L7, aGFR
%, WTNORIZEWTHIZE A EERRD N oTc, 7 VT F =07 U7 70 2RO 24 FEfENIA
P CLer 1377 B ARITH AR R TR 28%IE N Lz, /XTT7 X VBRBBO Y VT 7 A X0 Bl &k O
MEREEZRHE LIZE 25, WTFROBRGEICE O TH BEMEEREL OB MmEmaEE, (& A EBRR
O LI T,
Fio, BEREIERE (VUL 7F=27U7 72 A 80 mL/min PL L) L OMREEN & A5 OB R H N H
L (Vv T7F=227 07T A 50 mL/min LL_E 79 mL/min Ai) #5RE O BEEREIC KIZTEEIC OV T,
COBI 150 mg # 7 HMIERG- L, %5 0HH, 7THEEOXN14 HAEZ, M7 v7F=v2HNTr LT
F= I VT T A%, A AT =L EHANTaGFR ZHH L7 P, %57 HHOZ VL7 F=2 07T
T UAFAERIKT (p<0.05) O BTN, TEF I HELHICEIE Lz, —J7, aGFR ZWT71
DEHEICB VT HHEREREIITRD STz,

) ek

COBI #E5HIZH T 2TEER CED GFROR—RS5 4 U bDEL

BISEERE BEHOSHEFESHERES
(mL/min) (n=12) (mL/min) (n=17)
30 7 30 1
) - aGFR . - aGFR
’I\‘ 201 = eGFR ’[\ 201 =[eGFR
A R
5 107 5
1 1
> ol >
b »
5 404 5
o %)
% % -11.9%
-20 A -20 1
1t Mean ft Mean
—30 T T 1 *SO T T 1
0 +—— SR 7 «—{No coBi |- 14 0 «— LR 7 «—{No coBi}-—-»14
Day Day
* p<0.05 vs &5#11E * p<0.05 vs ¥&5#11E
(peired t test) (peired t test)

(2) JEBEPRERERIE D < 53R
BE ST
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. i

(1) EREHAK (TVL

HEAER

IX. JEEG

REAERICEHT 4T E

KWREICET HEEI DESR)

(2) B2 EFEEHER
TIET T T EN
AEHE H it e e B b il
R R I S5 . Hi[E] 100/300/2,000 | -
riETRE | 7" | ok | meke BIERR ORIz B L.
> [SEQY > A )ntu
HEK293 {2 | invitro | 0.1/1/10 pmol/L ;(L) 75“’01/ L "C hERG i OBD (24.3%) 25580 5
L R Fyy— -
MR Lo in vitro 0.1/1/3 ypmol/L | IEBYENL/ ST A — 2 I TEB/R L,
ek Hifm] 10/30/100 FE, i, DR, MRS, BRI
RO&sE mg/kg B L,
HIE R . Hi[A] 100/300/2,000 e
pEvwm | 770 | mnes | omgkg | VPROVABRRICPEARL
ﬁf‘/ Wh IR A S5y Hi[m] 100/300/2,000 | JR & « JRAPEME (Na', K¥, ClI) HrmE e
I RIET 7 & - mg/kg 2L,
BV AK
AEE H it e e B b il
HRRAR AR R Sk H[EE O 50/150/500 150 mgkg LA ECHREZETEN R OV H ZEB) O s,
FIET 7 B mg/kg VEE, IRIRART, H3EBROBONRD T,
0.3/1/3/10 K ape ¢ hERG BIOWA (% %3.2%, 37.1%,
HEK?293 #fiia in vitro : 64.2%, 89.5%, ICsofiEiZ 1.8 pmol/L) 23528 B
umol/L 7
RERG : 0.1-10 | \p oy o, hCavl.2 - %0, INav5 7 ¢
HEK293 #ifia in vitro hNa‘él' py KNDERRD BTz (ICs fE T4 4 1.85, 5.99,
10~100 ymoyt, | 865 umol/L) .
O 5 Z S
ﬁg‘;/ﬂf = Zjﬁfﬁ”ﬁ i vitro 0.03/0.1/1/10 | 1 pmol/L LAk CIEEYENLFEHEIF# (APDgo, APDgo)
8 G umol/L DEREATRD bz,
1 pmoVL Lh b ClE SRR T, BARMEIREh B
A in vitro 0.3/1/3/10 IR D EERE TR B AT,
354 HE o ik pmol/L 3 pmol/L LA ¢ QT MR %iE, PR HFFE& O RR
MBROIER 23588 ST,
y——
ek | PR | sisasmeke | MU, LS LERICEERL.
I SR 12 _ HER O 50/150/500 S . R
Pt A p mgke BRI, 1 IR, YRS L
IX. FERERAERICEIT 5 A -92-




TAHARUTEEY

AERIE H EULz i e 5% Kh= il
- HEHRR A | 100/250/500/750 | 178, B, R, EGR, PRREL, RERICREE
HRX R R I 5 /1,000 mgrkg | 72 L,
RIET R _ WEHER | 250/500/1,000 | 178h, KOO, J%E, ELMR, RS (R
77 B mg/kg AL,
Sy
piERRe | BTy L | T | s0mgie [ ICHILE R OVAEIC R L.
eI —
T E JER AT FRIRNBFE | 1.0/2.5/5.0/10/20 | ML, D483, OERK WAFHE) , m/ERG,
o E— 7 LK 5 mg/kg IR R OV RS B 5 B e L
El,—/f»T B4 (\x
;H j—ljl_;ij;rg ~ A $EED 10/30/100 mg/kg | /NN D R RIS BRI B L
HAL IR A 5 Hi [l 1 R, RPEME (Na', K7, C) SRR O pH
" RIE Y| 77 b | 10/30/100 me/kg L:%‘iﬂ“ L 7
T/HREN TTT7 oI R VR
AR H EULzrii e 52 Kh= il
HARARRER I - HA[ETRE BRI O TEY, I REENEIE IS bR
AT " 7 vk fy iz 100/1,000 mgke | .\
ol HEK?293 il in vitro 1/10 ymol/L | hERG EF O EIEM 7 L,
SR A B[] 56%
D A X $EED 30/100 mg/kg | MME, Ok, OERICEERL,
EEIHEI M/TQLZ 3 ’/\X -~ = w2 e P ‘u\
;é;;ﬂ Sy %EED 100/1,000 mg/kg /1},\000 mg/kg T, HHEHHEDIKT, RAEBEEOM
Eiy‘/(JK\J:'D % B[] 56%
s | 77E | | 1001000 meke | BRI S oA A L.
(3) Z Db D EFEEAER

BIREFEERER (Z51FH)

TFV IZ BT T A VA (HBV) (2 LEL Y A NV ATEMEZ 7R T,

HepG2 2.2.15 fif K ONHB611 il 2 FlVL T B AR HBV (2% 25 TFV OFL T A L A IEEZ G L2 & 2 A,
ECso fHIZFHZ4 1.1 pM K TR 2.5 uM Tod o 7=, TDF (L TEV TR E LI AR A LV ATEEZ < L
7= (ECso fi=0.02 uM HepG2 2.2.15 i)

TDF % K H#AMAREE L 7= HBV/HIV B RYEEICB VT tA194T ZRNBFBD L2 &5, rtAl194T H
MER T T I 7P UMmMEER (L180M, 1tM204V) & OB AR %> HBV ¥4 H\\C TFV O
PEERRFT LT & 2 A, TFV ORESPEITEAERICR L TR L5 5 UL 24 5K T L7,

7 TR EOVIIPEZE B (N236T) A A 3 2 HBV ERRSBEK 2 AW C TRV O PR faf L7z & 25, TFV
DS AEIL I ARRIZHT LT 3.0~42 fHIKF L7z,

2. SMEER
(1) BRI 5 SRR
n_.\'I‘i‘EE-"I‘E
TAET T EN
R &3 B 5% B DO BFE R (mg/kg) B
vk B, M &0 >2,000 SR X 24N
A X i &0 >1,000 1,000 mg/kg TH@N:
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oV AK b

B kE P B 5P BN DESE R (mg/ke) B
Z v bk e, M g >500 R &2k L
., 300 mg/kg CHEAL, THEHEDKT
vUA i, HH 100 IR, OWRIEAR A
AR TUHEE Y
B kE P B 5P BN DESE R (mg/ke) B
Z v bk e, M B >4,000 Frro g &b L
~UA e, % >4,000 Feaod ~& 2k L
T IREN TTT7 273 R~ LR
BhiE P B 5% BN DESEE (mg/ke) B
Z v bk e, M B >1,000 1,000 mg/kg "CHEE O (A EEHE NN
] 270 mg/kg (M) Cmgr:, A, TEENR
i i, HH >270 DIET, Bl O
(2) REHRS5HMAER
TILET T T EIL
¥ 5110 Be5 R R L
7L
B S GARR (mg/kg/ H) (mg/kg/ H) ERPR
<R 133, /#0 | 100/500/2,000 2,000 2,000 mg/kg (M) T EHIINE DR EEED
300 mg/kg LA -CIRgHE, 2,000 mg/kg T EEa(H
100 mg/kg () , 300 mg/kg () K0*2,000 mgkg (HEME)
CTEHEREORN
AR 6 % A/ | 100/300/2,000 >2,000 100 mg/kg LA "G+ —FEI5 K OZEIGO FAIREA T 10 »
SHEERE ORI, MliZeha
2,000 mglkg "CRAREEDHERIE ~D IR X D18
BEREIBONS AR QNSRS b
30 mgkg LA GBSy INIGOREIFENS B ZH0) » IR D
A X 9% A #&O 10/30/100 >100 RERRiE, REZERa (L0023 iE 3 » AfMorEEiz L [aE]
18)
B AZ b
¥ 510 Be5 R R o
7L
B Vg L3 (mg/kg/ H) (mg/kg/ H) ERPR
50 mg/kg THF CYP2B J (X CYP3A JEMEDEEE 72 -
<A 3H ARND 5/15/50 5 15 mg/kg LA (0f) i ALT }2 OV AST L5
50 mgkg (AF) CHFEEHIINZ OGS FHITEAEA
100 mgkg () THEL=2 4
100 mghkg () CAREHIINER OYBEHREDNR
100 mgkg TANEZREY, ~v k27 Uy b, SFEERIMER
E MCV) KORIER~E 7 e f (MCH) @
B, 100mgkeg () CHRMERE OB 8
30mgkeg (45 JON100mgke (M) Crins ) WekmRisE
n
30 mgkg PLETIMLH GGT, =L AT u—L, WEH, 7
_ - NT I, TaT Y ROTIN T BOBEREN
7y | 20N ) 10301100 30 100 mgkg CHRESILOREEE, SRERIEF HoflR
ANEL S/ TIV RAT 1 AT L)
10 mg/kg P CHlif TSH #4900, 100 mgkg (@) T T4 1%
e
30mgkg (D) %N 100mgkg (e OFF CYPIA KX
CYP3A &1 -
100 mg/kg THF CYP2C{EMHRT () KOVER- ()
30 mgkg UL THURAR A OYF BRI
10 mg/kg 141 () , 30 mgkg 141 ) X100 mgkg
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51

b

B

Bk R (mg/kg/B) (mg/kg/ 1) Bz
(HERE) CHURIREIAmIAIER (PN 100 mgrke 1 -CHUR
eI |, 10 mgke DL EC/INERAEITRRIIER
FEOHPIROZE T, VWG 2 7 by — A ERAE
—RIRARE L« A LR T AT D )
CIEOZE i 13 BRIOHSEIZ L 0 [81HE)
20 mg/kg CHEAE, MMM OMEMROZM Y, AR
10 mgkg (M, #4526 MED) K020 mgkg (R,
Be5-13, 26 KOV39EA) CREEEM M0
20 mgkg CEREOMHEARY [ , 717 I8
q X 3938, /#% 10 5/10/20 10 A () , ALP 5. (k)
20 mgkg CHEECFREHIN () , FRHETREGEERT
() , EUAEUIRFEBHERERIN ()
10 2820 mg/kg “CIF BRI QNSRRI
(LU EDOZARIZ 13 B OKRERIZ X v 1)
AN TUEEY
¥ 5110 Be5 R RV L
/‘
B S GARR (mg/kg/ H) (mg/kg/ H) ERPR
3,000mgkg (D) THRIEREIKT, MCH, MCV KUSR
<A 6 % A /#1 | 120/600/3,000 600 MERAESN, PREFEIN, HRAREZEM
CLEDZ I 3 R OAKIZ I 0 [BE)
Z v b 3% A/#%10 | 120/600/3,000 600 3,000 mg/kg CHEEERIM, IR OFRIRIREROE
, 500 mg/kg (M) CHEERMERBAK T, MCH HM
1 % 0/200/500 200
ke FORER | 502005 (L 25 {E 1 4 R pl & 0 [E)
T IREN TTT72F I N7 /LR
B 511 Be5 R RV L
By Vg L3 (mg/kg/ H) (mg/kg/ H) E7RBT 5
10 mgkg Lh b TR~ IREEDRFNOKE - BAFHROL
FRERIEE, B~ TAERE R ERz D2 ()
W%
TR 1338 /0 10307100 <10 100 mgkg CHEASZAENGRE RO TR h— ADHENN
(btfELe)
100 mg/kg TR RIS FRAAIIROERAL (kD , B
AR 263 /&N 5/25/100 25 EEOZ M) , BT ORBEREZE
25 mgkg U ETHAH~—H—04ft (i
18/12 mgkg TEMRGFH~—1—DZ1l, FEBDICLD
RISV B R OZA Y, EERREOEY SN L= & B
DHIRER (USRS « FBRRIA) il - PO RERRERIZE < g
26/ TOFTRS 3 1 ARSI X 0 RS D\ N
A X 95 H/#&nK 18 (18—12%) 2 6 mgkg DL CIARERD> () , %7 PR BFE&AONQT

MbEORER: (fIE - T3 BEEEORFE 7 M CBE$% AlRE
M) (e |, HEEAA 7RI A R O A by
HIRT A—2 DM MEHE) |, RS ERcHitao 2T
HHMEA RO (R

* 118 mgkg BT, HERRLREOBIICL Y, HEHTHKEG-45 B B R OWEL 51 A HICH &% 12 mgkg ([CEH L, 52k LT,
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(3) EinE AR

AT TEN
ﬁl%%wt@J%%ﬁﬁ,ﬂmﬁ%%%wtméwﬁ ﬁ%&@mww7/F Bl R A I L
o QERERFERBRIZIBWT, SO IEMFE T 6 ReALEE C Yo i S O 22800 (BEpaME) 237
%hkﬁ,mmmﬁﬁf%é7/% %¢Hﬁ%®#%ihﬁf%otoitﬂl%%wt@J%%ﬁﬁ
REROFERIT2ETH - 72,

BV AK b
MEZ AW EIRERERRAER, ~ 7 R ) 73—~ TKEBR L Ninvive 7 v MNERE/DMERER 2 6 L7~
FEE, W oORBERLEETH Y BEmEITERO Lo T,

TAHARUTEEL
HIE 2 AW EIREREERER, ~7 2 ) 73—~ TK R L W in vivo 3RERD ~ v A& 5/ MERER I
WTENHEETH O BEEIERo oo T-,

FIRELTZ72F3 K
ﬁl%%wt@J*%fﬁﬁ%vvﬁzuy7¢~vTK%&&meWﬁﬁwvwxﬁﬁmﬁﬁﬁ%i
i L7 fER, W oORBRER LR CTH Y BRFHIIRD bnhno iz,

(4) BARMERER

TAETTTEN
DS AFHERBIZ I T, 0 A THE 2,000 mgkg/ AL (150 me/ A OB R TR BAS E b4 20 i
D 24~38 %) T, 7v FTIE2,000mgke/ B GARARTOE b RERERD 12~27 %) £T&NHE
IO G LT, FBAMEIZRD bNARd oz, £, 7 A TiE CYP3A IEAITHD Y L
HEREET 22 LRV =T 7T ENVORGEENRIBIZIEMLIZZ Lnb, v~ U 2AOREBRIZEBWT,
EHBEOTLVET 77 e (2,000mgkg/H) &Y FFEL 25mgkg/H) OPFREEG HAT-72, £ Ok
B, WRABETHOLND b MFBRBEEOKN 14 FOBRHER (TLET 7 7E0L) ITBWTSH, EERA
FO_EFRITRD SN 5T,

aABETAL b

~ 72 104 W%ﬂ%u&@ﬂhﬁﬁﬁ%(%51ssm@kgaﬁ@m 30, 100 mg/kg/H) (2B,

IV VAS y MEHIGER L7 EERERO FRITRD o -, kA ERICB T 2ae v 2 ¥ v b
DALY Uiz f I 1&m@ﬁ®%$%;f%%hétkia%$5®9ﬁ(%f&0m¢%M)f@oto
Z > b 104 R FRER ARG AR EAER (B 10, 25, 50 mg/ke/H, M5, 15, 30mgkg/A) TIE, #E
? 25 KO 50 mg/kg/ H K OMED 30 mg/kg/ H T R I A ki e g ek S 1 08 i B D BE DN 2358 60 B 47z,
ﬁ@%%ﬁ%mﬁ BIDFTRIZ, 7y MERIZAEC LTI 7 0 Y — ARERHE L FRRFLVE L OR
Bz L2 “IREIETH Y, b h~OIMEEIXIZEA ERNWEEZOGND, 2BV AHX v ML, T b
Kﬁwfsz%@%ﬁ%mﬁﬁ%#%:&miDﬁi&my~A%$%ﬁﬁﬁéﬁ,:@%%’ié%
FFEITE FTIZELRY, LER-T, a2 &y M3k MIBWT, LS %&@%%TW%/
DRI K 2 Z IR 72 FRBIEG 2% T D IR XIZ E A LRV E B X b D, IEHEICBIT 2 =
EUAY Y FORLEERIT, MEE HIZ 1 BAPHETH D 150 mg HGROE N EHIREROK 2.6
fEchoiz,

TAHARUTEEL
Ty MoBIT53E (60, 200, 600 mgkg/ H) KU~ 2217538 (80, 250, 750 mgkg/H) D\
FTHIZBNTS, BDAFREITRED bivkehoTo
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T/REN TT 72K
DR L

(5) HEIEHEFMHAR
TIAETTTEN

1) ZIERER OGS IR £ COXARIEAEIZBET 5 5Bk
MEZ v MEZARRE L ORI A2 B 2 5kl
HEZ > 12300, 1,000 &TF 2,000 mg/kg/ H O & CTAEL 2 HREIFTBIENR 7 B £ TRIERAHKEEL
ToAER, SHRREMR ORI A~ DR B TR b o Tz,
HEZ > MZARRBICB 2 3R
HEZ >~ M2 300, 1,000 K& T 2,000 mg/kg/ H O FH & CAEL 4 BT ORI (Rok 38R 25
D TR ANE LIER, ZRE~OEEITED b oT,

2) IR - BRYER AT BT 2 3R
7 v NERWTIE - BRI AEIZET 555
IR T > M2 300, 1,000 K 082,000 mg/kg/ H O & TR 7 B2 6 17 H £ CREROHRG LTohER,
KB K O - %%z%@ IO Lol
X & VTR - fR YR AEICBE 2 3R
ﬁ%¢#¢~501m&U4mmy@H@%%fﬂ%7Hﬁ%19Hifﬁﬁﬁmﬁﬁbtﬁ% Rk
2T 150 mg/kg/ A LA EORETHEAREH] (BG4 THR) (AREHIN & O M| & OEA & O
DIRH BTN, IR - JRIE~OEEIIZRD S o Tz,

3) HAERTE AR OFAEN OV RHADOREREICBE - 2 35k
?ybKNMme&wzmm@kga®ﬁ%?ﬁ%7H#%ﬁﬂaoaifﬁ@ﬁuﬁﬁbtﬁ%,
REh RO ANL (F1 HAR) 12k 2 283380 bl o7z,

SR Y AN

1) ZIAREN OGEIK % TORIMIIRI LI B4 % 3Bk
HEREZ >~ M2 10, 30 &Y 100 mg/kg/ H O H & TR 4 B AT (X 2 A 207 B ()
F O ARG L7-RE R, 100 mg/kg/ A BEOMEMERN Y CIRE K OEETE OB 38D b e s, %
BHE KR ORI A~ D BITFE O B2 hr o Tz,

2) & - BRIEFAICEET 53R
7 v MW - R8I B3 2 3k
AEHR T~ BT 25, 50 XY 125 mg/kg/ HOMETHAR 6 A5 17 B CERO#EL LI-FER,
125 mg/kg/ HEEIZB W TREMW OIREOWA, KRERNEOME, BEEEOWD, EEREOK TR
OWEEPBO LN, FHETIE, 7TEMEFERORY, EFERIEOWBA, BIRERFELCED
i, BRYAREORD B3FRD A, WIS REWORERIC L D ZRINARE(LEE X B
7o WINOHBEIZE W T O Z RIET 5 2IERD S n-o 7z,
7YX HOWEIR - R IR AR T 53R
IR 7 02 25, 50 KON 100 mg/kg/ H O AR THIR 7 H2v5 20 HE CRER QG LFER,
100 mg/kg/ HEEZ W TREEMIC Z < R O (R EE G & O Pkl e OB ER B DD 035880 H 7= i3
AR IR R & bl L CEFRBO DN o7z, WTNROHARICEB W THIR « JRERA~

DEBIIRD bieho T,
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3) HAERTE AR O EN OCITRHADOEREICBI T 28R (DB ~DEER 5% 5 1)
Z v M2 10,30 X OV75 mg/kg/ B O & TR 6 B 255tk 20~22 B £ TR D5 Lo R
REh CIE 75 mgkg/ HBEIZIBW T, (KEOWMA, EEIGINEOIH &K OB & OWCD AR 6~11
HIZEBO DI, FRILWIMF OEREORIENRD Sz, HAR (F1 ) 1Ck9 2 B850
By ARAY LY

TAHARUTEEY

1) SZREHRE M OV IR £ TOYIIMERE AT % 5k
HEZ > MZARRBICB T 2 3R
HEZ >~ BT 150, 750 J Y 3,000 mg/kg/ H O H & TAREL 73 Hmi)» b ARBHIM 238 U T £ TR
Be G U7, AGHRE, K TRA & OGRS B O B IR A CREBITRD bk o T,
~ U AZREER R £ TOWMIIRIE AR+ 2 5k
WERE~ ™7 212 250, 500 & TN 1,000 mg/kg/ H O FH & CREIZASEL 28 HFID b AHI M 18 U T &AL
21 HEC, WMEHIAHE 14 BRI D AECHIN 218 U CHgR 7 B £ TROKG LR, MEEDZIREE
K OWIIRTE A3 U CRBITIRE O b o 7z,

2) W& - BRYVERAIC BT 2R
~ U A% AW - BB AR 5 38R
IR~ 7 A2 250, 500 K OF 1,000 mg/kg/ H O HE TR 6 HrD 15 B £ TRAOKS LIERER, &
B S OWR - G IRIZEEITFE O bz ho T,
XA O - JRIEFRAEICEE T 5 Bk
AEME T 9312 100, 300 K& TN 1,000 mgkg/ H OHE TR 7 HvH 19 B E TRAKEL L72RER,
300 mg/kg/ H LA _E CREEMIORERD A DA, I« BBIRICEBIIRO bivkeho Tz,

3) HAERTE AR OFAEN ONTRHAOREREICBE - 2 75k
~ 7 A2 250, 500 KON 1,000 mg/kg/ H O FHETHIR 6 B S0z R TS 20 H X TRO#ZES L
TofE R, REM AR (F1 ) OfF, R, BELOATERITOICZE O HAR (F2 #R)
(CEBNIRR O biie o Tz,

TIHREN TT7T7=2FI R

1) SZARHREN OV IR £ CORMIMRE A B % 35k
HEREZ ~ NIZ 20, 80 TN 160 mg/kg/ H O FH & CTHREITASED 4 W RIFTH> b AR -8 U C e iR =
T, MEEASED 2 FRATY S AZECIM A0l U CHEgR 7 B £ CRERR 05 L72/E R, 160 mg/kg/ H O
HEBYY) CIRE R OMBEERE O A b T20, ZIREER OIS £~ D BTG bl o7z,

2) IR - BRYERAIC BT 2 5k
7 v NERWTIR - BRI AEIZE T 558k
R~ B2 25, 100 O 250 mg/kg/ HOHETHIR 6 H2vD 17 HE TRERDEE L-fER
250 mg/kg/ H CHREENM) ORE K OB EOWRD, WOICHRIBEEREOW DDA LN, K- REO
BRI A ONT, BARIEALEO o7,
7 X & VTR - BRYERAEICBI T 5 R
FEHR T Y12 10, 30 KON 100 mg/kg/ H O & TR 7 A2vD 20 B CRER DB LR,
100 mg/kg/ H CTEENM) ORE K OEBEHE O A L7208, IR - BBIRICRHT 2 2T O b v
Nolz,
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(6) FRFTRIZ4EAER

TAET T EN
X A O T2 R BRI RBR ORE R IIREETH Y, RIERRMESERO STz, ET2 in vitro
RO ¥ A A IR EE K O PR BR OfE IR TH U, IRKIEAEE IR S b o &
Ez o,

=R AN S N
o 3 A O T2 B E IR RRER L2 do N TR EE ORI M A 7R LT2S, in vitro FREBROD 7 Al A
IR B N OB RBRORE RITREETH VU, IR RS 2N b D LE X b,

TAHARNUTEEY
MMEE R L

TIHRENT 772 R
7YX E W BRI MR O RIZEMETH Y, RERBEIIRO SR o T, £z in vitro
RERD T AR W IREE K NG ERMERBR O R L EMETH 0, BRI IR S b o &
EZ BT,

(7) Z DD HEM
1) &Sk
TIET T T EN
7 b 28 HEBRERIZI W THERE SD 7 » M2 0 (B, 300, 1,000 & T* 2,000 mg/ke/H % KAERE D
5.1, SRBC (sheep red blood cell) %12 K 2 HURPEARER OV »/ERY 7 & » MENT 2 FEhi L7z
FER, SE R A RS D ALITRO bk h o Tz,

BV AL Y b
7 v b 4 G REERBRORER, 50 mgkeg/ B EAFE LM CIIEAGUR [F—FR—n U
v BT =] x5 T MR 1gG FUAEA DK TR Sz, FEROZE(IE, HETIX
RO LN oTo, ZOED, —HOIRIEZEAL, (RERINE B REOWD, & ORI O H &
m, OO ) 25BN 50 mg/kg/ B KON 150 mg/kg/ HRECRERO HIZZ E0D, Z OB
T ORI 235 T 20 mg/kg/H Thodz, 7> b 26 B KO X 39 M AE# 0 &% 55
PR CIE, RO GERIAREICL Y, W2 EFEERA LRI N2 b, &
EEMEO PRIV E B X bz,

AR EEL
Z v b 28 AfES (60, 240, 1,000 mgkg/H) 2T 0@ (B UIRIMERIZ 392 R 21
72 IgM PLIRIC TR Z2MEt L=t 24, b Y URMERICH T 5 IgM HLiiMic 213580 Sz n
ST,

FIREN TTT7x2F IR
RCNERR L

2) ksH

TI)ILET T
~ U A& AW EERBR O RIIEETH Y, BT RD o T,

B VAZ Y ko
HACEREE D D A T BEOBRRIT RN EE 2 b,
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TARMNYTUEEL
mYERa L

T /REN TTT72FI K
AN -v AP

3) RERAENE (EM)

TILET T EI
M ER e L

B AK b
M ER R L

T AN TUEEY
MG R L

T/HREN TTT7 23K
<~ 7 R & AW R ERAENRER JRATY R EialER) ORI TH D BRERMEMEITE) - 72,
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X. EEMEIEICAY SEAB

1. RER5H
e:0 o FURA YEAEE  BIZE, AR LT
) FE-IEMEOLLFEZEIZLIVMERTLIZ L
By mveT 77 en  BE
abEVRAZ Y b JEIHE
TAhARYTEEY B
T/REN TTT7 ol R R B3

=

2. A%hEAM
HNEARE - 36 fA H

3. ARIKETOITE
FER AT

4. IR EDFE

20. kL EDEE
PRtRIRIE, KA EET TRIFT D2 L,

5. BERITEM
BEMEELTA R HY
<FvoLBY : FAY

6. R—R% - FEhE
[F—psrdE - 7a L
m %y W IALTT7T7erh VoL, RALT I RNITA, ©2F7 77807 R oA, Uk

FEN, PRIV, TITIVr, TARABENEEEE, T /ARENL PV TuXx T
VIR

7. EREERAR
20154F 11 A 5 H

8. MERFTAAEFABRVARES, EMELNKFAR, REMAKEAR

Mx5e4 BEEGEARTA R N Siiney SAM LR A H WRFeBR AR H B
ZURA YOG EE | 2016456 H 17 H | 22800AMX00409000 | 2016 4E6 H 29 A 2016427 H 8 H
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9. MEEREMREM, MERUARLEEEMEOEABRUZONE

10

11

1

N

13

14

FEROCHEZEBEM 201945 A 22 A7)

LT

22 B

WE, RAKOYRE 25 kg L Eoo/NRIZIE, 1A 16 (=
NETFTZZENLLELT 150 mg, 2B AX vy hELT
150 mg, =AU ZELELT20 mg BT/ AE
N TTFT72FIRELTIOmMg 28H) #1081 [HE
BITRNEST 5,

W, A ON2 LA B KT 35 kg LA E /NI,
1A 8 (ZETZ7Z7ELELTI50mg, 2BV A
v hELTI150mg, =A LU HELELT200mg &
T /AREN TZ27x2FIRELTIOmg 2EH) % 1
A1 ERZICRAOEEGT 5,

. BEERR BIEBRARFABRUVZORE

EARSAA

. BEEHM
10 47 : 2016 4 6 A 17 H~2026 456 A 16 H
. REHREHRICET 51K

COrA SEVEIEE S

AFNE, B (DD WIEE) BIRICBET 2 HIBRITED 5TV,

AREFN ORI A3 T, GBRGH Z2H L 78
% O DIREIZHOBUE T 2 2 L,
(M—4 @ ER B L CEEd~ & Rtk DESH)

. BEQ—F
T B .
e SEM AL A a— HOT(13 4i1)# 5 ;E;;Ei&%
g = — N (Y1 2—F)
TR A T CRLE B 6250109F1025 6250109F1025 1250770020101 622507701
. RIgA EOEE

VAR D RSP A A5 D BB DMT B W T, Y
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1. ELHNETORTIKRE

Xl. ZEEH

2026 4F 6 HBIME, K[E, BUMNWRESEHR 48 » [E CHARZIEL TV 5,

B, AT HAh6E

50

3R, AEAOHEILLTOLEBY THY, SEIZEBIT 5 &GIRTL & 13572

4. FHhEEX IR
HIV-1 B 5E
6. AiERUAZE

WE, RAROYEE 25 kg LLED/NRIZIE, 1H1EE (A7 770 LT150mg, I EVAHX
FELT150mg, TARUTHELELT200mg KT /AHREN 77727 I KELT10mg 25H)
1 H1BEBRIROKET S,

KE KO EU IR EICI T D 7&8KEL (2026 45 8 H KFR)

=E% R4 EREE, k- AR
ABERA
K[ GENVOYA | &% : #591k% 0 B AF RO BMEE
HIV-1 & HBV O BEEERLEH T, =AM X eV RO/ UET /REL Y7 e
2015 4% X7 Vg (TDF) % &5 5 REI O F 1E#%I12 B BT OFEE O 2PEER
1A WA SN THY, GENVOYA OFEHHIEKIC S RFERNERT 282105 5,

HIV-1 & HBV O EERIHBEE T GENVOYA & Wik L7-BFicxt LT, BIEchiy
HRBNZHT= 0, BERIRRE R O EREMOFBBIE 21T > CIFERE 2 B I8+ 5 2
L, L EZ BNDEAITIE, FiBRITRIBREZIToTh LUy,

ZheE - R

GENVOYA %, Hib ha v AL APREIT LD IRFRRER A 2 WA B R OMKH 25 kg LU
Lo/NRBHICBITDE MUEAET AR 1 (HIV-1) BRYYEOIEFCHWD, X
X6 » AU ELRELIZHIL b YA NVRFETY A VZAFERCHE] (HIV-1 RNA &
50 copies/mL Afii) A1, UA A FHPARKIIED) 72 <, GENVOYA Ol % D532
%45 BEAN O Mt E RS BAR H SR o 7oA, M oHiL b v A L 2k
MHEOYPEZIZHWHND 1 AITEMET DML AL (a7 — LY AY) Th
Do
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2 Mk H&

2.1 GENVOYA # 5Btk & O\ 5 O

GENVOYA O F 5-BRIART 13 5-BItARFIZ B RIFF 7 A V2 (HBV) &G0 A W% He
RTLREELT I,

GENVOYA O 5 BRAART 38 5- B AARE & O GENVOYA D 5-HIC, X TOBRFET
FRRAN @ e e 5 A V2 — )V TCEZ VT F=, VT F=2 7 VT 70 AEE
i, RPZ N2 —RAROPRF Y 37 i liT %, BMHERREBEEOEEITME) b
T 5,

22 RABERODARL EHIRE 25 kg O/NEREICBIT 2 HEREME

GENVOYA I, =727 JE/L (EVG) , 2 A¥ v k (COBD , =A LY %
vy (FTC) KT /AREN 757 x2F I K (TAF) O 42O 0 %47 DEE
H2REHETH D,

GENVOYA OH#ELEH#IY, EVGI50mg, COBII50 mg, FTC200 mg & (X TAF10 mg % &
T 58ER%, UFOBRFICTA 1HE 1 EZROTREE & bIckbET 5,

AR OVD R L BIKE 25 kg D/NR T LT F =07 )T T 2 AN 30 mL/min BLE
X

- BEMIMGEN 2% T\ 52 LT F=2 7 U T 7 2 A 15 mL/min RO A, MK
FHT L, MEENTH TR ICARZ R T 52 L

23 EEOBEHEERELZGTLEE BT D5 OIS

GENVOYA UL FOBFICHELE S 2w,

CBEOBEE (7 LT F=r 7 VT T2 AHEEME DY 15 mL/min 2> 5 30 mL/min Aif) |

X%

- REIMBENT 25 TR WK R4 (ESRD; 7 L7 F =027 U7 AHEEME
78 15 mL/min Ri#)

24 FEEOFHERREELZGT L EH BT D5 0IEHESE
EHEONHEREE 2 A7 5 8% (Child-Pugh 4338 C) ~? GENVOYA O i3t s
VAR

2.5 Ik ~DIEHESE

IR 2 MR OB 3 BT 22 v A% v MR L ET 7 T ELORIGREZEIR T
I2& Y, GENVOYA (XERH O TS S fuievy,

GENVOYA 3% 58046 L Clx72 5720, GENVOYA % AW =R iR Lz
FTx L TR L D A Vst SN B,
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E3E

i R4 BSE, F%- AR
ABERA
EU Jnf = Genvoya | Z8E - R
Genvoya 1%, 4> 77 7 —EHERK, AR FEL LT/ AEMIKTH A1
2015 4% AT BE T DBEMDER A E LR WRAR O < & b IRHE 14kg BLED 2 %P E
1A O/NROE MEBERET A VA1 (HIV-1) JEYYEOIREE#EIL & T 5,

- AR
TR, HIVEYEDTRTE - BRBREA BT HEMOL & THET 52 &,
HE
JEA, DS &b IEE 25 kg LLEDPE
1 5 (EVG 150 mg/COBI 150 mg/FTC 200 mg/TAF 10mg) % 1 A 1 [E&H L & b c# 575,

2 LD, o< &b IKE 14 kg LU 25 kg Rt/ e
1 2 (EVG 90 mg/COBI 90 mg/FTC 120 mg/TAF 6mg) % 1 H 1 [H&HEL & &R ET 2,

Genvoya DB O SR 5 18 R LINIZB A SIUCERDB W T25681E, BF L L
WIZTELIETRLSELG L, ZO®BRBHEORGAFVa— NV EHRATLHZ L, 18KHEE
B L CTIRABICR BN HE T, SASSERIEL T, ToRIBHEOELSAry
2=V TELGEHRATLIZ L,

Genvoya IR % 1 RERICAICIEIE L723561S, BiiciC 1 g2 5T 52 &,

EHPE
i Tl Genvoya O JHEFRE IR E TH %,

BRI

HEZ LT F=2 70T F0A (CrCl) 78 30 mL/min PLEDOREA K OFEE (D &
12 5%,/072< & HIFHE 35kg) Tid Genvoya ® HEREIIRETH S, 1HFTICHEE S L
TF=r 7 VT T AN 30 mL/min AT L7283 T, Genvoya D54 19
2o

FMIMIBRENT 2 525 T D K RE (HEE CrCl A% 15 mL/min &) O ABEITIT
% Genvoya O EFAHIIAE CTH 5D, L L, Genvoya O FIT—fRANTEET B _&E T
HDN, X7 4y "R RT E LR LB S BETIIERTRECH D, MikE
BrRIZIE,  MIREHTIRESE T %12 Genvoya & i 595,

HEE CrCl 23 15 mL/min Ll E 30 mL/min A& 00 B XX ERIMIBENT 2 521 Tz
15 mL/min AKJ#HOBHE T, Genvoya DM 2 b OEM THENL I TWRWZ®D,
Genvoya |Z X D 1RITHET 2 & ThH D,

EHRERREDH D 12 AT O/NE, 18 mART ORI A2/ NEEFITEBIT D Genvoya
OHRR G BICET 57 — #1355 Ty,

NFHEREIE =

#HE (Child-Pugh 4348 A) T4 (Child-Pugh 4338 B) DATEEREREE 2 A9 5B
TlE, Genvoya DHEBFHIIAE CTH D, EIEONHAEREE (Child-Pugh /738 C) %4
T HRFExF L LTz Genvoya OFRBRIT I STV RV, LR~ TC, BEEDOAFHRE
(&2 A3 % BF ~D Genvoya DI G THELE S vy,

XIll. 2EEE

-108-




N
2 FARTH > D WO TR E 14 kg ARiili O/ NRBFIZ R D Genvoya D222 B OV Zhitk 134 57
STV, T—Z B EH TV,

w5 AL

Genvoya X1 H 1 HR&FL L HITRAOKET D, HEHARH DD, K7 v bha—T 4
CUBEIMEATED, BN D LR T &, BERIE BRI Z O WAL, BERIA BTy
FLTLI OO TRHAL, 3 <IZeEZREICRHSES 22,

2. BYVZE T DERRIRFR
(1) WEIm~DFEIZET 5 15
AINZIRT D 19.5 ki), 19.6 &3lla] OHOLHIILLTDO LB TH Y, KEDOEMIE, BKINO
BISE, A=A N7 VT BHORLHR & 13RS,

9.5 4E4m

06 AR

W EREFE LV,

HT0R SUFATHR LTV 2 ATREED & B e tEIlE, &5 Lan 2 X E L, ARAIE G- A aT gz 03 B
L= aOREBEA~DOET L, BFICELD U A7 2#HF[E Lz EClulemiic it s 2 &, diRd
B IR R OIS AR 4 5 Lo & & HER KR Lo ET 7 I L Ra ey 24 v b
DI AFREKR FARD BTN D, [16.63 ZHR] BiRER (Y1) ([ZBWTT / AELDIRIEA~D
BATORHE SN TND 8,

BAEFRTSEBRZ L, T/FREAKOZA N X ELDOE NAH~OBITRHE SN TWNAE D),
B, TILVET T TEN, abt VALY NEORT JREN 7772 ROk MEHF~OBITIIAR
HTH5, BIWER (T F) IZBWTZAET T ELRNITE T A v NOFLH~DBIT N
SINTWD, F7o, LMo HIV I EYYE RS X, FLEO HIV @2t T 5709, LRI E 5272

Raiiil FLHINE
KEOUASGE 8.1 Pregnancy
(202542 ) Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in individuals exposed to
GENVOYA during pregnancy. Healthcare providers are encouraged to register patients by calling
the Antiretroviral Pregnancy Registry (APR) at 1-800-258-4263.

Risk Summary
GENVOYA is not recommended during pregnancy. A literature report evaluating the

pharmacokinetics of antiretrovirals during pregnancy demonstrated substantially lower exposures

of elvitegravir and cobicistat in the second and third trimesters (see Data).

Prospective pregnancy data from the APR are not sufficient to adequately assess the risk of birth
defects or miscarriage. However, elvitegravir (EVG), cobicistat (COBI), emtricitabine (FTC), and
tenofovir alafenamide (TAF) use during pregnancy have been evaluated in a limited number of
individuals as reported to the APR. Available data from the APR show no statistically significant
difference in the overall risk of major birth defects for EVG, COBI, FTC or TAF compared with
the background rate for major birth defects of 2.7% in a U.S. reference population of the

Metropolitan Atlanta Congenital Defects Program (MACDP) (see Data). The rate of miscarriage is

not reported in the APR. In the U.S. general population, the estimated background risk of
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miscarriage in clinically recognized pregnancies is 15-20%.

In animal studies, no adverse developmental effects were observed when the components of
GENVOY A were administered separately during the period of organogenesis at exposures up to 23
and 0.2 times (rat and rabbits, respectively: elvitegravir), 1.6 and 3.8 times (rats and rabbits,
respectively: cobicistat), 60 and 108 times (mice and rabbits, respectively; emtricitabine) and equal
to and 53 times (rats and rabbits, respectively; TAF) the exposure at the recommended daily dosage
of these components in GENVOYA (see Data). Likewise, no adverse developmental effects were
seen when elvitegravir or cobicistat was administered to rats through lactation at exposures up to
18 times or 1.2 times, respectively, the human exposure at the recommended therapeutic dose, and
when emtricitabine was administered to mice through lactation at exposures up to approximately
60 times the exposure at the recommended daily dose. No adverse effects were observed in the
offspring when TDF was administered through lactation at tenofovir exposures of approximately

14 times the exposure at the recommended daily dosage of GENVOYA.

Data

Human Data

A prospective study, reported in the literature, enrolled 30 pregnant women living with HIV who
were receiving elvitegravir and cobicistat-based regimens in the second or third trimesters of
pregnancy and through 6 to 12 weeks postpartum to evaluate the pharmacokinetics (PK) of
antiretrovirals during pregnancy. Twenty-eight women completed the study through the postpartum
period. Paired pregnancy/postpartum PK data were available from 14 and 24 women for the second
and third trimesters, respectively. Exposures of elvitegravir and cobicistat were substantially lower
during the second and third trimesters compared to postpartum. The proportion of pregnant women
who were virologically suppressed was 77% in the second trimester, 92% in the third trimester, and
76% postpartum. No correlation was observed between viral suppression and elvitegravir exposure.
HIV status was also assessed for infants: 25 were uninfected, 2 had indeterminate status, and no

information was available for 3 infants.

Prospective reports from the APR of overall major birth defects in pregnancies exposed to the
components of GENVOYA 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.

Elvitegravir (EVG):

Based on prospective reports to the APR of over 440 exposures to EVG-containing regimens
during pregnancy resulting in live births (including over 350 exposed in the first trimester and 70
exposed in the second/third trimester), the prevalence of birth defects in live births was 3.0% (95%
CIL: 1.5% to 5.2%) and 1.4% (95% CI: 0.0% to 7.7%) following first and second/third trimester

exposure, respectively, to EVG-containing regimens.

Cobicistat (COBI):

Based on prospective reports to the APR of over 560 exposures to COBI-containing regimens
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during pregnancy resulting in live births (including over 470 exposed in the first trimester and over
80 exposed in the second/third trimester), the prevalence of birth defects in live births was 3.6%
(95% CIL: 2.1% to 5.7%) and 1.1% (95% CL: 0.0% to 6.2%) following first and second/third

trimester, respectively, to COBI-containing regimens.

Emtricitabine (FTC):

Based on prospective reports to the APR of over 5,400 exposures to FTC-containing regimens
during pregnancy resulting in live births (including over 3,900 exposed in the first trimester and
over 1,500 exposed in the second/third trimester), the prevalence of birth defects in live births was
2.6% (95% CI: 2.2% to 3.2%) and 2.7% (95% CI: 1.9% to 3.7%) following first and second/third

trimester exposure, respectively, to FTC-containing regimens.

Tenofovir Alafenamide (TAF):

Based on prospective reports to the APR of over 660 exposures to TAF-containing regimens
during pregnancy resulting in live births (including over 520 exposed in the first trimester and over
130 exposed in the second/third trimester), the prevalence of birth defects in live births was 4.2%
(95% CI: 2.6% to 6.3%) and 3.0% (95% CL: 0.8% to 7.5%) following first and second/third

trimester exposure, respectively, to TAF-containing regimens.

Animal Data

Elvitegravir:

Elvitegravir was administered orally to pregnant rats (0, 300, 1000, and 2000 mg/kg/day) and
rabbits (0, 50, 150, and 450 mg/kg/day) through organogenesis (on gestation days 7 through 17 and
days 7 through 19, respectively). No significant toxicological effects were observed in
embryo-fetal toxicity studies performed with elvitegravir in rats at exposures (AUC) approximately
23 times and in rabbits at approximately 0.2 times the human exposures at the recommended daily
dose. In a pre/postnatal developmental study, elvitegravir was administered orally to rats at doses
of 0, 300, 1000, and 2000 mg/kg from gestation day 7 to day 20 of lactation. At doses of
2000 mg/kg/day of elvitegravir, neither maternal nor developmental toxicity was noted. Systemic

exposures (AUC) at this dose were 18 times the human exposures at the recommended daily dose.

Cobicistat:

Cobicistat was administered orally to pregnant rats at doses of 0, 25, 50, 125 mg/kg/day on
gestation day 6 to 17. Increases in post-implantation loss and decreased fetal weights were
observed at a maternal toxic dose of 125 mg/kg/day. No malformations were noted at doses up to
125 mg/kg/day. Systemic exposures (AUC) at 50 mg/kg/day in pregnant females were 1.6 times

higher than human exposures at the recommended daily dose.

In pregnant rabbits, cobicistat was administered orally at doses of 0, 20, 50, and 100 mg/kg/day
during gestation days 7 to 20. No maternal or embryo/fetal effects were noted at the highest dose of
100 mg/kg/day. Systemic exposures (AUC) at 100 mg/kg/day were 3.8 times higher than human

exposures at the recommended daily dose.
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In a pre/postnatal developmental study in rats, cobicistat was administered orally at doses of 0, 10,
30, and 75 mg/kg from gestation day 6 to postnatal day 20, 21, or 22. At doses of 75 mg/kg/day of
cobicistat, neither maternal nor developmental toxicity was noted. Systemic exposures (AUC) at

this dose were 1.2 times the human exposures at the recommended daily dose.

Emtricitabine:

Emtricitabine was administered orally to pregnant mice (250, 500, or 1000 mg/kg/day) and rabbits
(100, 300, or 1000 mg/kg/day) through organogenesis (on gestation days 6 through 15, and 7
through 19, respectively). No significant toxicological effects were observed in embryo-fetal
toxicity studies performed with emtricitabine in mice at exposures (AUC) approximately 60 times
higher and in rabbits at approximately 108 times higher than human exposures at the recommended

daily dose.

In a pre/postnatal development study with emtricitabine, mice were administered doses up to
1000 mg/kg/day; no significant adverse effects directly related to drug were observed in the
offspring exposed daily from before birth (in utero) through sexual maturity at daily exposures

(AUC) of approximately 60 times higher than human exposures at the recommended daily dose.

Tenofovir Alafenamide (TAF):

TAF was administered orally to pregnant rats (25, 100, or 250 mg/kg/day) and rabbits (10, 30, or
100 mg/kg/day) through organogenesis (on gestation days 6 through 17, and 7 through 20,
respectively). No adverse embryo-fetal effects were observed in rats and rabbits at TAF exposures
similar to (rats) and approximately 53 (rabbits) times higher than the exposure in humans at the
recommended daily dose of GENVOYA. TAF is rapidly converted to tenofovir; the observed
tenofovir exposure in rats and rabbits were 59 (rats) and 93 (rabbits) times higher than human
tenofovir exposures at the recommended daily doses. Since TAF is rapidly converted to tenofovir
and lower tenofovir exposures in rats and mice were observed after TAF administration compared
to TDF administration, a pre/postnatal development study in rats was conducted only with TDF.
Doses up to 600 mg/kg/day were administered through lactation; no adverse effects were observed
in the offspring on gestation day 7 [and lactation day 20] at tenofovir exposures of approximately

14 [21] times higher than the exposures in humans at the recommended daily dose of GENVOYA.

8.2 Lactation
Risk Summary
The Centers for Disease Control and Prevention recommend that HIV-infected mothers not

breastfeed their infants to avoid risking postnatal transmission of HIV.

Based on published data, emtricitabine has been shown to be present in human breast milk; it is
unknown if elvitegravir, cobicistat, and TAF are present in human breast milk. Elvitegravir and
cobicistat are present in rat milk, and tenofovir has been shown to be present in the milk of
lactating rats and rhesus monkeys after administration of TDF [see Dataj. It is unknown if TAF is

present in animal milk.
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It is not known if GENVOYA affects milk production or has effects on the breastfed child.
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 receiving GENVOYA.

Data

Animal Data

Elvitegravir: During the pre/postnatal developmental toxicology study at doses up to

2000 mg/kg/day, a mean elvitegravir milk to plasma ratio of 0.1 was measured 30 minutes after

administration to rats on lactation day 14.

Cobicistat: During the pre/postnatal developmental toxicology study at doses up to 75 mg/kg/day,
mean cobicistat milk to plasma ratio of up to 1.9 was measured 2 hours after administration to rats

on lactation day 10.

Tenofovir Alafenamide: Studies in rats and monkeys have demonstrated that tenofovir is secreted
in milk. During the pre/postnatal developmental toxicology study, tenofovir was excreted into the
milk of lactating rats following oral administration of TDF (up to 600 mg/kg/day) at up to
approximately 24% of the median plasma concentration in the highest dosed animals at lactation
day 11. Tenofovir was excreted into the milk of lactating rhesus monkeys, following a single
subcutaneous (30 mg/kg) dose of tenofovir, at concentrations up to approximately 4% of plasma

concentration resulting in exposure (AUC) of approximately 20% of plasma exposure.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential / contraception in males and females

The use of Genvoya should be accompanied by the use of effective contraception.

Pregnancy

There are no adequate and well-controlled studies of Genvoya or its components in pregnant
women. There are no or limited data (less than 300 pregnancy outcomes) from the use of Genvoya
in pregnant women. However, a large amount of data on pregnant women (more than 1,000
exposed outcomes) indicate no malformative nor foetal/neonatal toxicity associated with

emtricitabine.

Animal studies do not indicate direct or indirect harmful effects of elvitegravir, cobicistat, or
emtricitabine, administered separately, with respect to fertility parameters, pregnancy, foetal
development, parturition or postnatal development. Studies of tenofovir alafenamide in animals
have shown no evidence of harmful effects of tenofovir alafenamide on fertility parameters,

pregnancy, or foetal development.

Treatment with cobicistat and elvitegravir during the second and third trimesters of pregnancy has
been shown to result in lower elvitegravir exposures. Cobicistat levels decrease and may not
provide sufficient boosting. The substantial reduction in elvitegravir exposure may result in
virological failure and an increased risk of mother-to-child transmission of HIV infection.

Therefore, therapy with Genvoya should not be initiated during pregnancy, and women who
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become pregnant during therapy with Genvoya should be switched to an alternative regimen.

Breast-feeding

It is not known whether elvitegravir, cobicistat, or tenofovir alafenamide are excreted in human
milk. Emtricitabine is excreted in human milk. In animal studies it has been shown that

elvitegravir, cobicistat, and tenofovir are excreted in milk.

There is insufficient information on the effects of elvitegravir, cobicistat, emtricitabine and

tenofovir in newborns/infants. Therefore, Genvoya should not be used during breast-feeding.

In order to avoid transmission of HIV to the infant it is recommended that women living with HIV

do not breast-feed their infants.

Fertility
There are no data on fertility from the use of Genvoya in humans. In animal studies there were no

effects of elvitegravir, cobicistat, emtricitabine and tenofovir alafenamide on mating or fertility

of risk of drug use

pregnancy)
(2026 45 5 A KfR)

(An Australian categorisation

n

parameters.
i GRS
A=A N7 U7 D% | 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.

XIll. 2EEE

-114-




(2) MRIZEY 5iB5MER

AIZH1F 5 19.7 /1N

W5,

R OEOFEEHIZILLTO LB THY, KEOERA SCEK OBRMN OEFT SCE LI

9.7 /NR

VW, [16.1.3 28]

I AR RED, B, FLUE, SR SUTIRE 25 kg ARt D/ N a5t G2 & U7z BRRERBR T I L T

Hi gt RLAN AR
KEOIRA SCE 8.4 Pediatric Use
(202542 A) The safety and effectiveness of GENVOYA for the treatment of HIV-1 infection was established in

pediatric patients with body weight greater than or equal to 25 kg.

Use of GENVOYA in pediatric patients less than 18 years of age and weighing at least 25 kg is
supported by studies in adults and by an open-label study in antiretroviral treatment-naive HIV-1
infected pediatric subjects aged 12 to less than 18 years and weighing at least 35 kg (cohort 1 of
Study 106, N=50) and in virologically-suppressed pediatric subjects aged 6 to less than 12 years
and weighing at least 25 kg (cohort 2 of Study 106, N=52). The safety and efficacy of GENVOYA
in adolescent subjects was similar to that in adults. The safety and efficacy of GENVOYA in
subjects 6 to 12 years of age weighing at least 25 kg was similar to that in antiretroviral
treatment-naive adults and adolescents with the exception of a decrease from baseline CD4+ cell

count.

A pharmacokinetic evaluation of a reduced strength GENVOYA formulation containing 90 mg of
EVG, 90 mg of COBIL 120 mg of FTC, and 6 mg TAF was performed in 27
virologically-suppressed pediatric patients at least 2 years of age and weighing at least 14 to less
than 25 kg (cohort 3 of Study 106). Virologic, immunologic, and safety outcomes were similar to
those observed in cohort 2 of Study 106. No clinically meaningful differences in drug exposures
except EVG were identified between pediatric patients in cohort 3 receiving the reduced strength
formulation and adults receiving the GENVOYA tablet containing 150 mg of EVG,150 mg of
COBI, 200 mg of FTC, and 10 mg TAF. The median observed EVG Ctrough values in subjects in
cohort 3 were significantly lower than the values correlated with efficacy in adults. Therefore,

efficacy cannot be extrapolated from adults to pediatric patients weighing 14 to 25 kg.

Safety and effectiveness of GENVOYA in pediatric patients weighing less than 25 kg have not

been established.
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Paediatric population
The safety and efficacy of Genvoya in children younger than 2 years of age, or weighing < 14 kg,

have not yet been established. No data are available.
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