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BE RO EEFHRELE (LLT, MR &I8T) FITHEROBIGERSCERE L L CE# A /7
LTHRAL TETWND, ZOBRICHERIGEMAZMEEOICAFTL7200OFHRY A & LTEE
pn A U HEa—T—5 (LIT, IF &EIRT) 2354 Lz,

1988 4FIZ H AJpeskAlRie (LLF, AL IET) FHE 2 /NEESN IF ONLEST, IF
FUEUEREC, IF FEHEEERHZ RE L, £ 0% 1998 412 HIREEFINES 3 /NE B8, 2008 4, 2013
I R RERBREES SN IF D8 EEOWUET 217> T -,
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RAILT — & 25BN LT IF SIS N D Z & i oTz, BOHRO IF 1E, R 3E0 E R
MM AW (LT, PMDA L g 3) oEHEHAEERERLEFERBRE O X —
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (Z TA SNV TAFREEL 7e> T 5, HIE
FETIX, 2008 4E L VHEHREMLD IF OFREBRETHMfkE LT 42 Ea—7 4 — Lt
D EHEL, He O NF RN CEEZMET 2 EEREHRE L THEUNEER - R LTS,

ZDFE, 2019 FOIRM CELHEEOEFIZA Y, Hi7-IC B ERGHRE B S/ G
AW, TIFFLHEE 2018) & LTARI NI,

IR &lF

IF 1% T SCEEOREREMT L. EAIMEDOERIEFEIT L > THEEBICLER, EHX
D BEEHO DO R, WO OOMER, IO O DR, EIEKSL O EMEHO
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REEA BN 2 b 0, MIEEEOWELEIZED D b O K OIEARIE 2550 - I - $26t
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FIRHE 52530 « FIr « RS T 2 & & bic, RERMRAT LD LWV RFEEH-Z L
ZHIEE LTV D,
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I. BtZEICEAT5HEA

1. BARDOEE
R ~_A RECABE (BLF . AHD) 1, VilV Healthcare £E12 X W BAF S i- 1 v 7 7T — B HEH (LLT . INSTI)
Thd VT 7 ZEL (LUF, DTG) 50mg M QLR IR G R EA] (LT, NRTD THLHLT7IT P
(LT, 3TC) 300mg #Hle L7-®ATHY 1 H 1[E1EDRMATE MuERET A /LA (HIV) BEYLED
IRIENA[RECH 5,
HIV EYE X, HIV S (328 LT CD4 Btk U v 8BR) 1Y L, SR RA ICHE ST
WS HEITHEDOEEBETH S, HIV IZEYT 5 & CD4 1Y o RERE B U, BEEI 288 C. & mizix
BR 4 70 BN R GLIE PRI A2 OF 56 U, B RMERE R RIERRE (AIDS) &725, 2O X 9T, AIDS iE&
EDORGWRERBIEIZL > THEBS T ONDEBTHY . NENEE T 5K HIRA2ERMED —> &
2o T 5,
2017 AR R T OIS O HIV EYE K O AIDS SBFEEIT 3,690 A HTHLO HIV EEFHIIER 180 T A &
WESNTWD, —JF, AT, 2017 FFI2HE SN HELO HIV &GS & O AIDS B3 OF 50T 1,389
ETH Y | 2017 R R TORBRMFEIT, 28832 fFLHE SN TWD,
1990 A% H-LARE, HIV JEYSEBE (23T D P1 L b a v A L AEE (ART) (%, — & LT NRTI2 AI+INSTI 1
A, NRTI2 Fl+7 w7 7 —EFHEA] 1 A (U M EAPEH) . NRTI 2 Fl+-IERER R s G R RBRE A 1 #4440
HEDETIRBENEAR L SN TE T2, LU D ART Z Btk L7z HIV BYWIE B 1T ESE 2 kg4 5
VN D B 720, BRI BWEROHEGE R G2 X257 Re 7 7 AOBERER SN TW5, £ 2T,
BIVEF OBRP AR O % 2 HH5 L DTG & 3TC D2 FIFFH L 2 A 2 Xk D AR AHI ORI 247 - 7=,
AFUZIBWTIE, DTG X7 B A #E L LT 201443 AT, 3TCIX=E E/VEEEL LT 1997 42 HIZ THIV &
YiE | ZRhEE - R L L CENENEGERFEAGRE BG L T\ 5,
AFIDOBIFIZBWTIL, ART RIGHETH DA D HIV-1 BYYERE &2 %15 & U725 T ARER 2 3868 (204861
(GEMINI-1) 7B} 8 205543 (GEMINI-2) #kBR, 148 % 5] Zugsh CEhi L, FEIICH D5 48 #
R C R REARRBEGEN S O N2 b, 2o OREEE AV TKET 2019 4F 4 A IR THID TR
S AU, RN TERN T 2019 A 7 HIZARR S iz, 2020 43 HEIE, AR 9 » ETEFE S (USA, EU, B
X, A=A Z07, FU, FE Voo IerT, BAR, #E) ., 10 5 HU ETERRBREIM TN TN 5D,
A, ARHENTIBNT THIV EYLIE TR 5 o0 i SO 3l A KGR B 55 O B T DWW T CERk 10 42 11 A 12 A
FEFERE 1015 5) [CESx, FICKECTORKRBHBFER AW T DHERAEAA] & L TRERERK
FHGEZITV, 2020 4F 1 AICBERTEAR &2 S L7z,
Flo. UANVAFHIEINSE LTV D HIV-1 EYYERE 2 x4 & U2 EEESLRS  AHEER [204862
(TANGO) Bk, 200 B 5] 2% L., Z ORGEZ AW T, 2020 4 6 APt HIV BERIFEZIZXH L TH
EHTE L9 XTI RICBEET D EE] OHOWE 17> 70,

2. HE0aRFEMREYE

(1) FERMHEZER (IAS-USA E£3) A S, H1 HIV 3R L H1RERBRO VLA HIV-1 RYLERE 714
il xtge & UT- EE MR C o A AN E I AHFER (GEMINI-1 : 204861 #Ek) (2B W T, K7 o
FENLS0mg &7 I 7Y 300mg @ 1 H 1 REIPFHEGR (DTGHTC #) 12356 I, K777 EneT
JARENYYTax U T g c 2 AR A EVEASAIO 1 B 1 BIPFH#&E5EE (DTG+TDF - FTC
) 12358 BINMEAEZRIZHID M Divc, ZORER., FEFHMEEE Th 285 48 KO HIV-1 RNA &)
50 copies/mL i Td - 72 BH OEFIE X DTGHTC HED 90%1Z%f L T, DTG+TDF-FTC #£1X 93% TH 1 |
FHHE LT- BRI 22 D 95% E X O FIRME (-6.7%) X, EHME~—T 2 ((10%) LV K& <, DTGHTDF -
FTC L ¥ A %% DTGHTC L A DOIELMENKGEES iz,
(TV. RFEICBET 25HE 5. EIRAGE (4) MEERIRER) DS



I. MEICEY SEE

(2) FERMMZER (IAS-USA E£) A S, H1 HIV 3R L H1RERBRO 2V HIV-1 RYLERE 719
Bl & xtge & Uiz EEREEGER T H HUESNE T AHER (GEMINI-2 : 205543 3B%) ([2BW T, FAuTr s
FENLNS0mg & T 7Y 300mg D1 H 1 REIPFAEGRE (DTGHTC #) 12360 I, K77 Zenss
JAREATYTFax AT B c 2 AN EVERAKIO 1 H 1 PR S5E (DTGHTDF » FTC
) 12359 BINEEERIZHID T bivc, ZofER, FEFHMIEE Th 2 x5 48 KFO HIV-1 RNA &%
50 copies/mL Aiiii Td o 72 BFH DEFIE1X. DTGHTC #ED 93%IZ%f L T, DTG+TDF-FTC #£1X 94% TH 1 |
FHHE L7 BEE 22 D 95% E X O FIRME (-4.3%) X, HEHHE~—T 0 ((10%) LV K& <. DTGHTDF -
FTC L A %9 % DTGH3TC L 4 v DIELMENRGE S iz,

(TV. IBRICBET2IHE 5. ERRRE (4) MEEREY OHEBH)

(3) EZ72 NRTI M B3 32 7 INSTI MHPEZS 2 (IAS-USA EF) 28 ST, il ha vA VA% ik (TAF -
FTC & INSTI, NNRTI /% PI W3 12> 1 Al 1280 7 A /L ZAZEHITINH] STV B A HIV-1 [EYYIE £
F 7410 (A ARNBEE 11 FlE5T) 22Xt & Uz S MR < & 2 [EFR LRSS 1R (TANGO : 204862
RER) 1ZRBWWT, &AL B 1 EHEERHC 369 B, BIfTO LY A U EfkEET 28 (kG585 12 372 BilAME
TEBIZEI 1T B, ZORER, FEFHMEEE Th 555 48 HWIRFD w7 A L AR IR T & - 795k
FHOEIGIE, KARED 0.3%I2%F LT, AR GEITL 05% TH Y . Tl LRI 22D 95%EHE X o R E

(0.7%) 1%, IEHME~—T0 (%) K V/hEL< | kG L2 A TR D AR KD IS PEDBREE S U7z,
(TV. {BRICBET2IHE 5. ERREGE (4) MREEAIRE OS]

(4) WEHEE T ARFRER (GEMINI-1 : 204861 35R) O EZ2EWEMIX, FH. Bl RIRJE, fEIR, TH & O 5
Thotz, (&5 48 HIKF)

WAV T AHRER (GEMINI-2 : 205543 3A8R) O EemIERIL, THI, 3\, BOLAUORIRIEChH -7, (&

5. 48 #AF)
E BRI FE S 1 FH35R (TANGO : 204862 #RER) O FARBIEMIL. RIRGE. EL, FRAMOTIRLTH- 7,
(P 5. 48 )

(TV. IBRICB A 5. BRIRAKGE (4) BEERIRER) OEZM)

HRZEMEM & LT, EAVERBOEEGEE, JRIFEES, LR Bgil, BmERBD . o hEEdD
MR . ES . FLER T o R — 3 X R OEIAIEAE (I & 2 HEE DOFFIER (TRIAAT) . BRI ARE, == —
RoNF— BEELIRER, . OAE, IFHEREREE . WG STV D,

(v Zett (M EoEES) (BT 2HA 8. fEM (1) HERZBNWEM & IR OESM)

3. HEDEFIFHIFE
AKFNIA T 7T —=BIEATHD VT 77 enl| BRRVIEERZAREANTHLT7IT7T00 2 HlO
BAAIChH D, (VI KBRS HHE 2. HEHIEH (1) (RO - ERKET) 0HESH)



1. MEICEY SEE

4. BEFERAICE L TAMT REHHE

T EfE IS BT 5 B M. " . e

R A T L | gAYV BREE

RMP H 1. 6. RMP O | DOIEZH

BIMOY A7 FAMETEB & | o

L CIER SN TV A& o

B AHEE T A R A iz
H AR EREREOTH Y (F AR EREEME) (22T Rk 15 4
1 A 10 HFEFE 0110001 %)

PR B - oD B8 B S IE @ N | HEHEAOEM CRMEYE) O—HEEFIZ>W\WT (Bfn 24 1 H
21 HEREZ 012156 1 &)
(IX. EPEHEICETHEA 14, BB LoEE] OESMR)

AFNE THIV BYE | % TENEEXITZF L LT 2013 49 H 13 HICEAFBREICL D, ABHERK,
DIRE (FEEFS - 253) H3147) 2T 0D,

5. RRFHRURE - A LOFIRER
(1) RBEMH

1.
2.

3.

AL Y X 7 FHEE 2 RE O b, WY FERT 5 Z &,

AANDERN E Tz > TE, BEICK L TERANCE L TRR DA - B0 7 — 2 25| & k& INEH
ThHILEETFITHIIL, A7 +—LRarver B2 Lo, BERMICERETLZ L,

WEIMZ 33 CHUE I SUXEHE O BRARGRBRIC DUV T, # TR0 0 S BRBR AR M ORI % 2R 4 12
452 L,

BHEAEHMAE T T2 E oM, AL L TENOERGRE 2 x5 & U ROERE % & 2 506 L
KA O FERICET 1 ® (BEET R, A2 - Zatt (AR OGN - Zetta2ate) kO
HOMHEAEROT — 2 %) 2 IWE L TEMRICHRE 5 & & bic, HAOM Rz FFAERERICRET
L&,

ek, AF|O TEIHES U A7 EHEEFH ] X FiE URLICTARINTWD,

[ 38 G R R AR AR IR — A —

[ESSL U 2 7 % HEHE (RMP : Risk Management Plan) (22U T )

http://www.pmda.go.jp/safety/info-services/drugs/items-information/rmp/0001.html

(2) Fid - FEALOKIREIEA
AR BrANA



http://www.pmda.go.jp/safety/info-services/drugs/items-information/rmp/0001.html
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I. &£#ICEd51EHE

1. BRE4H
(1) %
B R bE

(2) *4
Dovato combination tablets

(3) B DHEX
BRIZ/2 L

2. —iB4&
(1) 14 (@&%)
KAF27ZenFr kU2 (JAN)
F 372 (JAN)

(2) #4& (%K)
Dolutegravir Sodium (JAN) . dolutegravir (INN)
Lamivudine (JAN) . lamivudine (INN)

(3) RT L (stem)
KVTFZ7ZENF RY 74
HIV A > 7 7 Z —BLEA : tegravir

73
PrEMERRSE A, B A L A A« vudine

3. BEAXITRHER
RAVT 778N RY T A
H CH, O ONa

NH2
bS

o
HOCH2 o



0. &##MICEY SRR

4. P FXRUSFE
N A=V %l B RN
7712 CooH sF2N3NaOs
18 441.36

STV

712 0 CsHiNsOsS

T 229.26

N,

& P\

5. {t¥4 (d4iE) XFEH
KAVTF 77N Y UL
Monosodium (4R, 12aS5)-9-{[(2, 4-difluorophenyl) methyl] carbamoyl}-4-methyl-6, 8-dioxo-3, 4, 6, §, 12,
12a-hexahydro-2H-pyrido [1°, 2’ : 4, 5] pyrazino [2, 1-b] [1, 3] oxazin-7-olate

STV

1-[(2R, 55)-2-hydroxymethyl-1, 3-oxathiolan-5-yl] cytosine

6. ER4. A4, BE, 585
B%% 22— K : GSK3515864



II. AxA5 B9 5EHE

1. MEENTE
(1) 988 - IR
RATFTZ7SELVFRY T A
HEE~REACOMETH D,

FITVV
A~ A EORRIEOM R TH 5,

(2) AR
RAFZSEAF Y A
AKIZETIZL K, =& J—)b (99.5) 11T & A BT,

FBEAEIIHT B FILTTSEILF M) LDARE (25°C)

PRI YA pH R (mg/mL)
AH ) —)b — 0.499 RO T IFIZ W
T % ) —/ (99.5) — 0.076 FEAERT 20
-7 R ) —)u — 0.009 T & EBRT RN
TER=HFIUV — 0.006 Z & EBRT RN
k1 101 ﬁé%{%%’ib 7% 3.176 BT
FaSSIF1,2 6.5 0.239 RO T IFIZ W
FeSSIF1,3 5.0 0.170 i 6D CYEITFIZ < W
SGF1,4 1.2 0.021 Z & EBRT RN
8 W% ICERI L 72 A T B % 4 Wefi Tk U 7= I3

FaSSIF : Fasted State Simulated Intestinal Fluid ; #4& ~ A\ TAHIR
FeSSIF : Fed State Simulated Intestinal Fluid ; %2 F A TAG#R
SGF : Simulated Gastric Fluid ; A T.Hi&

A wWNBE

—_ ~

FITVV
VAFIVANVEF Y RIZETROTL, KITRORBE TR, AZ =Ty /) —/b (99.5) (TR0
TIZ L, P F Iz —F T & A EEIT 70,

(3) REHE
i %a A A D AN
IREE 25°C. 12FE 0~90%RH TH 1.2% (wiw) D R[HHRWRIN 2588 5,

FITVV
WARAPEIERR D B ARV,

(4) @b (DFEA). Bhm. BES
RAFZSenrr- Y oa
Tl - 1 T S 13K 350°C TR & RIS R4 5,

FITVV
iR %9 176°C



M. BT HEEB

(5) ERIEEAZREEH
RAF 770 Y T A
pKa=8.2

N
pKa=4.30

(6) HEIREK
RAFZSELF Y 7L
Log P : 2.16+0.01 (23°C)

FITVV
LogP :-0.9 (1-4 7 % 7 —VIKFR)

() =0 EERMERE

KAVTF 77t RY) oA

pH=10.1 (21°CIZ¥T % fafuiaik)

fESeE [o] 5 :-37° (4.0mg/mL DMSO ¥&if)

STV

ZIK&'uODm/frffﬁmpH 13569 TH 5,

AL D L HENE 1359-96° THh D,

AT EER L R 2 DD T AT VAT A Y~ —DFET D,

2. EYESOBEEHTICEITAIREY
FATFZSENVF Y T A

A OB X gy e 17 & | ORAFHI r 17 % 1 & H A i S
s | 200 SR aamn | S mic Lrimme e L
—— — — RY T LA RN
TR ER 40°C., 75%RH 6 & A Hean st B L
. ) o CElC LR | R s
I BE 50°C 6BA | ey g Sy g | RIETRL
S| R
i | e | a0C, Ts%RrH | e | TEITOE Tk L
E 5
i i RO
B MRS © 120 0 Ix hr DA E el %ég%é PN THEE
ot B oL — (B e ERDI, Z
200 W+ h/m? 2Lk " DO A 1T
e L




I. BxES Y 5IER

FITVr
A7 R ME
mB Ky [ mE i | RO | OB R
(C) (%RH)
. 50 Y 368 | BHELzZ2ED | WPAOHEER
MR | 30 m W T smn | 77AFusR | TeBlkRL
N - - HELL2@ED | WIHoRIEHEH
IR 40 75 WO SR osaguum | cesnL
W R 40 75 AT 9 & H
& . Haellz2 O | WInoRlEHEH
t e 3 | wERL ﬁ”ﬂm) 1A | TIAFusE | THEfRL
Eﬁ X

3. ERRSOHERRRE. EEE

RAVT T EAF R OA, TIT V0 OrERRARE

TRIMBIL A~ S VRITE TR

RVF 7S ENLFT NI DA FITVVDERE
ks m~ 777 4—




V. 8i%|I-B89 51EE

1. #ifz
(1) FAEDOREH
T4 a—T 4 T EE

(2) HFENDONEBERUTMHEK
MDD 4 NV bha—F 42 T EE

72 4 *® H A ] 2]

i
e

B MEASE

918mg
% N /(\‘ l 7 .
Egézgéﬁmﬁﬁ J&£S K9 5.8mm

3) #Aa—F
FoREROL - BEA, RoRHNE - SV 137

(4) HEIDMHE
R 22-29kp

(5) itk
AR BrANA

. HHI QMK
() B (EERS) OEERVHFEMEA
BR5E4 | R oA MG

. 18, K77 Z7enr MY va526mg (K777 E/LE LT 50mg)
VoS AN
AT | 55 22 300mg

TINH D-v = b=/, fEmELO—R RE R, T 7 ) a—fgEr ) vh, T/ UVBAT
" TINF NI L ATT Y R IR A TR An—R @EF X~ a0 400

(2) EREFDORE
AR BrANA

() #E
AR ANA

. BBERBROERRUEE
L

il
24 LR




V. ®AIZEHI SR

5. iBAT SulBEHED & 5K HEEY
JFERH R OB E X, JAIFCIIEmL 7220,
BRI O 3R R ITZR D BTV,

6. HEIOEFEEFHTICEITIREM

PRBR X 5y PRAFSAE PRATHA PRAFIERE HEEH TS
EW Rl 30°C. 75%RH 24 f& H ARy xzF LMl b7z L
i R 40°C. 75%RH 6 % 1 e o Eiere L
: — ARy Farry R
= TR 50C, Bk VAT EE 3 & A IR B ZAei L
| 30°C. 75%RH 1 1% A e B L
= FARREE - 120 7 Ix hr DAL e o
E N TeN AR . ; g Y EK /—
% x e = %L ¥ — : 200 W- hym? UL b zfere L

1. RARZRVBREOREL
L7

8. fFleDEREEL (MEEFHELL)
M LA

9. BHM
(5{%) B WHRBRE 21 (OXRVE)
GM  IEEER 5y 65 Rlis
REBIE . U VAT MY O A - UUEETIKET MU U ARK
(ER) 73700015 %O FEHEHFIL 0% ETH -7,
(fEF) AT 77 N0 20 53%OFEEHERIT 80% L ETh -7,

10. &3 - a%
() FEIRELERR - OE. NEMFRLESE - EICHAT H1ER
RS, MRS FETIAERTE > TR A BT TEHRL 2T 2 & 25 <72 CRSF (Child Resistant &
Senior Friendly) @#*ZEHA L T2 (Fy v a7y RE—v2A47)
* LR TR ZHIT CTEELZR Z L 20 <), ARITIIRSITHIT 6 nw—7, &l
FCTHLRYVHT I ENTED LI LE-aEETHD,
CRSFal¥ (FvvaT v RE—v 2 A7) OBTIF
AR MVOF Yy TELRNRLEIL, v v TEID,

(2) a%
30 6 D, 7]

() PhREE
Y Lg



V. 8¥|cEAd 2IEH

11.

12.

4) BHROME
R =FLofER, R Fre L ik y s

ARREIN D EME
BARAYA

Z Dt
EARWANA



V. JARICEIT SIEH

1. ZEEXEHR
HIV & 5

2. DHEEXIIHRICEAET IR
5. hEEXR IR ICBEET ZFE
51 FoOWTFNOe MEERET A VA (HIV) BEYUERFICHEHT 2 &,

- PLHIV BIC L AIRERBRO 2V EE, 7ok, BRRBRIL, EEARMEERZE LW EBREZR5ICE
Sz, [17.1.1, 17.1.2 28]

c A NVAFRIRIEORERD 72 < B0 A AT 6 » HRILL EIZiWT o A L 2529l (HIV-1 RNA &
2% 50copies/mL AJifi) 213G HAVTI Y . RAIOHEDRTT DIMHEREHA R ZFF -3, AKHl~DY])
DRRZ DY) TH D &I S HHT HIV BRI ES, [17.1.3 2]

5.2 AFNC X DIRFITHT= > T, ATREZRIG A ICITEAIMMIERE GBI TR 5 5\ VIXR BT &
BEZTH L,

53 AKKNXRLVT 7N KONT I TV rDOBEEREEZEETHEAEAITHLDOT, 770 M ER
DB RESREREE (7 L7 F =27 U7 52 AH 30mL/min Kifi) AT 5EE 2L, @30 RvT s
FENH (TETA5E) IT7 I 7V URAl (e egE) WS Z L, [9.2.1, 922, 16.6.1 B

(fiFs0)

51 AANL, LFOWF0 HIV RYYE RS ICHERT2 2 &,

- PLHIV FEIZ K DIRFERRER O 72\ HIV EYYE B
- A NVAFRIHIA RO TV DT O BE

DU A N AFZH R DOREERD 72 B

QU Bz w16 » AMLLEIZBNT Y A LA ZRHE] (HIV-1 RNA £73 S0copies/mL Afif) 23% HAL T\ % B

QARKNDF NN xS D i B E A B & Ff 7= 70 W R

S2HIVIZER LT WD A LAT, FTHIV EOLFEE T TIEPt HIV ER R A RS 207 A VA GEFIHE
HIV) IZERTHZ RN 5D, MHELRITIEFAORICEET 5720, JTHIV FEIC L HEREZFGT 512
iz o T, BEDEAIME HIV I L TO AT, 0 726 BT © & PRI S 7 A3
HAEEMENR S D, RANC L DIREIZHT- > TE, ARG A ITITRANM R (BB & 2 W I3
BAENT) 25EICTH L,

S3IARFNIRAT 7T AN KPR TI TV UDEEREZEATHAEEHTHYD 1 HITHEEZITO> HLOTH D,
B OREFEN TE RV, BIREREE (VL7 F =027 U7 72 AH 30mL/min Kiiii) 23&% 0 .
T IV ORERENLERBE T, RO ST ZT EARA (T A ) XIiTT I 7Y |
(ZEELEE) VD EICTEZ L, HRICHZ-> T, TNENOREIRM SCEEZAGET 5 2 &,

3. AZERUVHAE
(1) BERUVRAEDOHER
R RA MO 12 L B2y oK 40kg L E /N2, 1R 18 (RAT 7 ZELE LT50mg XOVT 2
7Y e LT300mg) AEEOFEICEHDLT 1IH IERAKREGT D,

(2) RERUVAEDRERE - 1R

AFNL, BEARE ST THD NVT 78I I 700 2REG LERAITH D, AAIORE - AH&EZ, R
NTTITENETITVrOENTNOAROMIE - HE (T BT A8 IMICE, = e/VEE RT3




V. BRICEY 5EE

) WA CHEmES NREE 127 L 18R OEONIZ NV T 7T ELET I T VO
WBNRE DT — Z SR & AR CHIMET — Z ~SMEATRE TH - 72 Z LTI A, WA ORI ERD H 5 HK
W EAER 3 722 BT EEDERRE LT,

4 RZERUVAEICEET HIE

1. FRERUVAZICEET 5FE

1.1 RANX, HIVIEGHEICH L CLAITIHERZITO O TH L7, MOFLHIVELFH L2 &, 72
2L, NAT 7T enzBIE5T 0B8R L5568 %R<, (7.2, 102 ]

1.2 KFIE N AP, U7y, Joa= by, RAT 2=V, T /)L EZ—)L,
A3 UA NI VY (BUh-Va—r X U—]N) FARMEIHTLIGAEIL. AT 7 oene
L T 50mg Z AHFI#H 50K 12 R I 53 5, [7.1, 102, 16.7.1 ]

1.3 AKX Z7 I 7V lEIEREZEHTHREHITH LD T, KANIIMATT X7V 8K % GG

L7gWnWZ &,

(FiEsi)

7.1, 7.2 TVIl. 24ttt BEHLoEES) CBET2HE 7. HAEH OESMR
T3 ARANTINZTT I TV EaR MR Z ARG L2567 37 V0 omAREs BA L, BIER ST 8%
WD, LIER-T, AFNTMA T I 7V SRR (e egE, 2 EEAELAEE, =7 a ARLEHE,

Y7 4 v A5,

5. FRERAAE

(1) BERT—% /55—
E@E’:“Eﬁ{?\‘—§/\°yb‘~y‘;i\ —Fdj—%@ﬁ@ VC‘&)E)O
AU CE M LT BB

RAT7ZEN « I 7V EAHA] (M) —X7EAEE) ORI ThRNZ &)

Phase - o . b
G | P A A& e e 970
RVT 7T eNnETITILD 2[5 DR
2FifHD DTG-3TC | EAF (k. HEEMH, 7 7w A4 ——
1 204993 ‘ % DTG i3 3TC ;ﬂ%ﬁ 304
G L U e A HiFl & ey %, | AR : DTG 50mg+3TC 300mg, B[]
" o FcH A 47~ | 3RBREE : DTG 50mg + 3TC 300mg
{5 Y7 4#B | FDC Code AA, AB
2Part A X F ¢
EEAL, FFEM, 7 m AF— " —
B, 76451
27 DTG-3TC | [Partl]
148 204994 % DTG Xi% 3TC ﬁ%%(mpﬁMyﬂcwmg%
(GE() S 2 TR A & el 54 | BAD, 3B (DTG 50mg « | HE
! i Wy ) T8 | 3TC 300mg FDC Code AH) % #¢ 5
BRI [Part2]
%A% (DTG 50mg+3TC 300mg 4
HAD . XIFREREE (DTG 50mg -
3TC 300mg FDC Code AK) % 5
MEVEAAL, —HEHR, I,
Zifagk IEm | SWATRER R, FES
HUHIV 3 X 5 HERER
F A | GEMINI-L : VEARERER D 7o\ o Ak DTG 50mg +3TC 300mg 148
(RFA) 204861 B8R ¥ | 0 e gl LA 1EE S, 3564 3 )
AL DTG 50mg+TDF + FTC
300mg + 200mg
LA 1E# S, 3584




V. ARICEY 5ER

Phase . o " : ey
(GE{/5 £) R B E S PO H W = o

HEER L, “HER, EETH,
Sl delE, WATHERM R, 365

U | HHVEIC LS " MR
7%%8 ZSSESTSE 'i't%% o | TRERERO 2N gﬁiﬂ& DTG 50mg +3TC 300mg \%4%
g i Fle A HIV YLE R 1A 1E# 5, 3604 i

DTG 50mg+ TDF - FTC
300mg + 200mg 1 H 1[E# 5., 35943

DTG: RAT V7 ZEN, 3TC: FIT7 Yy, TDF: 7/ AREA Y Y Fax V7 </ VEE, FTIC: =AM v Z BV

(2) ERPRZFEIEEER

FLTTSELFRIDLRUS ST

BERAEXNRE LIZERBNSFTTRASEY T8k (5 I #8548 : 204993 :XE&) "

faRER N (30 ) Zx%fgic, #ABREE [DTG 50mg « 3TC 300mg & & FH&A A4 (FDC) (B2 — N AA X
IFHF 2 — K AB) ] LKO%IHRSE (DTG 50mg (AR LA & — B e LEE 300mg DOF % E) % Z2iERFIC
HEROES L,

HEFEZRIITH (23%) THRO LN, 2 FILL EOBERE CHE SNAEFRITR, WTINLIRHREK

EDORFERBRITZ2WVEHE S, RCRCEERAERGIIRD T, RO 54 1k 3R 1k
WCEST-BEFRII 2o T,

BERAZXRE LI-EYMEMEIEMERER (55 1 #8508 : 204994 5H8&) ?

fARER N 268z, ABASE (Part 1 Tl DTG 50mg -+ 3TC 300mg FDC #i#| = — K AH, Part 2 Tl FDC f#l
a— K AK) LK O%HEEE (DTG 50mg & 3TC 300mg Off f# L) #HERR OG- Lz, WTho Part TH,
91RO 2 #17C 76 BN ERBRIE K O IR A ZEERFIC . 55 3 1T 16 BB 2 &tk (RIEIR) (o
517,

HERESL) FDC flH = — K AH T 18 45 (24%) . FDC ff|=— K AK T 124 (16%) . >R T 29
(19%) IZHB LT, ZDH b, IRERIE L ORFEERNH 5 LB b7 #iRE X, FDC i =— R AH
T5H%] (7%) . FDC #fl=— K AK T5 41 (7%) . HE T84 (5%) Th-olo, WTiLd Part TH,
FHCKOEELAERGIIRO N o, BBPILICE > AHFFLIT Partl T2 4], Part2 T14IT

HY, WTNOEG LR L ORRRERS VD LS hienoTz,

FLTTSELFRUSDL

BEE 5B (55 1 #5888 - ING115381 &B&) ©

AAR NGRS A (BYE6 6, &M 461) (2 KT 7 F el 50mg & HElE 0¥ 5 Lo Kyaine, 24
LOBEEERG LT, ZTORE, AEFRORBUIRD T, BARNERER A ICAF] 50mg % Ha#E: 5
LR AEMITIBIFCTH - T2,

TQT 5%

<HEANICE T HEAE > (5 1458 - ING111856 SRER) ©

SAE AN DO A (42 ) Zxtg s LBIEAL, 7T R, 7 o2 F— "= Bic LY, TR,
WBEHEE#H A% 250mg @ NVT 72 BARRERKR, EX T 7axt 0 (400mg, FEIExF) Z B[RO
BE LR, RAT 27T B4 24 0 QTc BIFRICIE 33RO b o 7=,

AAEIOEREN TV BERIEEAITH O . HIELOCHERT NEE, AR 12 2L B2 >R 40kg LU Eo/NRIC
WL TETEE (RAT 27 TELELTS50mg KONT 2708 LT 300mg) ZAFEOAECEbLST 1A 1 EEEA
B545.,0 Tho,




V. BRICEY 5EE

SISy

HERUOREHREGHER (51 HRR)

EANICBIT 5 B AIFRZx5 L L7258 | FHERREBRIC W T, fREEAR A 2 x5 Al 55808 (50, 100,
300mg/lal) & EHGRRBR (200mg/H ., 7 HIE) 2MTbh, ZEMENSHRENTE T, £, AT UFICB
WCOEBID HIV ERYYIE 2 5t I HR% 512 X 58 | flskBR (0.25~8.0mg/kg) 23kt Sv7=2y, Z ORER
THAREN RSN,

(3) AERGERAR

<SEANIZBITZEE>

RLTFHTSELF RYDLA

FHIVEIC K DABRRBOLOARA HIV BREESRE XTI HIV EIZ K ZAEZRBAHY. MDOHIVL Y
T 5—CHRERIOBREREBROEOAA HIV EEEEEZRNRE Lz ZE TR THH BB
(ING111521 5XB&) (RIEASE O AAEER) ¥

BT A Zhagk kR, BIEL(L, “EEMR, 77 BARRE, RIS A, WITRERE R, AR E R
x5 < HiHIV 3RIZ L D18 D 22O HIV EYYE R

cHLHIV BRI X DB AH Y . 2> HIV A T 7T —BIHER OGR4 < . BER
HIV 3O # 5 %517 T 72 WA HIV I ERGYERSE 35 641

Bk K775 L 2mg, 10mg, 50mg X7 ZAR% 1 H 18], 10 HE&HES L7,
F 7RI CD4 B5fE U o 7]EREAS 100/mms L 1

HIV-1 RNA £:75 5,000 copies/mL 2L |
FARBRAN L HE CHIV A 7 77 —EREROE GRS 6 5 H

< KT 77 e G BRLART 30 H LU O BB 5 SO SR E M L P LA C ORI

- BT 7T e BAART 30 H LIN O GIERER (& EarFaxraf K ¥ —n
AF0, AU F—T7 20 %) UIBEHOH HIV G2 FT 53854 (v Fuoxi v L7 Xt
RAINF >y NE) T K DA

- Center for Disease Control and Prevention (CDC) #7 2V —C 0¥ (SHEEAZLEL LA
W R P AEIEERL )

TR #4511 A B oS HIV-1 RNA ON—Z 5 A b OB g

PK. PK/EESZ (PD) | Z&tkE. BAME

ERFEIKEHMIEE | A VRFEE, 4EH HIV-1 RNA B0 28k

il g B ploBE (KT 7T e 2mg %58 96, 10mg & 589 ). 50mg & 5#E 106, 77k
REGRETH) ZHANTZ, TXTOAEDO RAT T ENAFERFIIBNT, 7T 2REEL L
L CRBRBH A O E 11 B B £ TOIMEF HIV-1 RNA O F ERED RO b (p
<0.001, ANCOVA) . F¥si/b 1% 1.51~2.46 logwocopiesimL TH -7, I BT, TA LV AE
DFANZHONT, HERISERRRD biviz, AT 77 el 50mg 58D K&y O BFE
(10 Bt 7 4) <. i HIV-1 RNA &2 50 copies/mL AR i2 i L 7=,

FMENRE DX & 2 X XL BRI O 25~50% T, MAEF HIV-1 RNA SO 3R R
(Emax) EF /L% H L7zREO kB EE O M  (concentration at the end of the dosing
period : Ct) (2L > Thied BAFICTHITE 7=,

FET/ICHES &L 0% BEIRE (90% effective concentration : ECeo) 1% 0.32pg/mL & HEE
Sz, 50mgl H 1 EIEEFEDOEE O CrEOHIL 0.60~1.17pg/mL TH Y, ZOMHEITIRE
— SRR D 7T h— RIAE Lz, BLEDT—% 05 50mg AR X - T, M e T
KDOU AN AERNREFGD OICMNEIRRE S ERID Z L AVRIB I Tz,

AENOHERENTWDHIENIEERITH Y | FELOHEIE NEE ., AL 12 %A By DR E 40kg BL ED/NRIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




V. BRICEY SEE

N SEABIRES O S35 11 HEFTOmiES HIV-1 RNA 2DEDE (log copies/mL) &5 10
(m3%) HE®Cr &DEE%
3.0 o

0:5] Emax = 2.60 logo
ECso = 35.68 ng/mL

M shHIV-1 RNARDigc4 & (logio copies/mL)

0.0

\ \ \ \ \ T \
0 200 400 600 800 1000 1200

#510BBNCT (ng/mL)
FERR A R AR, AR 95% (5 XM

TREBRER & REBMRO G E TER2WAEEGIL, 46% (16/35 ) iIcHxbB, KT 7T ERE 11
Bl, 77 ERBESHITH-T, FERLOIETH (KT 7 F LRt 2mg 1/9 #il, 10mg 1/9 i,
50mg 2/10 f5il, 77 B AREE T H) KOYES (K727 Z eVRE50mg 2/10 fil, 7 & REE 217
Bl) Tholz, BBRIEEKEBABROTE T RVWEERGEFZIIRO LR o T,

U HIV B X DB O 70BN HIV EGYE B 235 & U7 WATRE R i ) &% E 7Bk (SPRING-1
BR ING112276 #BR) . HIV A > T 75 —PRREANCIME 2 A3 5 A HIV RYEBE 2 a8 &+ 54—
779V ER (VIKING @ ING112961 3R) (B2 156 1 AREER) (2 OWTIXT B 1 88 IF 2 S,

ST

HIVEEEREZEEZXNRE LI-RERGHR

25 LA B HIV BYYERE 2 KI5 T 2 7Y 0.5~20.0mg/kg/ B % 24 BB G LT-fE 8, AAMEIRE
Nz, MiES HIV RNA &2 @& L= 20 6] (T 272 1.0mglkg/ B #5585 41, 4.0mg/kg/ B #5855 i,
8.0mg/kg/ H #¢ 5.8 6 1], 12.0mg/kg/ B # 58 4 ) (23T, MiEH HIV RNA OO 3578 5
iz, CD4 U "Bk, 7 27V 8.0mg/kgl H LL_E O HEET— @RI BIME 1 23380 H 7= 19

L HIV BICKHABEBRBROLGVHIV BRPEEFEEZRRELESI TP VORERBZER L-BEAZE
BB (EPV20001) 'V

PUHIV FEIZ X DIBFERBR O 72 VAR HIV EYYE BT 2 0t & LI BEA L, —HEERAB T, 554 4 %
ERETIT L, 2I72-300mgl H 18] (278 ) XIXT7 I 7 150mg 1l H 2 18] (276 44) 5 L7z,
BRI AN O E RS OR—R T A REICB LR CTh - 72,

TEIAEE TH 5% 5 48 # % 1 M4+ HIV-1 RNA 2% 400 copies/mL (Zi5i) U 7= g o E1 &% 2 BERT [RIEE
Tohorz (LHLE:64%, 1 H 2 :63%) , BEEIGORERZED 9B5%EHXHE (7%, 9%) 1FHE L7
+12% OFPFHT, I 7-300mgl H 1[EDF 7Y 150mg 1 B 2 [BIxbd 2 RSMES R S vz, A
7 ) —=> ZHo M HIV-1 RNA £ 100,000 copies/mL LA F O£ Tk, #4548 % (2 4o HIV-1 RNA
7% 400 copies/mL A (ZIHA LT BFE OEFIAIL 2 BRI TR TH 72 (L H 1151:62%. 1 H 21[5]:67%)

AHNOAEGBEN TWLFENIEERITH 0 . BB ORI BEF ., ALK 12 5Lk B2 E 40kg LA Eo/REIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




V. BRICEY 5EE

— A7 U —= 7RO M HIV-1 RNA £ 100,000 copies/mL # O Tix, Bt 5 48 # (2 i S HIV-1
RNA 75 400 copies/mL ARyl LIz BEOEIGIT 1 B 1 EREHTE Y &En-7=28 (1 A 10 : 68%.
1H2[E:53%) . ZHUTAEFRICL D BT ILBFEEBIFHAREMOEEZ LN 1 H 2 &G T
MoleZ ENFREEZ BT,

A7) —=2 7RO M HIV-1 RNA B CTHHEZ O 5% EHEXMIT (-7.1,8.9) Thotz, 5 24 B% KL
O 48 % ORI T LA, 2 s 40 %05 48 % OMICZ < OfBFE (234)
Gk OTBHRE AR EM & o7 2 ERERFRN EE X D,

5 48 1% 2 AEH HIV-1 RNA £73 50 copies/mL A4 12380 L7 BE OEIGIE 2 BEF TRk CTh - 72 (1
H 1M :59%., 1H 2[E:61%) . BEFIEG O AED 5% EHXM (-9.7%, 6.6%) 1EBE L 72+12% D
PHNTH -7,

27 ) —= 7o i HIV-1 RNA & 100,000 copies/mL UL F O TiE, 5 48 @ it HIV-1
RNA 73 50 copies/mL ATl I8 L7 BE OEIE 1L 2 BEM TR TH - 72 (1 H 1[7]:59%.1 H ZIEI 66%) .
— 5 A7 ) —=2 RO M HIV-1 RNA £ 100,000 copies/mL # O£ T, #5488 # (2 i S HIV-1
RNA &3 50 copies/mL (2380 L7 BEOEIGIL L H LG TL Y &2 -7z (L H 11\ :59%, 1 H 2
= : 48%) .

5. 48 T 1% CDA [HtE Y 2 ERE DO INE 2 BEF ClRIER CTod o 72 (1 H 1[Rl:144/mmé 1 H 2 [A]: 146/mmd)
HIV-1 BEE0FE RE K OV FBIETT O R BLE T 2 FEM TR CTH o 7=,

WINHDETSULICROONARELRARBROBECEHEVWEESER
7 I732300mgl H 1[a+ TITYV /150mg1EIZIEI+
S R72 300mg 1 B 2 =+ /b7//wm% H 2 [+
T77E LY 600mgl B 1A T77EL > 600mgl H 1lHE
(272 10) n (%) 273 ) n (%)
i 208 (76) 219 (80)
L 84 (31) 96 (35)
FEED £ 76 (28) 90 (33)

= 69 (25) 62 (23)

I 7 61 (22) 56 (21)

GISHL 48 (18) 38 (14)

I 38 (14) 37 (14)

e i 2 38 (14) 32 (12)
Ry PEE 30 (11) 21 (8

Mg - 18 (7) 28 (10)

T 26 (10) 18 (7)
ANIRVEH 15 ( 6) 20 (7)
BARAIR 23 (8 14 ( 5)

i) 9 (3 15 ( 5)

S RERR A E - 10 ( 4) 13 ( 5)

21 6 (2 13 (5)

K%U@ﬁ( SN TWAAIRITEERITH Y . FHEROHET NEE. BRAKLK D 12 Ll B 2R E 40kg PL =DM
W 1E 18 (RATZ7ZELE LT S0mg KUNT 27V 2 LT 300mg) 2RFOFEICEDLLT 1A lﬁﬁm
53 25,1 Thd,




V. BRICEY SEE

(4) HBELAIELER
1) BHERIEAER
<@/ E MR >
1. FIHIVRIZKZAERBBOLVARAHIV-1 BREFEREEZRNRE LELZETREEAE (GEMINI-T
204861 ER) ©

BT YA v Shiax LR, HEAER L, “EEMR, FHEOIR. WATRER L, LR

G TERMIEA R (IAS-USA EFR) 12 24 X3, #i HIV HIZ X D IEHRBR O 22 R HIV-1 &Y
JERE 714 6
AR5 K77 Z L (DTG) 50mg &7 272 (3TC) 300mg @ 1 A 1 [mfFA&ESEE (DTGH3TC #)

L. DIG50mg &5 /A REAY Y Fuxi L7 <t (TDF) - =4 b Y 2% vy (FIC) Fd
# (TDF - FTC 300mg - 200mg) @ 1 H 1 EIjfA&K 58 (DTG+TDF - FTC #) (2 1: 1 Ok T
VEZ\ZEN Y 1) 7=,

ARBRIIA 7V —=27# (&%, K28 Af). —EEHR&ESH (Day 1~96 #), IEEHRE
L4 (96 #H~148 #H) MK ONREMGHA ) DAL ST,

A7 Y —=2 7B HIV-1 RNA & (100,000 copies/mL LL T i 100,000 copies/mL #8) Fz (NA 7 U —
=T HED CD4 BRE U > oRBRE (200/mm? BATF X0 200/mm® #8) 12 &k BE OB EIT -T2,

Tt UE 18 BRLL D HIV-1 JRYYE R,

C A7) == O MET HIV-1 RNA £2% 1,000~500,000 copies/mL,

L hr AL RED 10 B UL EORERER2 220, 8712 HIV PEP (Post-exposure prophylaxis)
1% PrEP (Pre-exposure prophylaxis) $ 5D & 5 BEIZ-OWTiL, £ O PEP/PrEP # 5.7 HIV
DWNG 1 FEBL TWDLE UIRBZEO TS5 6 HIV 2 B £ ¢ HIV MRS T
ol Z L OFEEN D DHE,

T pBRo L UE -CDC H T2V —C OEE (REEEEZVLEL LRWHRIAE, CD4 Bk Y o SE-E)S 200/mm?3
Kl & T o T2 REBR D I B BRFITR ).
-Child-Pugh 7348 (7 7 A C) OEEINEERSE,
“ A7 Y —=2 7¢O HBV HBs $it/iL, $Tt HBc HLiA, $t HBs HifEk, KU HBV DNA DORRASfSE RIS
< HBV JEYYE &% 2 b b B,
-HBs HUFRBG M,
-HBs HiiAIEM: CH HBc iRt (HBs HiJRIEM:) KO HBV DNA Bt
JRERBAATE A 48 AR HCV IRROMLEMEN TSN DA, KOS v 2 —7 =1 v TTER
W 2k iE L CRBRAE & ORMICHE E BB E/ER %2 72 59 lREEO & 2 AN FES X |
HCV {BERVLETH 5 L THEINAHA,
c A ) == TREORMRER L < LB EOMMERERE R0 S ZE RIS Y A VA ZRE L
TWAEEZLNDHEE,
I VTF=r 7 VT T AN 50mL45/1.73mE K (CKD-EPI iz k%),

T EA MR | ITT-E £ W TG 48 % (i H HIV-1 RNA £ 50 copies/mL Aiili T - Iz BEF OIS
HH (Snapshot 7 /L =Y X LMEHT)

Bl R A H B 524 W%, Feh 96 WK OE 144 W% MEH HIV-1 RNA 873 50 copies/mL AKiifi T 7=
BEDOEE

Hh 24 WAt%, 1448 TR, 596 MR K O 144 TRICIS1T D CD4 [tk U 2/ SERE O Ht
BEENR—AT A VRN D DL E

ITT-E RN W TG 24 %, #2548 1%, %4596 %L OG- 144 WRICE YT 70—

(FEln, ANFE, PERI), N—R T A HED CD4 IGPE D 2 ~EREE TEFR) T4 HIV-1 RNA

D3 50 copies/mL Aili Td o 72 FBEDEIS (Snapshot 7 /L =2 U X LFFEHT)

+ CVW (Confirmed Virologic Withdrawal) 23588 b7z BEF 21T HMHEL RO F B

AHNOAEGBEN TWLFENIEERITH 0 . BB ORI BEF ., ALK 12 5Lk B2 E 40kg LA Eo/REIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




V. BRICEY 5EE

ZRMIHMEEE | etk
B EFEFG K ORR R E FH O FEHUHE K OVEIE
PG 24 W, B 48 TR, &5 96 B KOG 144 HRZRIZB T B HILICE - = BF 0BG
P55 24 %, 548 R, BE5 96 K UEE 144 BRITH T D EMRIEE DX— 25 1
NHDOELE
P24 8%, BEH 48 %, #4596 %K UG 144 BH%ICEIT H2EERE LDL 2 L A7 r—/L
@ Grade 2 3 2 WITFEYEMELL LD R BIEE
fRPS HEEE (GEMINI-1 : 204861 5%B&. ITT-E %£H)

HoE o B DTG+3TC £¥ DTG+TDF - FTC #f
- noon (356 f3) (358 f3])
. Hh L E 32.0 % 33.0 %
" o 18-69 7% 18-66 ik
PR B 297 (83%) 306 (85%)
AL : AADHK 243 (68%) 248 (69%)
NR—R T A B,
=100,000 copies/mL 282 (79%) 282 (79%)
ﬁﬁf A
RNA B f\‘w;<74_‘/ﬁ%i
>100,000 copies/mL 74 (21%) 76 (21%)
BEHK
R—2F7 A VK, o o
CD4 5 =200/mm’® D BH 31 O%) 29 (8%)
My : —
Sk NR—AF A W, 0 o
JSERER > 200/mm?® O B %K 325 (91%) 329 (92%)
B TR T A L A D 0 0
REE D FRE S
CHRIFFR T A LA D I o o
BB 00 B 5 26 (7%) 28 (8%)
BHRIRONCHIFFR T A L AT 0 0
REPE D RS
BAILONC AT T A VA ) N
b O HL B 329 (92%) 330 (92%)
T— X RKEDOEEEK 1 (<1%) 0
HIV infection\ stage (1X%) 1 (<1%) 0
cpc | IVinfeion stage 19 128 (36%) 126 (35%)
g HIV'fMt\' tage 2 D
=Y — g o 194 (54%) 204 (57%)
HIV i“fe‘%i%fgag“ » 33 (9%) 28 (8%)
A DEFEK 45 (13%) 43 (12%)
;ILI\{ B DEEHK 237 (67%) 236 (66%)
7
B A7 C DBEEK 11 (3%) 7 (2%)
Z DD A 3 (<1%) 1 (<1%)
Bl (%)
HhE :

<125 48 Bt MnEch HIV-1RNA 4350 copies/mL K& TH > =-EBE DS (GEMINI-1:204861
HER. &5 48 Bk, ITT-E£H) (FEHHHEMED]

ITT-E RN BT, DTGH3TC #D EH D 90% M N DTG+TDF + FTC B0 BED 93% 7, A%
PO FEFHHIE H TH 5% 5 48 B O fAEH HIV-1 RNA £ 50 copies/mL i (Snapshot 7 /b =
U X LfEHT) R L=, P L7 BERIZE D 95%EHEX MO TIRIE (-6.7%) 23-10% L 0 K&
MolzZ et ELEY—T 2 10%DREICHKSE, &5 48 HkIZEBIT 5 DTGHTC OH%)
1%, DTG+TDF « FTC & it L CHLHTH D 2 & DREES Lz,

AANDOAREN T AHHRITIEERITH O . FELOCHET BEF . AL 12 5L 2R TE 40kg LA Lo/ iZ
L 1TE1EE (RAT 7T ELTS50mg KT 2708 LT 300mg) 2#BHEOHECHEDSS 1 H 1 EKA
#HT 2.1 THD,




V. ARICEY 5ER

(D3%)

HIV-1 RNA BA%50 copies/mL KRG TH--BEDEEG (5 48:8%. ITT-E£H)

DTG+3TC & DTG+TDF - FTC £f
(356 131]) (358 #1))
EI)I;;\'%I;;A fi7% 50 copies/mL A 320 (90%) 332 (93%)
RER D= (95% (2 HE X [E]) D 2.6% (-6.7%, 1.5%)
B (%)

W) a7y T~z VERIITEICE SN T, X=X T A VFEOERIE Y [HIV-1
RNA & (100,000 copies/mL LA T X i 100,000 copies/mL #2) . CD4 Btk U > <EREL (200/mm’ LA T XX
I% 200/mm* #8) ] TR L 7=,

et
WTFNOBEFE TS, IR ORRBEMRE H 2 FEFLORSBOEEEITRRK T/ L—R 1
NFT Vv —R2Thol,

548 % ORIWEFFBSEE X, DTG+3TC BT 20% (71/356 1), DTG+TDF * FTC £ C 26%
(94/358 f5i)) TH o7z,

BMFAREE (WThADBICETIREE21%) (BE 48 BR. REMBHIFREH)

DTGH3TC #f DTG+TDF - FTC Bf

(356 #i) (358 #1))

B 71 (20) 94 (26)
GEI 14 ( 4) 19 (5)
El 8 (2) 23 ( 6)
T 6 (2) 14 (4)
AIRAE 7 (2) 12 (3)
AR 7 (2) 5 (1)
DE 5 (1) 6 (2)
9T 6 (2) 3 (K1)
B 4 (1) 3 (<1)
HIEAR R 3 (L) 4 (1)
R 2 (L1) 5 (1)

B%% (%)

WENOIEERETYH, BG4 BB OMITOT —4 v 47 HETIZ, SLEOWMEIT R0 o712,
Z OO ERE A FEIWEF L DTG+3TC BT 2 il (W E RS MR E R IR E O 1 61) |
DTG+TDF - FTC #£ T 1 5] (BERUhmfRE) R b,

G IRICE - ZRIVEA X DTGHTC 7 3 4] (WEFBFRIEREMR RS, MEIRREEE M e
EDK 1), DTG+TDF - FTC #5681 (HHERED 1 6], Z VT F=B 7 V7 7AW O 1
B, BREEO 2 6, BEREEAED 1 F]) TRD LT,

AFNOAGR SN T HFRNIEEAITH 0 . AELOHET HEE, AL 12 L, B SR E 40kg DL /NI
L 1TE1EE (RAT 7T ELTS50mg KT 2708 LT 300mg) 2#BHEOHECHEDSS 1 H 1 EKA
B’ET5,] ThHD,




V. BRICEY 5EE

2. FiHIVEIC K DAERBBROLGVEANHIV-1 BREEBEEZNRE LE-EETREHEAER (GEMINI-2 :
205543 sER) ¥

RERT YA v i ILlR, HEAER L, “EEMR, FHROIR. WATRER L, LR

x5 FEMEZ R (JAS-USA E3%) 2 24 X3, Bt HIV FIZ X 21RO 72 WO R HIV-1 G
JERSE 719 B
N RS K77 Z e (DTG) 50mg &7 2 7Y (3TC) 300mg @ 1 B 1 BIfFAE 58 (DTGH3TC &)

L. DIG50mg &5 /A REAY Y Fuxi L7 < (TDF) - =4 b Y % vy (FIC) Fd
#l (TDF - FTC 300mg - 200mg) @ 1 H 1 EIjfA& 58 (DTG+TDF - FTC #) 21 : 1 Ok T
TEZZBN D FHT 72,

KRBT A 7V —= 7 # GBF., &K 28 HE) ., —EERKRSH (Day 1~96 ). M
EH (96 H~148 1) K ORI SR S 47z,

A7 ) —=> 7D HIV-1 RNA £ (100,000 copies/mL LA T X% 100,000 copies/mL #8) fe (XA 7 U —
=V 7D CDA B Y 3 ER-E (200/mm? LA XU 200/mm?® #8) 12 XL Y BE ORI EIT > 72,

T B ALUE 18 LD HIV-1 JRYYE R,

C A ) —= 2 ZREOMEF HIV-1 RNA &% 1,000~500,000 copies/mL,

P hr A RED 10 B L EORERER2N 220, 8712 HIV PEP (Post-exposure prophylaxis)
1% PrEP (Pre-exposure prophylaxis) 5D & 5 BEIZOWTiL, £ O PEP/PrEP #5473 HIV
TWNG 1 FEBL TWLE UIRBZEO TS5 6 HIV 2 B £ ¢ HIV MRS T
ol Z L OFEEN D DHE,

T pBRo L UE -CDC BT 3V —C OfE (RFFRELZLEL LW RIHME, CD4 Btk U o B3y 200/mm?
Fil & o T RER D I 5 BEITER ),
-Child-Pugh /338 (7 7 A C) OHEEFFEERE,
“ A7 Y —=2 7¢O HBV HBs $it/iL, $Tt HBc HLiA, $t HBs HifEk, K& U HBV DNA DORRAfSE RIS
< HBV JEYYE &% 2 b b B,
-HBs HUR G
-HBs HiiAIEM: CH HBe iR (HBs HiJRIEM:) KO HBV DNA Bt
IEBRBAMAIR A D 48 BRI HCV IBIROMLEMN TR I 5E, KO v 7 —7 = v TR
W kA iE L CRBRAE & OMICHE E BB AEIER %2 72 b9 lREEO & 2 AN FE S X |
HCV IRENRMETH 5 & TIHENDEE,
C AT Y == TREORAER L < VLB E ORI R S ML BRI LS ME Y A VA ZRA L
TWHEEZLNLBE,
I VTF=r 7 VT T AN 50mL45/1.73mE K (CKD-EPI iz k%),

ARG | ITT-E £ W TG 48 % (i HIV-1 RNA £ 50 copies/mL Aiili T - 7= BE OIS

HHE (Snapshot 7 /L =Y X LMEHT)
B A A 524 8%, &5 96 K KO E- 144 % IZIMAEH HIV-1 RNA 878 50 copies/mL Ajili CdH - 7=
BEOEIL

524 W%, G 48 1B, 15 96 Bk K UM 144 BEICIS T D CD4 M Y o/ SERE D #st
R ONR—R T A VRN D DL

ITT-E S5V TR G 24 I8, 5 48 1%, &5 96 & MO 144 MR IK Y7 70—
7 (e, AFE, PRI, =R T A D CDA Btk U L ERECE CIEFE)  CHLET HIV-1 RNA
Y 50 copies/mL i TH o 72 B OEIL (Snapshot 7 /L = U X LfRAT)

*CVW (Confirmed Virologic Withdrawal) 7233 5 L7z BEIZ BT DML R OFH

ZEMITHMIEE | Zetk

A E G KON IR A B DR LR B M OVEE S

524 W, B E 48 L, 5 96 W% K ORE 144 BRICBIT 55 P ILICE S REOEIS

524 8%, &5 48 %, &5 96 BB L OB 144 BHIZHBIT 5 EERFE D X—AF 1
NHDOELE

e h 24 Wk, B 5 48 W, B 5 96 WL KO G 144 LI IT HZLEMERF LDL 2 L AT 12—
JL® Grade 2 & DV MTILHEM L EOFHSEE

AANDOAREN T AHHRITIEERITH O . FELOCHET BEF . AL 12 5L 2R TE 40kg LA Lo/ iZ
L 1TE1EE (RAT 7T ELTS50mg KT 2708 LT 300mg) 2#BHEOHECHEDSS 1 H 1 EKA
BET 5,1 ThD,




V. ARICEY 5ER

BEER (GEMINI-2 :

205543 BLE&, ITT-E S£H)

e e DTG+3TC B DTG+TDF - FTC Bf
,%’\ %L H A
(360 #1) (359 f31)
s o 32.0 7% 33.0 1%
" il 18-72 1% 18-70 7%
PRI - Bk 306 (85%) 313 (87%)
AT BADH 237 (66%) 249 (69%)
N—=R T A UK,
- 100,000 copies/mL 7 294 (82%) 282 (79%)
iik:rs3 L
BEH
HIV-1 s —
— R—=2F A W,
RNASE | > 100,000 copies/mL @ 66 (18%) 77 (21%)
BEK
N—2 T A R, 0 0
CD4 [ <200/mm?® O BEK 32 (0%) 26 (7%)
MY . _
ot N—RF A VI, o o
SERK ~ 200/mm® 0> i E 5 328 (91%) 333 (93%)
B BT T A LA D I 0 0
Bt D EREH
CHIFFR T A L AD I . .
[AERY R 13 (4%) 21 (6%)
B A KON C BFR D A VAT 0 0
Bt oo gk
B RO CHUFFR T A VAT o o
Kb 0 A 347 (96%) 338 (94%)
HIV infection stage 0 @ o
e, 0 1 (<1%)
cpc | HIVintedion Saee 1 ® 129 (36%) 137 (38%)
T - f‘“‘. 0
S HIV infection stage o o
= e 198 (55%) 189 (53%)
HIV infection stage 3 ™ o o
[ 33 (9%) 32 (9%)
A DBFE 41 (11%) 35 (10%)
;{1\{ B D EHEK 230 (64%) 252 (70%)
7
B AT C DEREK 11 (3%) 4 (1%)
T Do BE 2 (<1%) 2 (<1%)
#ilE (%)
M

<135 48 B (-Mm¥Ech HIV-1 RNA &350 copies/mL kETdH > =BEDES (GEMINI-2: 205543
HER, #B5 48 Bk, ITT-E£M) (EEFMIEFEMER)
ITT-E £ MIZ BV T, DTGH3TC BED B D 93% M U DTG+TDF « FTC B D BHED 94%723, HXh
PEO FEFAMIE H T 5 85 48 % O M H HIV-1 RNA & 50 copies/mL A4 (Snapshot 7 /L=
U X LENT) HiEA LT, BRI 95%EHEIXM O FIRE (-4.3%) 23-10% LV K& Do
722 b, FELE— U 10%DIEIZIEES X, £ 5 48 l1%I2351F 5 DTGHTC OA R,
DTGHTDF - FTC & l#g L CIELMETH D 2 & BMFES i,

AANDOAREN T AHHRITIEERITH O . FELOCHET BEF . AL 12 5L 2R TE 40kg LA Lo/ iZ
L 1TE1EE (RAT 7T ELTS50mg KT 2708 LT 300mg) 2#BHEOHECHEDSS 1 H 1 EKA

BET5,] ThoH,




V. BRICEY 5EE

(D3%)

HIV-1 RNA BA%50 copies/mL kKiFTh--BEDEE (%5 48:8%. ITT-E£H)
DTG+3TC & DTG+TDF - FTC £f
(360 1)) (359 #1))

HIV-1 RNA 7% 50 copies/mL Aiif§
DEFE
R O7E (95%EHEXM) *Y
B (%)
D a7y =T A~ 2 VEBIITEICESNWT, X=X T 1 RO ERIEF [HIV-1
RNA & (100,000 copies/mL LA T X i 100,000 copies/mL #8) . CD4 Bk U > <EREL (200/mm’ LLF XX
13200 /mm*#8) ] THHEE L7z,

335 (93%)

337 (94%)
-0.7% (-4.3%,2.9%)

et
WINOREETEH, IRRE L ORREBEER D 28EFROKRSEOBEL TR T/ L—FK1
MiZZVv—RK2Tholz,

548 W% ORIWEF R BSEE X, DTG+3TC T 15% (55/360 ), DTG+TDF * FTC #£C 21%
(75/359 f5i) TH -7z,

BMFAREE (WThADBICETIREE21%) (BE 488K, REMBRIFREH)

DTGH3TC #f DTG+TDF - FTC #f

(360 1)) (359 #1))

3 55 (15) 75 (21)
D 6 (2) 16 (4
BIEPL] 7 (2) 11 (3)
T 8 (2) 5 (1
HFEWN 3 (1) 7 (2)
ARIRAE 6 (2) 6 (2
BRELE 4 (1) 3 (K1)
PN 5 (1) 4 (1)
i 4 (1) 3 (1)
53] 1 (<1 4 (1)

B%% (%)

5. A8 BB DT OF — & J1 A7 H'E TIZ DTG + 3TC BETAEF 2 BN L=, WTho
b, BRI & ORI REERIZ R - T,

ZOMOEREZEINVEMIL DTGHTC # T 2 # (H&&E. D% 1 1), DTG+TDF « FTC ##
341 (RAEE, AZEX, BRSEOE 1#]) TRO LN,

B EIZE S 7-EIER X DTGHTC B 3 6l (ABEED 1], R+ 5 2o 1 4], [FaErtEo
1 f51), DTG+TDF * FTC £f 4 f5] (5 2% - E& G - HEAEXKO 16, RZ0 146, BREED
1 B, SRERIRAERL T O 16l THRD LT,

< ElRR R 5 M AR B >

1. HuHIV ZE(C & BIAREERD 3 DA HIV-1 BRERERFEZ MR & LIS EEER (TANGO - 204862 5{8%) -
BT YA Zfaxdtinl, MIEBL, IEER, HEHMERR

FoE F %7 NRTI MifEZS B X5 7 INSTIIHPEZE R (JAS-USA %) P 2533 il havAv
ZJEYE (TAF « FTC & INSTI, NNRTI X% PIL OWF N LAD Ik 0 740 22l ST
WARA HIV-1 BRYMERE 741 B (AARNBE 11 BlaETe)

K777 e (DTG) 50mg &7 27 (3TC) 300mg DELAA] (DTG + 3TC 300mg * 50mg)
D1 R 1EREGEE, FRIOT /AREL 77728 I RT7w VR (TAF) based L3 A & iffk
e HHET 1 1 OTEERIZEI AT 7=,

~N—R T A HEOD Third agent D7 7 A& 0 BREFEOBRHHLEIT -T2,

U hFrenéaberyy NEOZER, & O multiple-component ART 7> & same multi-ingredient FDC
~OEFLS, VDA OERTT SN T2,

RBRTT 15

AANDOAREN T AHHBRITIEERITH O . FELOHET BEF. AL 12 5L 2R TE 40kg LA Lo/ iZ
L 1TE1EE (RATZ7FELELTS50mg KT 2708 LT 300mg) 2#BHEOHECHEDSS 1 H 1 EKA
#HT 2.1 THD,




V. ARICEY 5ER

F 7 R AL A L AN (L HIV-1 RNA £ < 50 copies/mL % 6 # A LA EEikE) 282 B 5 A HIV-1
EYE R,
PR E 3 H DV 4 FIPHH LT D TAF based LV A L EZITTCWHEE (A7) —=27
Al 3 » ALLET® TDF 235 TAF ~OERIIFGR), A7 V—=2 KDL T A 1%, TAF - FTC
{22 T PL, INSTI, NNRTI &4, U e Lae v x¥y MEOEEIRRB LT,
F 7R ERAN I E - B2 NRTI, INSTL %t U CMEZA SRR & 5 B,
‘CDC A7 —V 3 OB (BHRIEEZ VIR L LW G AR P RIE, CD4 BtE U oS ERELAS 200/mm?
K& 2o TR0 H 5 BEIIERL),
-Child-Pugh 7038 (7 7 A C) DOEFEIEERE,
BAUPFR T A N ARG LTV D B,
CAZ V== 6 H AL THLAEH HIV-1 RNA &> 50 copies/mL T& > 7= BH,
-2 [ELL Lo M HIV-1 RNA & >50 copies/mL, H2WE6~12 h» HOAZ V== 7 DH B
ZPERAZMAEH HIV-1 RNA 5 >200 copies'mL T& o 72 85,
A L AZERRL (T HIV-1 RNA £ >400 copies/mL) D 7= OFERF DLV A L HEH L= B,
FERHIE A ITT-E S£HIC BV THE 48 ## (2 s HIV-1 RNA 78 50 copies/mL LA =T - 7= BE OEIS
(Snapshot 7 /L = U X Lfi##T)
ERBIRFEMGIE | -ITT-E £V T 5 48 8% 1 44 HIV-1 RNA &3 50 copies/mL Aiifi Tdb - 7= &F OEIG
H (Snapshot 7 /L =Y X Lfi#AT)
*CVW (Confirmed Virologic Withdrawal) 7338 572 B ITI51T DA R OREL
FER HEEER (TANGO : 204862 5XE&. ITT-E £H)

— DTG - 3TC #f TAF based L' ¥ A B
= 0o (369 f51) (372 #5)
s R E 40 7% 39 %
i il 20-74 1% 18-73 &
PERI : BrEDk 344 (93.2%) 339 (91.1%)
NFE . HAD¥K 297 (80.5%) 289 (77.7%)
CD4 5 S VG N o o
Py o < 500/mm? 00 # B K 98 (26.6%) 74 (19.9%)
7 SERHR N—ZF A B, 0 0
> 500/mm? 0> 55 271 (73.4%) 298 (80.1%)
~— 2 | INSTI 289 (78.3%) 296 (79.6%)
HZJ; TAETTTEN 243 (65.9%) 249 (66.9%)
Third JEYAZ Y b . .
agent | NNRTI 51 (13.8%) 48 (12.9%)
(;97 7 yreey 43 (11.7%) 45 (12.1%)
PI 29 (7.9%) 28 (7.5%)
T—2 kN Ehi- . .
PN 25 (6.8%) 27 (7.3%)
Bl (%)
HihE :

- 135 48 s@%(-m#Erh HIV-1 RNA &A% 50 copies/mL LLETH>T-BEDEIS (Snapshot 7JL

o) X LRHT) (TANGO : 204862 SXER. #5 48 B, ITT-E£H) (FEFMEER)

ITT-E #£HICBWT, Ao TEFMER TH 55 48 HBE OME+H HIV-1 RNA &% 50

copies/mL LA £ Toh - 7 &H DOFIE 1L DTG - 3TC T 0.3% (1/369 f5) . TAF based L ¥ X VT

0.5% (2/372 f51) Td o7 (Snapshot 7 /LT Y X LENT), THERERIZED 95%(SHEX M O L IRIE
(0.7%) X, ESME~—T 0 @%) EIv/ha<, &5 48 #%IZEIT 5 DTG - 3TC OAHZhHEIL,

TAF based L' A > & IR U CIELETH D 2 & BMRGES v,

AHIOERENTOAHENTEERTH Y . FHELOHER NEF. AL 12 mE_ E2s> K E 40kg L ED/NRIC
WL TETEE (RAT 27 TELELTS50mg KONT 2708 LT 300mg) ZAFEOAECEDLST 1A 1 EFEA
K54 5.,0 Tho,




V. BRICEY 5EE

(D3%)

HIV-1 RNA 5% 50 copies/mL L ETH>T-BEDES
(&5 48 Bk, &5 968k, k5 1448, ITT-E £H)

HIV-1 RNA &2 50 copies/mL DTG - 3TC & TAF based L' ¥ RO (95%

Ll EoBE (369 #) AUHE (372 1) 1SHEKR) P

B 48 Wtk 1 (0.3%) 2 (0.5%) -0.3 (-1.2,0.7)

B 96 1tk 1 (0.3%) 4 (1.1%) -0.8 (-2.0,0.4)

5 144 8% 1 (0.3%) 5 (1.3%) -1.1 (-2.4,0.2)
% (%)

H1) VT 20T A~ 2 VEBRIEIC SN T, R—2F5 4 VIROERIFT [X—AF A
RO Third agent ® 27 7 A (PI, INSTI, NNRTD] Ti# L7,

s DA IIVRERGRBRT ) AL (TANGO : 204862 SXE%. %5 144 Bk, [TT-E &£M)
VA NAZHERT 7 FALOBE (B5 144:8%, ITT-EXE) (VALVAFHTY FRS U k)

DTG + 3TC % TAF based L > X L HE
(369 #) (372 1))

HIV-1 RNA &7 50 copies/mL 7 o o
DEEK 317 (85.9%) 304 (81.7%)
COVID-19 BE T/ V) HIV-1 RNA o o
£ 50 copies/mL [L_E oD BEE L (0.3%) 5 (1.3%)

'74’/1/7\?6’3@%75\K+§7\TEP 0 4 (1 10/)

1k U7 SiE e

HIV-1 RNA 7% 50 copies/mL LA | 1 (03%) 0

72 5 P DML BE R T UL L 72SE -

COVID-19 BiE TRV A /L R FH o o
St Lo 46 (12.5%) 61 (16.4%)
HERES/FETIC L0 ik U7 SEd) 23 (6.2%) 6 (1.6%)
L OFRF I X 0 ik U7 SER] 22 (6.0%) 55 (14.8%)

T — & KR L7 JE 1 (0.3%) 0
B (%)

- %5 48 ;@ (-in#Ech HIV-1 RNA 2% 50 copies/mL kFETH-T-BEDEISE (Snapshot 7L
O X LR (TANGO : 204862 SRER. 5 48 8. ITT-EKH) (BIXREHEER)
ITT-E £MIZ BT, %5 48l O HIV-1 RNA £2° 50 copies/mL Hjili T - 7= BE DEIA 1T,
DTG - 3TC BED 93.2%25%F LT, TAF based L' A VEEIT 93.0% Th ¥ . FHHEEERIZE D 95% 147
KO FRE (34%) B-8% LV KEM-T-Z b, ELEME~—T L 8UDIEICESE, ¥
5. 48 W% IZBIT D DTG + 3TC DAELMEIL, TAF based LA v & HER L TIHEHETH D Z &N
WEEES iz,
HIV-1 RNA BA%50 copies/mL ki ThHh-o-RENTS
(5 48 Bk, &5 96 Bk, &5 144 8%, ITT-E£H)

HIV-1 RNA &% 50copies/mL DTG - 3TC # TAF based L3 MM DOE (95%
AR O R (369 ) ABE (720D | (RAEXED D
B 5 48 H% 344 (93.2%) 346 (93.0%) 0.2 (-3.4,3.9)
B h 96 % 317 (86%) 294 (79%) 6.8 (1.4,12.3)
B 144 8% 317 (85.9%) 304 (81.7%) 42 (-1.1,9.5)
#ilE (%)

ED 277y 22T AU s VBRIMITEIZ SN T, R=2 74 VIFOERIRT [R—2F A
W@ Third agent ™27 7 A (PI, INSTI, NNRTD ] Tii% L7,

s A JLREEghIE (CW : Confirmed Virologic Withdrawal) dpE#%iEf- LI-BEDES. BU
tEZEEDFER (TANGO : 204862 FHER. %5 48 Bk, &5 144 Btk ITT-E £H) (RIXRFMER]
B 5 48 itk F CIOIRBRER A E CHE SN U A VAR IE (CVW) AT L7 BEIE,
DTG * 3TC # TIZiRH 533, TAF based L A URETIX 1 Bl TH -T2, 7 A NV ARERIIHNC T
UNTTPEZE AR L7 B bR o Tz, 7eds, HARN 11 ] (DTG - 3TC #£ 5 i, TAF based
LA R 6 B) 121D 48 MRINFD A )L A IR IR Clo - T BF OFEIG 1L, DTG - 3TC #f
M ONTAF based L' A B E HIZ 0% ThH -T2,

B3 144 38 £ T2 CVW EHEZi 72 L7 X, DTG « 3TC BECTIERR0 HLd, TAF based L2 A
VRETIE, B 144 BE%EERTIBITH o T,

AHIOERENTOAHENTEERTH Y . FHELOHER NEF. AL 12 mE_ E2s> K E 40kg L ED/NRIC
WL TETEE (RAT27TELELTS50mg RONT I 7P 8 LT 300mg) ZRAFEOEECEDLST 1 A 1 EREA
K54 5.,0 Tho,




V. BEIZET 51EE

(D3%)

(4TI n—T ]

YT TN =TI ORERIIHE L T REEF ORI RE EMA TS 5D Th T,

BR—RXS54 VD Third agent O SR, CD4 Gt ) UoNERBEUAOBRETIZAEESED.
m#Es HIV-1 RNA £A% 50 copies/mL RETHH1-BEDEIE (Snapshot 7ILT ) X LHEH)
(TANGO : 204862 FRB&. %5 144 8%, ITT-E£H) (BIXFEMIER]

DTG - 3TC ## TAF based L'~ .
A (369 ) ApE o)) | PO
/N (%) /N (%)
<35% 108/130 (83%) 90/119 (76%) 7'?7 (5')2'6’
i = 0 o 43 (3.3,
Pl 35t0 >50 7% 141/160 (88%) 135/161 (84%) TL9)
>50 7% 68/79 (86%) 79/92 (36%) °~210(50-2’
bk 19125 (76%) 22133 (67%) 9'332(;3'9’
sl = .(_1 5
Pk 298/344 (87%) 282/339 (83%) PPN
EA 254/297 (86%) 241/289 (83%) 2'% 5;17’
759 IRT AVINT . . 133 (22,
i JUHFRT AU B A 42/50 (84%) 41/58 (71%) 58.8)
7OTA 12/13 (92%) 12/13 (92%) 0%&?5
Z DAt 9/9 (100%) 10/12 (83%) lixfi
NNRTI 46/51 (90%) 35/48 (73%) 173; 3()2'3’
Third INSTI 247/289 (85%) 245/296 (83%) 27 (32,
agent 8.6)
PI 24129 (83%) 24128 (36%) '3“1)5(9')21-9’
CD4 P : :
btk At 27135 (77%) 28/30 (93%) 102 3() 327,
v
2RER = o
H B ;?3§52};;f#‘ 290334 (87%) 276/342 (81%) ol 59'6’
HIV infection stage 1 @ o o 7.1 (0.6,
CcDC B 220/255 (86%) 205/259 (79%) 13.6)
T HIV infection stage 2 o o 0.0 (9.9,
= R 81/94 (86%) 81/94 (86%) 9.9)
U— HIV infection stage 3 ® o . 147 (3409,
e 16/20 (80%) 18/19 (95%) 5.5)
B (%)

W) a7y 30T~ o VERIITEIC RSN T, R—=X5 4 VIEOBEHIRF [R—2F
A W Third agent 7 5 A (PI, INSTI, NNRTD) ] T L7z,

AFIOERSNTODHIIEEH ThH 0 . AEROFRIE TEHE . AR O 12 5L EA > 40kg Ao/
. 1E 18 (RAF2ZTELE LT 50mg KOVT I 7V b LT 300mg) 2 BEOAMCEDLF 1 B 1 ERED
BET 5,1 ThD,




V. BRICEY 5EE

(D3%)

f/i\‘fi :

G 144 BB OFEFELOREHRIT, DTG - 3TC BT 91%, TAF based L' ¥ A VHET 90% TH -
Too ERAFFLIT, BEEEK, LRGEREGE, TH, ¥R, #BE. BERE Th o7,

Beh 144 W% OIRBRIE L NRBRO & 2 HEFGOIBET, DTG » 3TC BT 15%. TAF based
LYAVEET 5% Thote, 1RBRIEEREEROH 56 EFLD Grade BIOWRIL, Grade 1 73
DTG+ 3TC £ T 34 (9%). TAF based L' ¥ A VBT 5 (1%) ., Grade 2 23 DTG * 3TC BT 19 (5%) .
TAF based L2 A BT 12 (3%). Grade 3 23 DTG * 3TC #T 2 (<1%). Grade 4 7% TAF based L
AT (<1%) THhovz, DTG * 3TC BEDO E2EWER L. KEHM 3% (10/369 1), AR
IE 2% (6/369 f51]) . Hly 1% (5/369 f511) . THI 1% (4/369 f5il) M OARZ 1% (4/369 ) Th -7,
DTG - 3TC Bf & TAF based L ¥ A VEEZRIT D FILIZE ST BEFRIZ. TNEN 6% KT 2%
ThoT,

BE 144 BBEOETOEERAEFSOFEARIL, DTG * 3TC BET 15%. TAF based L ¥ * U f
T1R2% Tholz, IBHIKEKERROS HEELRFEFRN, DIG-3TCHO 1] (FF7 AT

2 —¥ EH), TAFbased L ¥ A RED 1 il (MAEEE) CTiRO LT,

BAEERFEBE (TANGO : 204862 i8R, &5 144 @&, REMBITHKRERH)

DTG + 3TC %
(369 i)

TAF based L > X Lt
(371 #1))

EHER

L2TOHEEHRE 336 (91%) 335 (90%)
WTNDOREIZB T 2 RBE=Z10% D HEHEFS
BHEEZ 63 (17%) 64 (17%)
GBI 50 (14%) 42 (11%)
T 50 (14%) 44 (12%)
i 43 (12%) 49 (13%)
HiE 7 39 (11%) 33 (9%)
FAfim 31 (8%) 39 (11%)
TRHRIE L NRBARO B L HEFS 55 (15%) 18 (5%)
VEERIE & K F-BAfR D & 5 Grade 2-50F 21 (6%) 13 (4%)

WTNDOREZ 31T A FBIEE = 0.5% 0O Grade 2-50 5B S L K EBIMR DO & H A EHS

AHRAE 4 (1%) 0
REEHM 3 (<1%) 3 (<1%)
pRell 2 (<1%) 1 (<1%)
5 2 (<1%) 1 (<1%)
53 2 (<1%) 0
B 0 2 (<1%)
hEICE > - A EES 23 (6%) 7 2%)
W NDOREZE T 2 RBNFILL EOF ILICE > - FEFS
9 O 3 (<1%) 1 (<1%)
G- 3 (<1%) 1 (<1%)
ARHRAE 3 (<1%) 0
ETCOEERAEESR 57 (15%) 44 (12%)

AFNOARENTOBHENIERCTH Y, AELCHERR NEE. RAKRK 12 mLL B oRE 40kg LA ED/NEIZ
. 1E18E (FAF 750 ELTSmg KT I 7P 8 LT 300mg) #BEOFECELLT 1 H1ERA
B545,1 Thd,




V. ARICEY 5ER

(D3%)

BN A~ =D —DR_R—=AT A 05 E 144 B E TOEEIT/NEL, DTG * 3TC # L TAF

based L VA URETHLI LR R EZ R LT,

mEH/MEFDENAFI—H—DR—ZS 4 Uh b5 14 BETOELEDRENT (TANGO :

204862 BAER. %5 144 8% . MMRM fZ47. RLMEMITRREH)

n AP E TR 0D 7552 P
(fEmugga ) HD (95% 15 HE X

Serum or Plasma Creatinine (umol/L)

DTG - 3TCEf 311 9.25 (0.637)

TAF based L ¥ A U Bf 302 5.17 (0.633) 408 (232,585 <0.001
Serum or Plasma Estimated GFR Using Creatinine-Adjusted CKD-EPI Equation (mL/min per 1.73 m?)

DTG - 3TCEf 311 -11.5 (0.62)

TAF based L' ¥ A 300 -7.0 (0.60) 45 (:62,-28) <0.001
Serum Cystatin C (mg/L)

DTG - 3TCHt 315 0.13 (0.006)

TAF based L' ¥ A 302 0.14 (0.006) 001 (-0.03,0.00) 0.094
Serum Estimated GFR Using Cystatin C-Adjusted CKD-EPI Equation (mL/min per 1.73 m?)

DTG - 3TCHt 315 -13.9 (0.71)

TAF based L ¥ A U Bf 302 -15.8 (0.70) 1.9 (-0.1,3.8) 0.064

DTG - 3TCEEfI% : N=369. TAF based L ¥ X L HEfI% : N=371

D) R=AF7 A UL REI44EE TOBANL A~ — I —DE{LED

ARG, RERE ORBER

N—Z 7 A HDThird agentd> 7 5 A (PI, INSTI, NNRTI), CD4f5:Y o 7<Ek% (continuous) , 4F
{i (continuous) . A, AFE, BMI (continuous), HEIRMOF M, ®mMEDHM, ~—2F 1 I
DA A~ —H—fE (continuous), KN, MKPiHZEMER & LT, BEEEKPEAOREEM,
R=RATA VBREONA F~— T —fE L KA DR AVERZ AR E LI KERERSETVICE

DR, HEESNT,

12) HERIZE . DTG - 3TCEE - TAF based L 3 A >

RPDBENL AR —HN—DR—Z5A U b%E 1M BETOELEOMHT (TANGO : 204862 X
B, B5 144:8%, Log TT—42 . MMRM 47, REMBITHRE)

A D 144 \
. igfi{_ﬁ_ /,f; 4(,}%? o R oY "
~ Os% (R | P
(95% 15 #E X [H#) "

Urine Albumin/Creatinine Ratio (g/mol)

DTG - 3TCHE 202 | 1.192 (1.091, 1.303)

TAF based L ¥ A U Bf 178 | 1.228 (1.087,1.387) 0.971(0.835,1.129) | 0.700
Urine Protein/Creatinine Ratio (g/mol)

DTG - 3TCHt 237 | 1.181 (1.127,1.239)

TAF based L ¥ A VBt 219 | 1.192 (1.121,1.269) 0.991(0.916,1.071) | 0.814
Urine Beta-2 Microglobulin/Urine Creatinine (mg/mmol)

DTG - 3TC #f 101 | 0.913 (0.815,1.024)

TAF based L ¥ X VBt 96 0.931 (0.809, 1.072) 0.981(0.819,1.175) | 0.834
Urine Phosphate (mmol/L)

DTG - 3TCH 313 | 0.908 (0.836,0.985)

TAF based L ¥ A VBt 296 | 0.891 (0.823,0.964) 1.019(0.909, 1.142) | 0.745
Urine Retinol Binding Protein 4/Urine Creatinine (ug/mmol)

DTG - 3TCHE 304 | 1.213 (1.130,1.302)

TAF based L ¥ A U Bf 287 1.204 (1.112,1.305) 1.007(0.905, 1.121) | 0.895

DTG - 3TCE:fFI%L : N=369, TAF based L ¥ A > BEf#K : N=371

D

RO (BE44B/~—A T A ) X, #&E5#E, KBEH, N—2 T A VKD Third agentd 27 7 A

(PI, INSTI, NNRTI), CD4tEY > 38k3 (continuous) . 4t (continuous) . MR, Affi, BMI

(continuous) , FERPIOHME, @M EDHME, LogHs LicN—RF A VDA A~ ——fH

(continuous) , KON, KBiHAZHEMER T-& LT, EHELKPER OLEEH, XN—2F A VHEON
A A~—T—EE KR ORAMEA 2 TR L LERERERATT /VCL VB, #Esnz,

£2)

BEREDL : DTG « 3TCEE : TAF based L A U #f

AHIOERENTOAHENTEERTH Y . FHELOHER NEF. AL 12 mE_ E2s> K E 40kg L ED/NRIC
WL TETEE (RAT 27 TELELTS50mg KONT 2708 LT 300mg) ZAFEOAECEDLST 1A 1 EFEA
K54 5.,0 Tho,




V. BRICEY 5EE

R BILMAT—D—DR—RXF4 55 14 BFETOTLEBOAEN (TANGO : 204862 SXER, &
(mo%) 5 144 ;8% . WNRM f##7, RLtEMARER)
~ N N X D *2)
o | mEsiee | ERIDE |

Serum Bone Specific Alkaline Phosphatase (ug/L)

DTG - 3TCEf 314 -0.27

TAF based L 7 A U | 301 -0.40 0.14 (-034,0.61) 0.573
Serum Osteocalcin _ (ug/L)

DTG - 3TCEf 315 -0.74

TAF based L ¥ A L #% | 301 1.21 195 (:277,-1.14) <0001
Serum Procollagen 1 N-Terminal Propeptide (ug/L)

DTG - 3TCHt 315 3.9

TAF based L ¥ A &% | 302 35 04 (:23,32) 0765
Serum Type 1 Collagen C-Telopeptides (ug/L)

DTG - 3TCHt 315 0.0022 0.0126 0.340

TAF based L A U | 300 -0.0104 (-0.0133, 0.0384) )
Serum Vitamin D (nmol/L)

DTG - 3TCEf 315 -7.5

TAF based L' ¥ A V| 303 -1.9 56 (:94,-17) 0.005

DTG - 3TCREfI%L : N=369, TAF basedL ¥ 2 > BEfISK : N=371
1) N—R2F A bR IM4EE TOFEAAL v —— DL ED

5 (continuous) . %I, AfE., BMI (continuous) ., MAMEIRIL, ©

DEH, HEESh,
12) HERIZE . DTG - 3TCEE - TAF based L 3 A >

ARG, BERE ORBER

~_— 25 A WD Third agentd> 7 5 % (PI, INSTI, NNRTI), CD4R5#EY o/ <Ek¥ (continuous) , 4F

4 X DEBURIL, N— AT A Uik

DA A~ —F—fE (continuous) , KON, HKPiH ZEMENKN & LT, BEREE KPR DORAENEM,
NR—R T A VEONA F~— T — L KB B OREAERE AR E LI ERERATT VI X

REEDN—AT A LinbRE 144 B E TOERIZBN T, ia A7 e—/L HDL 2L AT n—
AWEONLDL 2 VA7 v —/LC, TAFbased LU A VREL IEEE L, DTG STCEECTR—RA T A U NEHD
B AFRD S (pE<0.001) , =L AT 1 —/LHDL = L A5 u—/LHiZB LTk, DTG« 3TC
BECTR—2T A4 LD, TAF based LY A VBETR—2 T A O EFPNRD N7,

DTG - 3TC ff & TAFbased L3 A U & ORICHGHFRIZR B B EITFED bivien -7 (pfE=0501)

miEH/METOREEDR—RF1 o5 144 BETOELEDHEH (TANGO : 204862 &

ER, 825 144:8%. Log T#T—4%. WRM 247, REeMATIZRER) ‘
LD AEF Ok (5144 TRERT oD HEEY i
B/ R—ATA ) | (95% (EHEERED P

oL A5 12—/ (mmol/L)

DTG - 3TCEf 243 0.967

TAF based L & £ VB | 230 L0402 0.928 (0.904, 0.952) | <0.001
HDL= L 25 2 —,L (mmol/L)

DTG - 3TCEE 243 0.976

TAF based L & £ VB | 230 1.039 0.939 (0.909, 0.971) | <0.001
LDL= L 25 12—, (mmol/L)

DTG - 3TCEE 243 0.970

TAF based L & X S FE | 230 1.046 0.928 (0.892,0.964) | <0.001
FUZVU&DU F (mmol/L)

DTG - 3TCEf 243 0.903

TAF based L & X U &f | 230 1.022 0.883 (0.819, 0.953) 0.001
Wwa L A7 —/L/HDL2 L AT o —/ Ltk

DTG - 3TCEf 243 0.991

TAF based L & A B | 230 1.003 0.988 (0.953, 1.024) 0.501

DTG - 3TCHEEMI%L : N=369, TAF based L ¥ A > BEf5% - N=371
D R—=2 T A UL BB 1448 % TEIEROIRE T —# KA LT
BEBFIEIRERZHEH L Q2 BE 2R

=

2

F3) FEE5EEDL : DTG - 3TCHE : TAF based L3 A U #f

W WEBFEH (RN—R T A UREC

FHHEF D (B 514458/ R — 2 F A ) 1, W LGRE, N— A T A WD Third agentd 7 F A (P, INSTI,
NNRTI) ., CD4REME Y o 738k% (continuous) . 4Ffi3 (continuous) . 4R, AFf, BMI (continuous) .
PERIGOAGHE, ElLEDOAEE, LogZ#i L 7=_— A5 A LD/ A F~—H—{l (continuous) ,
O, KFEHZBEERFE LT, BE5HEEKEHORBEER, N—=2T7 A VO, F~v—T—fH L
KeBiH O HAER Z L& L LI KERERAET MLV B, #E S,

BH54 5.0 Tho,

AHIDOAERENTWAAAENIEEATH O . AEROHAER NEF. AR 12 @ 2> fKE 40kg LD/ NI
i, 1TE1EE (RATZIEAELTS50mg KONT I 7V 8 LT300mg) ZRBEOAEICEDST 1A 1 EREA




V. ARICEY 5ER

(D3%)

EKEOR—2T A4 P 6HE 144 8 F TOBLBEOVHEIL, DTG « 3TC # T 2.2 kg, TAF based
LU AVEET 1LTkg, R (WMAACEBH) 1Z, DTG « 3TC BT 2.2kg (-0.8,5.6). TAF based L
UAUEET13kg (-1.5,5.0) Thoie,

2) REMHER

DR L

(5) #BHE - WERIFER

V. JBEICBT2HE 5.

(6) JamEEH

BRIRERE (4) MREEAURRER ] OIS

1) ERAREEE (—REARARZE. HEERARRAS. ERARMLREL). WERE®RT—2—2
HE. WERERERERONE

AR L

2) RREHLELTREFTENDRERIFER L -HAE - HBROME

M LA

(1) it

<HEANIZETLHEHE> (FEMBRERD G ST
1 HIV IS & DABBRO TR HIV-1 BREBEEHRE LI BERILERRE GENN-1: 55
& GEMINI-2 SRERDGHSHRAT) - 10 - 1D

BT A v ZhEaxteEl, BAEA L, “EEMR, FEIRGE, WATRR R, FES MR

x5 FHRMPEZ R (IAS-USA ®38) 2 28 &9, i HIV HIC L D IBHRBE O 72 kA HIV-1 jEgy
SEFRE 1,443 ) (DTGH3TC % : 716 {5, DTG+TDF « FTC ¥¥ : 717 i)

AR FIE K777 e (DTG) S0mg &7 7Y (3TC) 300mg > 1 B 1 [EIfFHE 58 (DTG+3TC &)
L. DIGS0mg & T/ REAY Y Faxi 7= Vg (TDF) - =A FU &b (FTC) Blé
#l (TDF « FTC 300mg - 200mg) @ 1 H 1 EIfjf H# 58 (DTG+TDF - FTC ) 121 : 1 DL THE
YEZ\ZEI Y 1) 7=,
ARBIIA 7V —=2 78 (B, H&K28 A, —EHERESH (Day 1~96 ), FEEHRES
H (96 WH~148 ) K OVEFEARG N DR S T,
A7 Y —=2 7 WD HIV-1 RNA £ (100,000 copies/mL LA T X1 100,000 copies/mL #8) K TNA 7 U —
=T WED CD4 Bt Y > BRE (200/mm? LA 30 200/mm? #8) 12X 0 BE D@L EI T T,

T gL UE FRBERILNE, ERINEE, FEEMERMEE . FIKEEHNE B K OV eERHIE B I 2T

e I, T(4) BRERORER 1) A2MREEEER <UEMEIERER > 1. T HIV I X DI O 72 ik

Ce g e | 2 V-l YA 2 /G & UTe “HERILEGAR (GEMINI-1 : 204861 #5R) , 2. HLHIV HICLD

;IE“ ' Ao TRRRBRD 22 AR HIV-1 RYYERE x5 & Uiz “E SRR (GEMINI-2 : 205543 35R) | &

— H\E\O

Bl G-

A VERHNTE B

SRS GEMINI-1 : 204861 #ffk & GEMINI-2 : 205543 SR O£ 5- 96 M O PF S RAT OFE R &2 FLH L7z, 4
RROEG 48 W E TORRICON T, T(4) MEERABR 1) ARERGRERR < RIS >
1. JL HIV FRIZ X DIRERRBR O 72\ AN HIV-1 BYYE B A xtge & Uiz GG (GEMINI-1 :
204861 FER) . 2. HLHIV HIZ L D IBFRBRO 22V EEA HIV-1 RYWEBE 265 & Lz “HE R
B (GEMINI-2 : 205543 3BR) | &R,

AR OEARINTWAHENISERITH Y . HEECHEIT EBE. RAKR 12 %Ll )oK E 40kg DL ED/NAIZ
W, 1E18E (FAFZSELELTSmg KOS I 708 LT 300mg) #BEOFECHELLT 1 H1ERA
BET 2,1 ThD,




V. BRICEY 5EE

(D3%)

BEES (GEMINI-1 : 204861 §5% & GEMINI-2 : 205543 BRER D BF& 4T, 1TT-E £H)

W o om DTG+3TC F¥ DTG+TDF - FTC #f
- v (716 {4 (717 1)
s e 32.0 % 33.0 %
" il 18-72 % 18-70 %
PRI B 0% 603 (84.2%) 619 (86.3%)
AT BEADEK 484 (67.6%) 499 (69.6%)
N—=R T A VI,
- =<100,000 copies/mL 7 576 (80.4%) 564 (78.7%)
I .
I
HIV-1 s —
RNA & N—=ZXF A /H#\
= >100,000 copies/mL 7 140 (19.6%) 153 (21.3%)
BEE
CD4 R—=2F A W, o o
U < 200/mm? 0> B 5 63 (8.8%) 55 (7.7%)
DIVZA
B NR—R T A R, o 0
S 200/mm® 0> H 5 8 653 (91.2%) 662 (92.3%)
B BIFS 7 A IV AD T 0 0
BRIt D R
CHIFFR DA NAD I o .
b > HE K 39 (5%) 49 (7%)
BRI ONCHIIFR T A VR 0 0
Bt Ak
B B R C AU % 7 A L AIC . -
S H K 676 (94%) 668 (93%)
T — & KEDBEE 1 (<1%) 0
HIV infection stage 0 @ o o
e 1 (<1%) 1 (<1%)
cpe IV infeion saee 1 257 (36%) 263 (37%)
= fu . 20
7 HIV infection stage o o
Y e 392 (55%) 392 (55%)
HIV infection stage 3 ™ o o
[ 66 (9%) 61 (9%)
A DBEHK 86 (12%) 78 (11%)
HIV
+7 B O BEHK 467 (65%) 488 (68%)
2AT
Z DD BE 163 (23%) 151 (21%)
B (%)
At

FEAVERHMEE B OfE RIS OW T, T(4) MErAgRER 1) ARMERGERER <M M BIHERER > 1.
PLHIV BRI X AIBERBR O 72\ O B HIV-1 BYYERE x5 & Lz —E eGSR (GEMINI-1 :
204861 FER) . 2. HLHIV KT X DIEFERERO 2V HIV-1 JEYERE 2R L L _HEMI
R (GEMINI-2 : 205543 346%) | &8,

125 144 B (<Mm#Ech HIV-1 RNA &A% 50 copies/mL RiETH > 1=-EBEDEIS (GEMINI-1:204861
SLER & GEMINI-2 : 205543 ABRD G &R, &5 144:B%. ITT-E£H) (BIXRFMEIER)

ITT-E #£[MIZHB\ T, DTGH3TC FEDEH D 82% K O DTG+TDF « FTC BED BED 84% 03, HE)
PEDFENRFHGE B Td 5 5 144 % O MAEH HIV-1 RNA & 50 copies/mL A (Snapshot 7 /L =
U X LRAT) Rk LTz, JHEE L= B ZE D 95% X M O FRRME (-5.8%) 73-10% £ 0 K& o
T2 b L= 10%DIREICIES & | %5 144 B2 I2B1T 5 DTGHTC DAL,
DTGHTDF - FTC & W UL CIELMETH D 2 & BMFES i,

AFNOERBEN T AFIRIIERTH Y . FAELOHEIE B, AL 12 5L LD R E 40kg L ED/NRIZ
WL TETEE (RAT 27 TELELTS50mg KONT 2708 LT 300mg) ZAFEOAECEDLST 1A 1 EFEA
K54 5.,0 Tho,




V. ARICEY 5ER

(D3%)

HIV-1 RNA % 50 copies/mL kT o F=BENDEIS (Snapshot 7L 1) X LEH) (GEMINI-T :
204861 EX & GEMINI-2 : 205543 SRER D BGr& M. &5 144 8%, ITT-E %£MH)

DTG+3TC # (716 f5l) | DTG+TDF + FTC £ (717 )
I%I%;%{RNA%?)S 50 copies/mL A D s34 (82%) 599 (34%)
R O7E (95%IEHEXK ) *V -1.8% (-5.8%,2.1%)
Bl (%)

B arzTy-<rTibenyy o) VEBIRITIEICIE SN T, X—2 T A VOB H]K T [HIV-1 RNA

# (100,000 copies/mL LA F X% 100,000 copies/mL #8). CD4 [tk Y > <ER¥ (200/mm’ LA F 3 i
200 /mm’ ) ] T L 7=,

A ILAREREERT 2 FH L (GEMINI-1 : 204861 54E& & GEMINI-2 - 205543 SKERO) i+ S R4,
#5144 B, ITT-E £H)

YA IWREEEET Y AL (HIV-1 RNA E<50 copies/mL) DIEZE (Snapshot 7L T 1) X LfiE

#) (GEMINI-1 : 204861 5XE& & GEMINI-2 : 205543 SRER D BF & BT, &5 144 Bt. ITT-E £H)
[(DA1ILRERHATY BRA VR

VAR A DTGH+3TC # (716 #51) | DTG+TDF * FTC £ (717 #)
HIV-1 RNA £&7% 50 copies/mL i o o
DBER 584 (82%) 599 (84%)
HIV-1 RNA £&73 50 copies/mL PA | o o
D EER 23 (3%) 21 (3%)
HIV-1 RNA £ <50 copies/mL i o o
WG o T A M > )
T A NV ARFRPH RS AR A5y TH o o
1k L7 10 (1%) 4 (<1%)
HIV-1 RNA <50 copies/mL Ak 0 o
oo A B T I U 7 %) %)
PLL b A L RREEEE L o o
95 2 (<1%) 1 (<1%)
UANRAENT —Z7 LOBEE 109 (15%) 97 (14%)
BEFESETICLVPIELE o o
5 29 (4%) 32 (4%)
OFLE I LV drik U7 IE 78 (11%) 64 (9%)
F— % RH8 2 (<1%) 1 (<1%)
Bl (%)

CWOEEIZEBLEWVWERE . HIWIARICEELEBARIZK 585 HIE (Treatment—Related
Discontinuation = Failure : TROF) THWEEDEIE (AF5 2 - A v—fEH) (GEMINI-1 :
204861 ER & GEMINI-2 : 205543 SHER D& M. 5 96 Bk, ITT-E £M)

\ DTG+TDF - FTC
DTG+3TC & (716 1) (717 4

CVW OIHEICAE L72WEE, D\ E, TRDF TRWEFOEIE

HEEME (%) 96.4 96.2

95% (58X H (%) (94.7,97.6) (94.5,97.4)
MR DT

HoERMZE (%) 0.2

95%EHEIX T2 (%) (-1.8,2.2)

A1) BERZE - DTGHTC BETO%|A - DTG+TDF - FTC # TOEIE
£ 2) Greenwood AT HiEIZFES U=,

* D4 BBHEY) VIRBRBDAR—R S5 A VMO’ E 96 BETHOEILE (GEMINI-1 : 204861 HER &
GEMINI-2 : 205543 RABR DGt EMEM. &5 96 Bk, ITT-EKH) (BIRFHERE]

AANOAGRIN T DHEIIEERITH O . FHELOHEIT HEE, RAKLO 12 L L2 oK E 40kg LLEO/NRIC
WL TETEE (RAT27TELELTS50mg RYNT I 7P 8 LT 300mg) ZRAFEOAECEDLST 1 A 1EREA
B545.,0 Tho,




V. BRICEY 5EE

(D3%)

CDA BtE) V1 BRHDR—R 54 VM DEILE (MRM f247) (BE 96 B, ITT-E £H)

N . T R ETED i REfE D S "
(R 5) (95 % HFIX ) P

DTGH3TC #¢ 716 619 269.0 (7.86)

DTG+TDF - FTC &% 717 647 259.2 (7.98) 98 (-122,317) 0.384

T R=R2TAUPHEFKERE£TO CD4 Bt Y v/ ERE OB B O F LML, #58E, kb
H, _—2Z2F A KO HIV-1 RNA 8, _X—2 7 A VKD CD4 Pt o R8k¥k, KON, kBiH % &
BT L LT, BEREERBEH O EAER, N—R T A VFED CD4 Bk Y oSk & SleBi H D22 H.
ERZ LR L LERENERAEF VI W ER, HEEShT-,

1 2) BERZE : DTGH3TC # - DTG+TDF - FTC #

BB 14 BRETITYSIILAZSERGIE (CW : Confirmed Virologic Withdrawal) ME#EZ#H-L
1-BEOEE. RUMEZTEDOFIR (GEMINI-1: 204861 518k & GEMINI-2 : 205543 SR ER D Bf & R4,
&5 144 B, 1TT-E £H)

B 5 144 1% F CIOIRBR I L CHE Sz 7 A VA ZH 1R (CVW) BHEEGGT- Lz BE oF|
B, B5 144 % E TO CVW FEHEL Y F1X DTGH3TC #£T 12 41 (96 JLLRE 1 HiIHEA0) |
DTG+TDF « FTC BEC 9 {51 (96 HHLAKE 2 ) T -7,

CVW OIEYER - LT-BFED 5 5, DTG K R3TC T TDF * FTC (S8 s 7/ FEIMHE 2 F 5

L= BE OBSIIRIGHEEE O 1 D Th 7208, WPNOEED CVW LU H T, 5 144 8
#% F TIZIRHE T C INSTI i NRTI fitE B B AR HL U 7= B e o 72,

[% T 5 L — T8
R—R 54 VD HIV-RNA B X U CD4 [EEMraEal o, Mmigdh HIV-1 RNA 4350 copies/mL 3k
WBTH--EEDEISD Snapshot #EHT (GEMINI-1 : 204861 585% & GEMINI-2 : 205543 SR ER D fF
ST, &5 144 8%, ITT-E£H)

DTGH3TC DTG+TDF + FTC % .
& BT (716 fi) (717 ) omot oas e
/N (%) /N (%) ot
Mg | ~—=z5 0 i, o o
h < 100,000 copies/mL 469/576 (81%) 471/564 (84%) 2.1 (-6.5,2.3)
HIV-1 S,
RNA | T A7A 7 0 0 . .
py > 100,000 copies/mL 115/140 (82%) 128/153 (84%) 1.5 (-10.2,7.1)
CD4 R— 2T A . o o
e < 200/mm’ 42/63 (67%) 42/55 (76%) -9.7 (-25.9,6.5)
P —
Sk | ST AT A VI 542/653 (83%) 557/662 (84%) -1 (-5.1,2.9)
# >200/mm

[7 FE7 S5V RADfENT]
7T R T T AEFER 90% A O BE DOEIE L, DTGH3TC #ET 5% (35/716) . DTG+TDF + FTC
FET 5% (34/717) o1,

7 RFEZSVAATIY—RIOR—R 54 VB0 HIV-RNA E X U CD4 Bt #lAa %2 Snapshot 2
#r (GEMINI-1 : 204861 5LEX & GEMINI-2 : 205543 RRERDGF S fEHT. 85 488, ITT-E £H)

DTG+3TC B DTG+TDF - FTC ##
(716 $1)) (717 1))

7 ReT 7 REFE I0% L Lo BEE (%) 679 (95) 677 (94)

7 ReT 7 v RAEFE 90% K 0 BEH (%) 35 (5) 34 (5)
HEFHIV-1 RNAR: (P9 GEPH) . logio copies/mL)
TReET TR PESTER 90% LA b 4.43 (1.59-6.27) | 4.48 (2.11-6.37)
AT Y — PEST R 90% AT 4.39 (2.82-5.75) | 4.35 (3.07-5.88)
CD4 Btk Y L g (PGP . /mm?®)
T ReET TR BEFER 90% LA 1 427.0 (19-1364) | 440.0 (19-1497)
BT Y — BT 90% A 407.0 (41-1399) 415.0 (19-929)

AHIOERENTOAHENTEERTH Y . FHELOHER NEF. AL 12 mE_ E2s> K E 40kg L ED/NRIC
WL TETEE (RAT27TELELTS50mg RONT I 7P 8 LT 300mg) ZRAFEOEECEDLST 1 A 1 EREA
K54 5.,0 Tho,




V. ARICEY 5ER

(D3%)

AR BT J5 1T 2 M HIV-1 RNARAN50 copies/mLAKT Tdh - 72 8BE DESIL, DTGHTCHE &

DTG+TIDF - FTCEILIZ, 7 R T T 0 RBFHRIOY% L, EOH T T — Ll LT, 7 FET7T Z7 &

WSFHRIO % AW D AT Y —DFH MR- T2,

2Fy Ty MEHTOREE, AEFHIV-1 RNAE250 copies/mLAH T db - 7 & OFIG DK

DRI DE (95%IEEXRE) 1. 7 R 7 J v AMFLRIO%LL LO BT Y —T-2.6%
(-7.9%,2.7%). 7 K7 7 v AMFHFEIO% RO H 7 =V —T3.9 (-204,262) Tholz,

FEEFPSYRATFIY)—RIDOMmEEHHIV-1 RMEAHS50 copies/MLRETH-o-BEDEISD
Snapshotf#4T (GEMINI-1 : 2048615KE% & GEMINI-2 : 2055435RER D Gf ST, 5488, ITT-E&£EM)

o
BT Y — (95 % (R RAIXTH)
/N (%) /N (%)
BT 90% L 1 631/679 (93) 647/677 (96) 2.6 (-79,2.7)
ST AR 90% At 24/35 (69) 22/34 (65) 3.9 (-20.4,26.2)

A VAR T T N A AT ORE R, HIV-1 RNAR50 copies/mLEA D BEEHOEIE 1T,
DTGH3TCH#E & DTGHTDF « FTCREILIC, 7 R 7 T 0 ZMTFRIO% LU LD I T T — L ik L <,
T RET T U ABEFEIOYRKMDO N T TV — DR E DT,

Fro. UANRRENT —Z R LOBEROESG L, 7 Re T 72 ZHESFRIO%ULEO DT 2 —
EHEZLTC, 7T R T 72 AEFERIOY% AMO AT IV —D SN Ed o> T,

DA IIAERGRET D M AL (GEMINI-T : 204861 5RE% & GEMINI-2 : 205543 FHER D 5 & 4T
1’5 48 8%, ITT-E£H)

FREZSVRAATI)—BOIAIILRERART Y AL (HIV-1 RNA & <50 copies/mL) @
BIZE (Snapshot 7JLI 1) X LFRHT) (GEMINI-1 : 204861 5Bk & GEMINI-2 : 205543 SRER D L&
. #548:8%. ITT-EEMH) (D1 LRAZHITY FRL 2 F)

DTG+3TC & DTG+TDF - FTC
(716 1)) (717 %)
AT TReT7 I AHTI)— | TReT T AT —
ST 90% | ST 90% | ST 90% | ST 90%
oLk Al Pk At
(679 1) (35 1) (677 %) (34 1)
HIV-1 RNA £7% 50 copies/mL o o o o
. 631 (93%) 24 (69%) 647 (96%) 22 (65%)
HIV-1 RNA £7% 50 copies/mL LA o o o o
Lo 16 (2%) 4 (11%) 9 (1%) 4 (12%)
HIV-1 RNA & <50 copies/mL o o o
HERR G 1 JE D 8 (1%) 0 4 (%) %)
T A NARFRIHRB AR+ T o o o
Ik U g 3 (<1%) 2 (6%) 2 (<1%) 0
HIV-1 RNA £ <50 copies/mL
RIERL Td - T2 DM OF R T 4 (1%) 1 3%) 2 (<1%) 3 (9%)
b U 7= fE A
L ho oA L 2AREERLER o o o
U7 g 1 (<1%) 1 3%) 1 (<1%) 0
TANRERNT =2 LOBRER | 32 (5%) 7 (20%) 21 3%) 8 (24%)
g{;ﬁ%%/ﬁﬁt““t%”: 9 (1%) 1 (3%) 8 (1%) 4 (12%)
OB LY Pk L 7Z5ER 21 (3%) 6 (17%) 13 (2%) 4 (12%)
F— & RIE 2 (<1%) 0 0 0

B (%)

Frae Ui
Y5 144 WHRIZBIT A HEESRBZRT, DTGHTC FET 86%. DTG+TDF * FTC B C 87% T -
Tro ERAFHELITI TR, SHIER, I, RO EREBRESE TH T,

AFNOERBEN T AFIRIIERTH Y . FAELOHEIE B, AL 12 5L LD R E 40kg L ED/NRIZ
WL TETEE (RAT 27 TELELTS50mg KONT 2708 LT 300mg) ZAFEOAECEDLST 1A 1 EFEA
K54 5.,0 Tho,




V. BRICEY 5EE

(D3%)

AEEZRREEDOHE (GEMINI-1 : 204861 FHER & GEMINI-2 : 205543 SRERD Gr & fR4T. %5 144
Bk, REMBTANZRE)

DTG+3TC DTG+TDF - FTC #f
(716 #1)) (717 1))
ETOHEESFS 613 (86%) 625 (87%)
WD OREICEB T D RAE > T% OH EFR
THi 99 (14%) 106 (15%)
ELMHEAZS 93 (13%) 127 (18%)
BV 84 (12%) 91 (13%)
I &GE Y 84 (12%) 61 (9%)
Hiss 64 (9%) 70 (10%)
NHEE 2% 62 (9%) 64 (9%)
vx I DRZ 53 (7%) 42 (6%)
A 49 (7%) 48 (7%)
AHE 46 (6%) 59 (8%)
L 29 (4%) 63 (9%)
BH iR 24 (3%) 47 (%)
TEERIR N BER O H 54 EHS 146 (20%) 192 (27%)
NI SHEZ 53
%ﬁg;gm%ﬁ%&%%%@% 58 (8%) 69 (10%)
WTNDOREC 31T A FBLEE > 1% D Grade 2-5D 758 L [REBIR DO b H A EHS
SHH 8 (1%) 8 (1%)
HERAESFS 76 (11%) 85 (12%)
FiklcE - HEES 31 (4%) 33 (5%)
Rt R 11 (2%) 8 (1%)
B S 2 (<1%) 12 (2%)
BHRIE 0 2 (<1%)
%L (%)

Be b 144 %k OIRBRIE L RNEERO H 2 HEFGRHRIT, DTGHTC #£ T 20%, DTG+TDF -
FTCHET 27% Th 7= [MEHDOZE (95%EHX M) ; 0.76 (0.63,0.92)],

WIThLDOHEICETIREES1%DARELERBROHIAFTERREAE (5 068K,
GEMINI-1 : 204861 BAB&x & GEMINI-2 : 205543 BRER DBt & T . TLHMITHRER)

DTG+3TC & DTG+TDF - FTC #f &t

(716 1) (717 #41) (1433 #))

g%iéiﬁﬁ{ﬁ@ 140 (20%) 179 (25%) 319 (22%)
B[ 14 (2%) 39 (5%) 53 (4%)
BIERH 21 (3%) 30 (4%) 51 (4%)
T 15 (2%) 19 (3%) 34 (2%)
ANHRIE 15 (2%) 19 (3%) 34 (2%)
HFEUD 8 (1%) 13 (2%) 21 (1%)
5 11 2%) 6 (<1%) 17 (1%)
Rz 11 (2%) 5 (<1%) 16 (1%)
fEAR 8 (1%) 7 (<1%) 15 (1%)

Bl (%)

5 144 BB ICB T 2 BE LA ERSRBLRIL, DTGHTC AT 11%., DTG+TDF * FTC #£ T 12%
Tholz, IBHIKEKEREROS HEELRAFFRIT, DTGHTC #ET 54 (BEEE 2 1,
PhpEsE | SRAIGF ARG EE L OWFEE0% 1 4) . KO, DTG+TIDF - FTC #£ T 5 1 (B &E
2, BEARR, HAER OREUHRUEE D4 1 1) R b, SHTICE - HERERM,
DTGH3TC BET 3 1 (BMELME, N—F% v MY U@, JEEREERDO% 1 £F), DTG+TDF -
FTC #£C 1 GEMIARHD) 38 bN7=03, BRI E OREBEFRIT RV EHE S 1, FhFikiC
o HAEFROFKBFET, DTGHTC BT 4% (31 #), DTGH+TDF + FTC #7T 5% (33 #) T
ot

AHNOAEGBEN TWLFENIEERITH 0 . BB ORI BEF ., AR 12 5Lk B SR E 40kg LA Eo/NEIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERERA
#5325, Thd,




V. ARICEY 5ER

(D3%)

{REHINA, DTGH3TC # T 2% (16 ). DTGH+TIDF * FTC #£ 2% (12 ) TR b,
KEOR—2T A oG 144 E TOBLEOVEME GEH#RFZ) 13, DTGHTC BT 3.7kg

(6.8 kg) . DTG+TDF - FTC # T 2.4kg (7.6kg) Tdo72, Body Mass Index DX—RF A L H b
#5144 W F COBLEO M FEHEIRZ) 14, DTGHTC BT 1.2 kg/m? (2.3 kg/m?) . DTG+TDF -
FTC BT 0.8 kg/m? (2.8kgm?) TH -7z,

{AER UV Body Mass Index DR—X 54 Uh 55 144 BETOLEILEDOHENT (15 144:8%.
GEMINI-1 : 204861 &85% & GEMINI-2 : 205543 RERD H &R HT. XLUERITHRER)

DTG + 3TCEE (71631) DTG + TDF - FTCEE (7174

n FEE (R E) n EEE (YR )
RE (kg 618 3.7 (6.8) 639 2.4 (7.6)
BMI (kg/m?) | 617 12 (2.3) 639 0.8 (2.8)

MAE /g OB 3 A A~ — 71 —IZFW T, GFR Using Creatinine-Adjusted CKD-EPI Equation ™
AL EIZEB VT, DTG+ 3TC B &t L, DTG + TDF - FTC B CHEFHERIZ2 B 38 b= (p
fi<0.001)

mEFH/ MEPDBNL AT —H—DR—R 54 U685 144 BETOELEDHET (|5 1448
. GEMINI-1 : 204861 5{8% & GEMINI-2 : 205543 FHERDGr &S ARAT. WMRM 4T, REMMITHREE)

[ n | SEFAEHETD | pis

Serum Creatinine (umol/L)

DTG + 3TCRE 615 12.6 <0.001

DTG + TDF - FTCEf | 644 15.5 )
Serum GFR Using Creatinine-Adjusted CKD-EPI Equation (mL/min per 1.73 m?)

DTG + 3TCRE 615 -15.8 <0.001

DTG + TDF - FTCHf | 644 -18.7 )
Estimated Serum GFR Using Cystatin C-Adjusted CKD-EPI Equation (mL/min per 1.73 m?)

DTG + 3TCHf 616 12.2 <0.01

DTG + TDF - FTCHf | 645 10.6 )

DTG + 3TCH:fH - N=716, DTG + TDF - FTCHEEGI#L : N=717

HED R—=RF7 4 DA KBER ETOBNAS A~ —h—OBL EOFEEFEHMEIT, &5TE, KA.
NR— 25 EEOHIV-1 RNAE: (factor) , «X— 2 T 1 L EFOCDARSE Y v /<Ek#L (factor) . 4B, M
B (factor) . AFfE (factor). BEFRIFDOAME (factor) . Il EDAME (factor) ., N— AT A UEED /A
Fw—H—E, KO KBEAZEER L LT, BE5HLHREADOLZEEMR, X—R T A VEEON
AF~v—H— L KGEA DR AR ZIRER L LIEKEREREET VICE VRN, #ESNT,

REPDBENLAR—H—DR—RS5 4 Unibks 144 BETOELROREN (|5 144 BR.
GEMINI-1 : 204861 B{BR & GEMINI-2 : 205543 BABR D HF S AEHT. MMRM 24T, REMBTNREH)

| ZMEROBMFEME (%) =V ] pfi&

Protein/Creatinine (g/mol)

DTG + 3TCHE -0.6

DTG + TDF - FTCEt 19.3 <0.001
Retinol-binding protein/Creatinine (ug/mmol)

DTG + 3TCHE 375

DTG + TDF - FTCEE 94.4 <0001
Beta-2 microglobulin/Creatinine (mg/mmol)

DTG + 3TCHf -18.7

DTG + TDF - FTCE 50.9 <0.001

DTG + 3TCEEBI% : N=716, DTG + TDF + FTCEEBISK : N=717
[ED) N—RA T A BG4 F TOZRLRO B FEE,

AFNOARENTOBHENIERCTH Y, AELCHERR NEE. RAKRK 12 mLL B oRE 40kg LA ED/NEIZ
. 1E18E (FAF 750 ELTSmg KT I 7P 8 LT 300mg) #BEOFECELLT 1 H1ERA
B545,1 Thd,




V. BRICEY 5EE

iR B F~—H—IZBWT, DTG + TDF * FTC # & DTG + 3TC BEDI T, et FHICH B /7%
(D3%) B b7z (pE<0.001),

BIAAR—D—DR—R 54 U5 144 BETOECEROMREN (5 144 Bk, GEMINI-1:
204861 SXER & GEMINI-2 : 205543 AEBRD S ARHT. MRM 24T, REMBITHRER)

| n ] AR fE D | plE

Serum Bone Specific Alkaline Phosphatase (ug/L)

DTG + 3TCEE 611 -0.24 <0.001

DTG + TDF « FTCEf 643 1.66 )
Serum Osteocalcin _(ug/L)

DTG + 3TCEE 612 -0.36 <0.001

DTG + TDF - FTCHf 646 3.00 )
Serum Procollagen 1 N-Terminal Propeptide (ug/L)

DTG + 3TCHt 612 2.3 <0.001

DTG + TDF - FTCHf 644 11.4 )
Serum Type 1 Collagen C-Telopeptide (ug/L)

DTG + 3TCHf 608 0.06 <0.001

DTG + TDF - FTCEf 633 0.20 )

DTG + 3TCEEM%L : N=716, DTG + TDF - FTCEEfIEL : N=717

HED RXR=R2T7 A UL EG144GEE TOFNA I~ — I — OB EOFEEF L, FEHE, ~—X
Z A IEOHIV-1 RNAH: (factor) , X— R T 1 L EEDOCDARE U o Bk EL (factor) | 4E 5, #4581 (factor) |
AFfi (factor) . BMI (factor). M2MEAR{E (factor), B & I D EHEURI (factor) ., N—RA T A4 D
NS Fr~— T — (& E L L7-ANCOVAE F/LIC L h &, #HiEsnr,

BalA7o— )L IDLa L AT a— LKk K 7 Ut ROR—RT A UnHEE 1440 F T
DOELEDOELEIZIBNT DTG +3TCHETR—Z 5 1 7250 5 DTG + TDE-FTC BT —
ATGA UNBDORDRERD SN, MEEICBWT, HDL 2L 2T e —1 0 F5, KR, ol R
F 1 — L/HDL = L AT a—/ /Lt DR 3= Sit,

Mmigh/MANDREENDR—RS A Vo5 144 BETOXREROTHIE (|5 144 8K,
GEMINI-1 : 204861 SAB% & GEMINI-2 : 205543 BRERD G SARHT. MMRM fZdT, KRBT HREM)

| N | REFEHETY ] pfE

=L A5 12—/ (mmol/L)

DTG + 3TCEE 716 0.365 <0.001

DTG + TDF - FTCEf 717 -0.027 )
HDL= L 25 27—, (mmol/L)

DTG + 3TCEE 716 0.180 <0001

DTG + TDF - FTCEf 717 0.095 )
LDL=t L 27 &2 —/,L (mmol/L)

DTG + 3TCEE 716 0.158 <0001

DTG + TDF - FTCEE 717 -0.095 )
FUZVU&DU F (mmol/L)

DTG + 3TCR£ 716 0.100 <0.01

DTG + TDF - FTC#E 717 -0.079 )
Wwa L A7 —/L/HDL2 L AT o —/ Ltk

DTG + 3TCRE 716 -0.237 <0.01

DTG + TDF - FTCEf 717 -0.377 )

D N—=2T A L5144 £ TOREOZELEOEHMEIT, BERE, KEER, N—AF A VD
HIV-1 RNAR:, N—ZF A UFOCDAGIE Y > SEBREL R, =2 T A VDA = — T —{H,
FeGRE & OREE A DZZEAER], N—RF A VDA T~ — I —fBE & REE R O AN &2 3288 & L
T RAERERGET ML VR, #iE s,

AHIOERENTOAHENTEERTH Y . FHELOHER NEF. AL 12 mE_ E2s> K E 40kg L ED/NRIC
WL TETEE (RAT 27 TELELTS50mg KONT 2708 LT 300mg) ZAFEOAECEDLST 1A 1 EFEA
K54 5.,0 Tho,




VI. EMEEICEHYSHEE

1. EEZHNICEEHSIELEMRITILEDEE
FATFZSENLFT Y T A
AT 7T —EHEH (INSTD : FATFZIEALHBY TLA, ZALETFTITENL, VT IEL
STV
KRR B £ ER] (NRTI) : ¥ R7 Vv, TAABEN, T /HREN PV TFax L7 Vi, = b
FNUvBEEY T/REN TIT7x2F 3 N7~ VR
EE  BEOH DILEWDORIRE - IRFIL. BFORNLEFLSRT L&,

2. EHER
(1) YEFRERL - 1ERBRF
N2t/ <% sl NUR VN
HIV ORI A 7 W23 THE USRI O YA fRIZ 7 A /L A DNA BSHLAAEN ZBFLIEETHY | =
DBFEITANADA VT 7T —RBIZ Lo Tt S5 ¥, MEAZBRRICIZ, VA VAERY 1 7 i
T3 200k LEERKFEN/ 2Tt X 7406 3-7 a2 0 RODNAA NI RN T VAT 7—
NVEETH D, DNAKHLALRIZHNL S, A T 77 —BITME RN T A /LA cDNA O 37K & Yk
L (3-Fuakvi ) o WIS AT T—BILTA N AD cDNA KBRS LEEE S LA v T/ L—
Ta EAEIK (PIC) B L. BEWNICBATLT2#%., A /LA cDNA KinDTE EG R ~D AL (DNA
ARNTURMTI AT 7—) MBS, RAT 7 IEME A 0T 7T —BOIEMEMAICHEET H 2 &
TEERIEMHEZLE L HIVOERY A 7 VIZBWTHED AT v 7 ThHbH L hr A /LA DNA OFf 3 DNA
~OMIARBIRIZE T D, DNAA TV R T VA7 7 —%[ET S,
KT 277 EViL, in vitro THHRZIKHIV A VT 77 —EDDNA A LT R b T A7 7 —iEE & LE
L. Z®D50%PEFERE (ICs0) 1X2.7nM Th o719,
RAVT 7 ZENEL hr A VADOEBICNERFERTHD HIV A 7 7 7 —EBOIFHEAIHE AT 5 2
LICE > TEDOEMAIEE L, 71 /L% DNA O153FE DNA ~DHLIAL 2 4 5,
FLER OEREGIE (T 7T —F L A L2 DNA OBEEIK) 75 OB 0 E X 2 01E L iR
Z&kb e, FAT 77 EMIENIC—BREAT 2 LEENICS WREAZFF > TR Y | BERiE 7 r 7 7 A
e DOBENRS R I N, S 6L, ERNEAEREER L OEEEBEDBENL, RV T /I8
JTIEMEF LD A Z L ~DfexH B E L, 7A /LA DNA3 L OMNHAEMEHANRIBINS— T,
AT 7T —BOT I BEOHAEERD DN E, fEIIOMI T I VBEROEELZITIZ W
AR LT\ 1220
FITVV
T I TV UATMMENTY UL &, HIV 2 S MR T o 8K 12 B ofEME (R o =) v
FE(bIRICE SN D 2V 5700 =0 VIBBIEIZ HIV OB EREIC LV T AR o F O =0 VD
RO VIZ 7 A /L ADNABHIZE D A . DNABOMEZ(EIL S5 Z LIk 0 HIVOBERZ1ES S 2,
Fio, TIT V) VBMERIT HIV ORGSR A FAICIET S 2, —JF, in vitro T, b hRRY
MU 2 7RER, U U RERSR - BBk —~ 7 17 7 — UROMEE 2 R OFEA O N ERERTEAR IS5 T
LTV OMREEEEIXEE o T,



VI.

EMEEICEHI SEE

(2) FENEZRMFTSHHAEBRBRE

1) o4 ILRER

RATFZSELF R LW

a) HERRIEE
HIV-1 BaL #& M UF HIV-1 NL432 #RICEG: S E7ORM IR TIX, v A AV 2B/ IS+ 5 v T 75
ENLDH T A IV ATEMED 1Cso 13, ZAE400.51 0 0.53nM ToH ¥ . HIV-1 HIB #RIZJEY 72 MT-4
AR Z FWNZIRE D 1Cso 1 2.1nM Tod o 72 (invitro) . 13 FED HIV-1 ERIRDBEE (7% A4 7 B) O A >
T/ 7 —Ba— FERZEA LB T A LR T D RVT 7 0o ICsy (CF¥E) 13 0.52nM
Thh, EREKREFZSEOIRU A NVATEEZR LT, 24 FiO HIV-1 KR SBEHE (70— M (7%
A7 A, B, C. D, E, F, G) KO/ —7 0] & 3 D HIV-2 FERDBEGR 5 2 A M B2 ER &
W=7 v A TIL, HIV-1 BT ICso GEAT ) 13 0.20nM ThH D | 0.02~2.14nM OFiPH T - 7=,
—J5. HIV2 B TD ICso (BT FH)) 12 0.18nM TH Y . 0.09~0.61nM OFIA T~ 7= (in vitro) .

b) E FILERUVMEERE
b MIJEIZE D RAT 7T ELD ICs 1 75 M L7, & MR BEZERICEIT 5, RAEMIEZD
ICo (% 64ng/mL & HETE S47= (in vitro) .
ING112276 FRERIZISW T, HLHIV FIZ L AIEREBRO R WEF Zx% L LT RLVT 7 7 B 50mg & H
[l 5 L7=REo M i E b7 7 1% 1.20pg/mL TH Y . B AEMMIE ICo D 19 5 THDH EEZ BN,

FITVV

Invitro TOZ I 7Y@ HIV-1 (RF, GB 8, U455 KON IB #£) 1Zx49 % 1Cso 1% 670nM LL T, HIV-2 ROD
MRIZH9 % ICs 1% 40nM Tdr o722,

In vitro T® 26 FED HIV-1 ERIRDBEE [ v —7 M (M7 %47 A, B, C. D, E, F, G)] WNZ 3 A
D HIV-2 BERBERRICHTT 5 T 2 720 D ICso CELIME) 13 HIV-1 & O HIV-2 Bk THILER 40nM - (%
FHIZ 1~120nM) MOV 42nM - (#iPHIEZ 2~120nM) TH o772,

2) FEXIME

RVF 7 et ) D ARRT I 7TV UHEH

% PR 54 B

L HIV 3EIC K DR O 720 HIV-1 EYE RS - A E 1 fHEER (GEMINI-1 : 204861 35k K& Y
GEMINI-2 : 205543 #k) 12\ T, H& 5 48 B E TIZ U A NV AFH IR EEHEZ 7 L7IERNII 2K T 10
Bl (RVT 77N KONTITVUIRABEEGERETO6H) Thoi, WITFNOBEIZE W TH INSTI X
NRTI 2 BRSO e o7z,

N a7 A =% il R/

HIV-1 B £k ONVHIV-1 NL432 £k & 2240 112 OV 56 HERE RS E LB cAh bz« 7 77 —YH
o7 2 BEZEFIT S153Y. S153F, E92Q MR GI93E T Y. FC (BFESTBERRIZNT 95 1Cs, B4 HIV-1
FRIZxE 5 1Cs0) DI KNIEIT 4.1 Th o7z, F7-. HIV-1 FEESEEHE (7 %4 7B, C KONA/G) % HIZREW
WAk L2 BR T O - A 213 G1I8R (FC=10), S153T X (RR263K (FC=1.5) ToH 7= (invitro) ¥,
FITVV

T I TV EETHHIV ECIRE L T 72 HIV-1 BEYYEBE CRIT 5 7 I 7 ¥ Uitk HIV-1 1Z1%, HIV
WL SR OIEPEEALIZ T W ER EREREIR O 184 FHDOT X VRO A F A= NnH N U ~DZE R
(M184V) BAHHLNDH T, ZDO MISAV EROFER, UANADT I 7 VN5 DT ER I T
L2228 invitro TO WA )L ZADOEREENITIET 5 2,



VI. EHREICEY HEE

) REMME

RATFZSENF R 75 20

PN E B AT 5 60 FEO INSTI MitE HIV-1 7 A LA SFOUEE (28 FlITHL— 7 X/ FRA L 32 fEiT
THEXFSZELER) 2HNTCRLT T ELOR A NV ATEREERE LT, B0 INSTI iR E 7 2/
BRZS L (T66K, 1151L KT S153Y) 295 VA NV ATIE, KT 7T BRI D RSMEN 2 500 E (2.3
~3.6 %) KT L7z, B DE T (T66K/L74M, E92Q/N155H, G140C/Q148R, G140S/Q148H, G140S/Q148R,
G140S/Q148K. Q148R/N155H, T97A/G140S/Q148, K (N E138/G140/Q148) #H 425U A VA TiL, KT
7T IR T B MEN 2 F L E (2.5~21 %) KT L7= (in vitro), 705 FED T V7 75 VIR R
SBERRD 5 5 93.9% DERIZXT 5D FCIX 10 LT TH - 7= (invitro) .

FITVV

PRIV URIY =TT, T TV U HIV-1 1256 LY A L ZTEME 2R % 28 30 30
TNH EOVT R BRI D M184V BEROHNRBD LI TND T A VAR LT, LU A L ATEME
EHERFT 5 32,

Flo, VXU RO E R, MI8AV B R Y A )L ATk L TS ENME T TS &9 in vitro T
DHENRDH DM, TS OREZEOT &R EOBIRIZH O Mz THRn 3,

(3) 1ERRIREFRA - FiGhsrE

RVTFZZEnF RY 7530

In vitrosE&

AT T T—8 - TANVADNABEEERNEDA T 77— B ILERDOMEEEE IOV CTRE LR, B
BRI T 7T —8 « UA LA DNABESRIZKT 2RO typlX, NVT 77T ILR, 0T 7
FELT 88 ], =T /T T 27 Bl Tho7-, £72. RAT 7T ELE, E92, Y143, Q148
JOVN1SS BRAHF T HA 7 77 —E - DNABEGKRT XTIZBNWT, FALT 7 ITEALKRZLVET 7T
ELED bR e T IRERILL BRRIR AR A o LT,



VI. EMEREICET SHEE

1. mMAREDHTR

(M BELEVGOLPRE

N A=V % ol RN

<HMEANITE T DA > (ING111521 7kiER)

K777 E/0 50mg % 10 HEHEMEG%OF Y A VARG & RS ERTOMH VT 7 F eV
(concentration at the end of the dosing period : Ct) & ORIZBEMENGRD Bz, £ DL, 90%H ZhiEE (90%

effective concentration : ECgo) (% 0.32ug/mL EHEE SN2 Y . FAT 77 EVIBE, mEY > 7o bl

H L7 RvT 7 F eV % HPLC-MSIMS % W CHlliE L 7=,

FITVV
AR L

(2) ERRABRCTHRBIN-OPRE

AF|IR SO MTERREE

HO®kE

<HENIZI T L Alidd > (204994 7-0R)

R A 76 BIZAAK] (KT 7 Z e T 2720 50mg « 300mg) % Z2fEIF I B [RIRE O #% 5 L 7= p oD 1L g
T RALT 7T ENVROT TV ORERR R Y EIE T 2 — 2 2L FIIRT 2,

BREBACAFZEENZEORE LE-BOMEF LTI 5 ELOENHE/S A—42
AUCo.int (pg-h/mL) Cmax (ug/mL) Tmax (h) *V tiz (h)
54.56 (32.12) 2.91 (30.55) 2.50 (0.50, 6.00) 14.99 (18.23)

ATEEE (CV%)
EL hfE ()

LJ
—

] . <
E o 4 . . . . . ¥

12 24 36 48 60 72

h

BEBACAFZEBZEORS LEROMEP LTI S ELVREHRRE (FHEHRERE)

AHIDOAEREN TV AHRNIEEAITH Y . AELR AR NEF. AR 12 m E2>fKE 40kg LD/ NI
i, 1TE1EE (RATZIEAELTS50mg KONT I 7V 8 LT300mg) ZRBEOFEICEDSS 1A 1 EREA
BET D, ThD,




VI. EYEREICET HIEE

BEBRANZAFNZERFZORE LE-BOMBERS I TOUDOEYFHE/NS A —4
AUCq.int (ug-h/mL) Cmax (pg/mL) Tmax (h) v tuz (h)
13.59 (17.99) 3.22 (29.30) 1.00 (0.50,3.50) 18.63 (26.85)

RAFEEE (CV%)
ELD PoRE (FEER)

(pg/mL)

B e

i th

m

4 36 48 60

12 2 36 8 60 72

BEBAICKRZERREORS LEROMBEHRS I TOVREERE (THEHRERE)

REHRE

<BARARUSNEANIZETERHE>

A HIV EYYEREICAAK] (KT 7 Z 0« T 7Y 50mg « 300mg) % FIERE 4% 5 L7 ROz &
OHEEM (FAERSEMEREMAT) 2 LI FIRT,

BAHIV BFEBE(CAFEREZOARE LEBHOMBERD LT ISELRVSIITOUDBRESE
(BEEAEMBRERENIC L SHEED)

B % | AUCo-. (ug-h/mL) Cmax (pg/mL) Ct (pg/mL)
K525 b HAA 5 63.1 (41.9) 5.61 (68.8) 0.99 (153) *V
PANESPUN 356 59.2 (90.6) 5.07 (83.3) 1.23 (156)
NS HAAN 5 145 (70.7) 3.14 (97.2) 0.0668 (193)
b PANESUN 356 14.1 (102) 2.49 (90.5) 0.0893 (229) *?

ATEE (CV%)
1) 401, E2) 35241

AFBREHLLBERREHRORZEEDOLE

<HMENIZI T L Aalihd > (204994 #-0R)

R A 76 BICAHK] (KT 7 Z /N T I7Y0 50mg - 300mg) & KT 7 Z /L (50mg) MOVT 2
7V (300mg) A ZEREIRFIC HEIRE e U, BEAIOR A G- & AR G OURER B A bl UTs, AR
KD KVT 277 Z € 71D AUCo4 M U Cmax D b (90% 15 #E X [H]) 1, HiAIF B-IRF & tb T &£ 1.1578(1.0718,
1.2507) & 11 1.1410(1.0533, 1.2361) , 7 X 72> ™D AUCo J2 U Cmax Dt iE, Z 231 1.0702 (1.0464, 1.0946)
F1%1.3176 (1.2616,1.3760) Th->7-2

AHNOAEGBEN TWLFENIEERITH 0 . AIELROARIT BEF ., AR 12 5Lk B2 E 40kg LA Eo/KEIC
WL 1E 18 (RATZTELELTS50mg KOVT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
#5325, Thd,




VI. EYMEBEICET HEE

RFILTFISELLF RO LBERBREROMEREE

a) HEkS
<HARANIZET DR > (ING115381 #llk)
HARNGEEERR A B (6 61) RO ME (44 2 K775 BV 50mg & B D5 Lo mfEd R
VT T T ENVREITREZK 3 M CRARE 22D . RN 15 R Th o7z, F, HAAT
OIERPENREIISMEN TORBBRE L AR CTH o729,

BEBAICFILTSISEI S0ng #BEFEORS LI-BOEYEE/NFTA—42
Cmax (ug/mL) Tmax (h) AUCqinf (pg*h/mL) tyz (h) Cas (pg/mL)
2.37£1.23 3.0 (2.0-4.0) 47.7£24.6 14.7+1.56 0.73£0.36
EHEE R (n=10) . Tmax : FRAE (4iFA)

40 r

30 F
25 F

2.0 -/

15 F

1.0 R

0.5

IEPFILTISERE (ug/mL)

0.0
0 12 24 36 48 60 72

BS5&EER (h)
BAANEEBRAICKILTSSELOng ZEEFZBOFKE LEBOmMESR KILTHT S EEE#RDE
(FHEEZERZE. 104

b) REHRE
<HMENICET DA0RE > (ING111322 ER)
TEFEWBRE | VT 7' B VIR D 10, 25 X% 50mg 2 1 H 1B 10 BHE#&EGE L-L 2 A, &G
NHK 5 HEE TICEFIRIBIZE L, AUC, Cmax &0 Ct OEFREI 10~50mg & H & TENZEh 1.24
~1.42, 1.16~1.36 /218 1.29~153 Th o7z, 7=, MBEF RAT 7T ELOD tip 13 14 B TH - 7239,

BERAIZ FILTJ S ELEERD 10, 25 X(E50mg 2 1 B 1 E 10 BEES L-FHOEYEE/NF A —4

By B (fgr}‘;’i) Tmaxe () (u’;fmb twe (h) Ct (ug/mL)
10mg 1.47 (24) 0.50 (0.25-2.00) 16.7 (15) 13.7 (15) 0.35 (20)
25mgP 3.09 (26) 1.00 (0.50 - 2.00) 38.4 (23) 15.0 (16) 0.84 (33)
50mg 6.16 (15) 1.00 (0.50 —2.00) 76.8 (19) 15.3 (8) 1.64 (25)

A EEE (CV%)
a hE EH) L b, FAT /T EVEREBIR25mg A 1 B 18110 A+ 4 7 4 (MDZ) 3mg % 10 A Hic#& 5,
MDZ 1% RVT 77 EV OB HE /N T A — Z T EE RIS 1o Tz,

AHEIOEREN TV AFRNIEERTH O, FELOHEE B, AL 12 5L B2 2R E 40kg BL Eo/RRIC
W, 1E18E (RATZ7IE0ELTS50mg KOVT 7P 8 LTC300mg) 2RFEOFEICEDLST 1A 1 HERA
BET D1 ThD,

— 44—




BEKAZFLTTSELERENDIO, 25X(E50mg #1B1E10BRES L-EomED K)LT5 S EILDSHESE

INT A —H 10mg 25mg? 50mg

R (AUC) 1.41 (1.31,1.51) 1.24 (1.17,1.30) 1.42 (1.31,1.54)
R (Cmax) 1.18 (1.03,1.35) 1.16 (1.05,1.27) 1.36 (1.23,1.51)
R (Cv) 1.53 (1.39,1.68) 1.29 (1.23,1.35) 1.38 (1.26,1.52)

T/ ZRFEATIE - (90%EHH X [H])
a RAT 77 eVREIK 25mg Z 1 A 1171 10 HRJ+MDZ 3mg % 10 H HIZ#4, MDZ X K7 77 /L o5k

NG A= BB R AT S TR o T2,

SIT7VVEBMKBEROMBERRE

REESE
<SEANIZIB T 2 HokE >
N HIV BRFICT I 7V 2mglkg % 1 H 2[0] 15 HREROEG U2k, a1 50 Crdf& 5 1.5 R

(R ML IR D 1.5pg/mL (ZEE L, HREGIT 2.6 FFEITH Y | 15 AR G% Tl Pk I3 E FIRRE I
L, FeE i PR 1.9ug/mL TH 72 19,
fEREE N (60 f51]) 127 X7 300mg %2 1 H 1 [RILON150mg 2 1 H 28], £ 7 HREIKERORS

U 7 B o M b i FEHERS 2 U2 oR L7z,

3.0
%% o FITUL
E ] 300mg1 B 1
2204 ¢q e FITUL
= I‘\\ 150mg1 B 2 [@]
w197 Q
a1 lo -\
#+ 1.0/ l
g
1/ ! -
€ 05 g /
i N ?k_; ": ~ ‘\;
e —7,_':::*-~ _ 1*—-_- .
0.0 é e ”i — —
0 2 4 6 8 10 12 14 16 18 20 22 24

BEfE (h)
SITDUVOMBELENEEDOHTE (FHELZERE)

(3) hEsE
RKILFTSEILFRYSDLA
B R L

STV
HEER L

(4) BE - ftREOEE
1) BEDOEE
<SHMNEANITIIT DR > (204994 75R)
BEEERR A 16 BIICAHK (RAT 7 FEL -« 7Y 50mg - 300mg) &% (EIENE) ([CHERAO®KS
L 7= W5, Z2i80s & N CEABI AR EE Tk, FVT 77 B d AUC LT Cmax 1Z NE1EK) 32% M Y
FI21%ML., 7 7Y AUCw O Cmax 1T Z 1K) 10% KO 32% K F L7z 2

2) FRRDFEE
Vil 2zt (A EoEES) (ST LHEAE 7. MEER] OHESHR

K%U@ﬁ( LS TV DERNIEERCTH D . HIEROHEZ Tl BRAKRD 12 Ll B2 E 40kg DL Lo/
1E18 (FLTZ7FELELT50mg KOVT I 7Y LT 300mg) 2BFOAECEHLLT 1A 1 lﬁh‘im

%@Téu TH 5,




VI. EYMEBEICET HEE

2. EYEER/ANTA—S
(1) fEHAE
RLTTSELF YDA
<A E NI T B A >
ROFE LR OIEMENREIX 1 RN E ORI O Z 72 A4 2EATDH 1 REREFEIRIEO 1-a
SN RhA v NEFATHIRENT

53TUY
DRI L

(2) WRUREE TE

RILFTSENLF YDA

<HENTE T D >

FME (40 7%, KTE 70kg, FEMYEE AL U L E L umol/L) TOWIGEEE EROTFIIEL 2.24h T~ 72 3

S55Ivy
MR L

(3) HEEETEH
RKILFTSELFRYSDL
B R L

I5TYY
EEER L

@ YIYFIUR

RILFTSELF YL

<SHMEANITI T D AikE > (ING111853 7#lR)

TERERR A B 22 JEIRFIC 1UC- /LT 7' 7 BV 20mg (K9 80uCi (0.96mSv) ) ODURiEIE 2 B[l O # 5 L 72 IF
DRINF D2 VT 5 A% 056L0 Tho7- %9 |

SITPY
<HENBT D>
399mL/min (& HIV EYE B4 20 i 0.25~8mglkg % §lRpN ¢ 5-05) ©

(5) A mAE

FLTFTSELFRYDL

<HEANITH T DERE > (ING111853 #HR)

FEEER A BYEIZ VT 75 B)L 20mg (BREIIR) 2 BLEIR 425 L 7RED BT O3 ARNIIL 1250 Tho72 %,
STV

<HE NS B ks >

1.3L/kg (AR A HIV j&Heas 20 Bill2 0.25~8mg/kg % EFIRN & G1:) TH YO . 7 I 7 P BRiEN~b AT
D EERELTND, DAREIXRGRICIKFE Uo7z ?

AHIDOERENTOWAHARNIEEAITH O . AER AR NEF. AR 12 m E2>fKE 40kg LD/ NI
i, 1TE1EE (RATZIEAELTS50mg KONT I 7V 8 LT300mg) ZRFEOAEICEDST 1A 1 EREA
®545.1 Thd,




ap
o0

VI. EMEEICET HER

[

(6) Tt
A LR

3. BfKH (REaL—Lav) @&

(1) FB# %
LR L

(2) INSA-—Z2EHER

FLTTSELF YDA

<SHHENIZIB T D ki >

RN D DI FAT 7T CVBREE % M CREE IS BIIERRHT 2 FEHi L 7= AARATIZ13 563
f5il (3,357 #fk) K UN574 5] (2,289 Bfk) DOF —H &M, LIRBILL ORILRF O T 7 2 A £aH T2 1
RIHREMESBED 1-a 2 R— b A PETAVTHHT LT *,

INT A —5 [HAL] REAE R HE & 8 Yo FHRIHE ERR 22 95% 15 5 X [#]
CL/F [L/N] 1.05 3.25 0.983,1.12
V/F [L] 19.9 2.60 18.9, 20.9
Ka [h1] 2.35 11.2 1.83,2.87
ALAG [N] 0.333 FIX - -
CL/F~-WT 0.395 20.1 0.240, 0.550
VIF~WT 0.697 12.3 0.530, 0.864
CL/F~-SMOKC 1.16 3.35 1.08, 1.24
F~GEND 1.18 3.67 1.10, 1.26
F~MCAT 0.846 6.57 0.737,0.955
CL/F~INDMI 1.26 3.16 1.18,1.34
CL/F~INDMO 1.73 7.46 1.48,1.98
CL/F~INH 0.576 4.64 0.524, 0.628
CL/F, VIF~ALBU -0.592 29.2 -0.931, 0.253

FBE A B TR A )
o’CL 0.0823 11.8 0.0632, 0.101
o’lOV-CL 0.0838 10.8 0.0661, 0.101
FRIERR

o%prop | 0.0992 5.64 0.0882, 0.110

Yo KA 6o 2 HERA = = S MERA 25 1T 46 [ HE 78 (1 X 100,

CLIF: AT D7 U T T A, VIF: BT OS5 AER. Ka @ WlGE & e 4.
ALAG : BINTG VT HZA L, F: A FT_RASEYF 4

®?CL : CLIF I3t DA EME () . o?prop=Lbfilfk 282 T VIR T 508

TFINTHAAEN T IEBE FRRICRT,
CL/F=1.05x1.165MOKCx ] 26!NDMIx] 73INDMOx() 576!NHx  (WT/70) 03%x (ALBU/43) 0592
SMOKC=1,70 : MdizE /JEmLiizE
INDMI=1,/0 : BEDFHEHK A GehiL ba v AV AFEOR
INDMO=1,0 : HRREOFHFEKZZ eI L b v A L ARIEOR /i
INH=1,70 : atazanavir X% atazanavir-ritonavir # g #ehiL k1 7 A )L RAEEOA /1
WT : X=X F 1 ORE (kg)

ALBU : R—Z2F A4 DT N7 I fE (g/lL)
V/F=19.9x (WT/70) 0.697x (ALBU/43) -0.592
F=1.18GENDx0.846MCAT

GEND=1,70 : %t/ Bk

MCAT=1,0 : &Jg 1 A &g ed A g /&

AHNOAEGBEN TWLFENIEERITH 0 . BB ORI BEF ., ALK 12 5Lk B2 E 40kg LA Eo/REIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




VI. EYMEBEICET HEE

NFEK O B RUFR C RUFR D A W AEBREG DO FEEIZOWT FVT 7T O Y B e~ 528 4 7t
Lok, AERIERL L TARET MITBIRS R o7z,

4. IR
BLAAI B & D4R L

RLTFSTSELF RYDLA

<HE MBI DG >

RVT 77 EVIER NG Z 0 ORI S v, #5546 2~3 i Chem AR EIC#E L=, N
T 7T N EROERE Lo fiEd FvT 7T eV ogEBERIL, 2~100mg O TRk G- B Mo E 4
ZFEl-> THEIMLZ 9 3% 3, 25~50mg O Tl 5 8IEIT ] L TEmL 7= 2

<BE>

WL <7 2 T v h ROV TORKE O T OREREHRI R DA 206, BAWIERIZ, ThEh
14, 10 K TY19% TH D EEZ BN O,

SITPY

SCNEUNISSIVR7 SN

AN HIV YL 1 2mg/kg % 1 H 2 [\] 15 H MR 0BG U72WE, FIE 850 CIdd& 5 1.5 BRI %2 1235 i
EED 15pg/mL e L, I 2.6 BRI CTH Y, 15 HREBG-% TR H iR T E F R BBICE L, fmii
FIREEIL 1.9ug/mL TH o7z, F7o. A HIV EYE 2 0.25~8mg/kg % HL[EIRE 18 5 L 72 IRF D 92200 %]
FRITH 82% TH - 7=,

<BE>

HEMEZ > M2 BH] 7 X 7V U 2 R O#&R G LRy, IR ~OPEIIE & A ERBD bR oTc T &b,
HAENHRR 1 R ONHA[RIERARP % 57 168 ] £ CJR 1 B FEHRMEER 100 B U 72 RINRIL 74% CTh o 7=,

Fio, BT v N OHCERETALOR AL —TNIC [BH] 7722 2mglkg A L, in situ THIEFRED
N—TWNEAFRZNE L TR L2WINEZRT, PH] ZI7VUEENBRIE LA ERIRENZR2 D>
ToD NI B IRFL /R W SFE 8 B LTz,

TR HOHREIE. (R GREIC AT 5 %)
i H = 21 185

ENE R 1.4+1.2 3.3+1.4 1.4+1.0 3.240.8
1 BT 3.6+2.1 41.449.5 54.8+13.0 31.4+12.3
2 Rt 4.843.0 66.4+10.7 85.7+8.8 47.9410.5

TEEAEAER 2 (n=3)

NAFTFTRLSEYT 4
RILFTSEILFRYSLA
LB R L

STy

<HMEAITE T D AlihE >

A HIV RYYERE 1T 2 7Y 0 7R V8K 0.25~8mglkg % HiEIFE O % G- L 72 K D AW 2005 FH 2R3540
82% ThH o729,

AENOHERENTWDHIENIEERITH Y | FELOHEIE NEE ., AL 12 %A By DR E 40kg BL ED/NRIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




VI. EYEREICET HIEE

5. &
Fla A B X D% E ke L

FILTFTSELF UL
<HMEICIT D AlRE >4

b b ToMmiE/miEt CEHME) 1% 0.441~0.535 TH Y . KT 7T EAOIMEBITHIIE ) - 72 (5% AR o
Mg R 27 F L OFEEE I EER A TR 02~1.1%., H2E Ok = BE T 04~05%, &
FE DB ReRE S BE TR 0.8~1.0%. A HIV EYYERE T 05% Th -7z,

SIJPY

<SHMEANIZEBT B RkkE >

BN HIV EGYE B 12 4~10mglkg 7 1 H 2 [8] 2 DL ERER A& 5 Lo, &5 2 Rl #% O E s
T E LTI PR DR 6% T o712 2,

(1) % — R @aE
PLEAIREIZ K DR 9B R L

RIVFTSENLF RYDL

MR L

<BE>

HEOREZ > M2 ¥C-Rv7 7 Z E/L0 50mglkg % H[RIFE O %5 L7 RE, 5 2~10 FEfi % ORI i R
DR E AU, ERRE D MMILHE FE I 0.02 TH o722,

5TV
<HMENIZIUT D s >
Wi D

(2) & —RaRERAFT @@t
Rl A ARG L DR BRI L

FLTFTSELFRYDL

MR L

<BE>

R 18 HD T v M YC- FV7 7' Z BV 50mglkg % HiERE O &5 L 72 FF, Mk F O RE O MG VEIREAR 13
0.105~0.156 Th 1 . HUHEEDIR IR ~DBITNI: BTz 9,

53TUY
<HENIZB T D Rl >
BATT 5 @

3) Eir~DFITHE
Bl 5 L DR L

AENOHERENTWDHIENIEERITH Y | FELOHEIE NEE ., AL 12 %A By DR E 40kg BL ED/NRIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




. EYEREICEY HIEB

RLTTSELF YDA

MR L

<BE>

237 v M ¥C-FvT 7 F BV D 50mglkg % HLENRE O $ 5 U 72 e B Re O FLvFm bk id 0.245~1.25 ¢
BV BHEEOILH~OBITRA LN S,

SISy

<HE NI D HE >

Ofghsnz7 I 7V ide MRLHFPICHEE SN D Z ERHE SN TV D, (TIE 38 O HIV EYRATh
10 FICZ 27 300mg % 1 H 2 [AIHEER 1 & TR LIZRFORAI R 07 2 72 R EEIE 1.22ug/mL
(<0.5~6.09ug/mL) Toh-o7-, 7I 7 150mg % 1 H 2\, ¥ K7 300mg % 1 H2EEGFH LT
DR T 2 7P BE T 09ug/mL (<0.5~8.2ug/mL) THo7= ¥, £z, 77V ORHRIME
BREE LI TIREDKSREIT 06~33 THHZ EnHEIN TS, WROMEFT DT I 7V U REIL 18~
28ng/mL THo7= L DOHENRD S,

(4) BBE~DBATH
PLEAIREGIZ K DR 9B R L

FILFTSELF YL

<SMEANIZI T 2 EAE > (ING116070 #5R)

RVT 77 EVEINERIR (CSF) b nfid 2 . RALT7 77l 50mg KOT ASAEN « FITY
> (600mg - 300mg) 73 (f F#% 5 S AL7= B HIV 3RIZ L BB O 22\ O El N HIV ESE B 11 Bl VT
5 2 WEO VT 77 e OMERER P IE (FIJfE) 1% 18ng/mL Th v | R E D 0.11~0.66%
Th-o7T,

FILTIZELDRERR (CSF) RUMBHRE (%5 2:8%)

oo fE (o PH )
CSF Hjiif @ (pug/mL) 0.0182 (0.0040 —0.0232)
MAEFRE® (pg/mL) 3.36 (2.09-5.28)
FEREAT O MAEFPREE ® (ug/mL) 0.0171 (0.0103 — 0.0240)
FERE AT O A IR EE A IR EELE © (%) 0.49 (0.33-0.65)
CSF Hi B/ i hiR EEEE (%) 0.52 (0.11-0.66)

a. 1141, b.12 I

SITDY

<HENIZBT D EGE >

BN HIV YL B 4~10mg/kg % 1 B 2 [8] 2 LD ERAERE D # 5 U7, &5 2 Il 74 O i 6 ik
BT IR EE DR 6% TH -T2,

FTo R HIVEGEIZ T I 720 8malkgl B 2% N5 L7oRE, EMRTR O 7 X 72 0 OREITi R
FED 142% Th o747

(5) ZDHDHHE~DBITHE
Bl A 5 L BBk L

AHNOEGRENTWAHENIEERITH D . FAELOHET ., RAK O 12 %L 7SR E 40kg LLEO/NRIZ
i, 1TE1EE (RATZIEAELTS50mg KONT I 7V 8 LT300mg) ZRFEOAEICEDST 1A 1 EREA
®545.1 Thd,




VI. EYEREICET HIEE

RLTTSELF YDA
<AENIZI T 2 kg >

RIVT 75 T e OB O A SHER 2049 5,

fERER N 2ol RV 777 ¥ L0 50mgl H % 5~7 HERR A& G L7Reo, ESAEIR, 1= SR & OV
AT IT D FLT 77 ELd AUC ITEFIRIE TOIMEET KT 75 Erd AUC D 6~10% Td -7~ %,
F 2 A B Ry 77F e)L 50mg/H % 8 H MR 15 L 7= RO REIR L ONEIGRERR IC 31 5 RvT
7Z 0 AUCITEFIREETOMMESR R 7LD AUC DT R DN17T% Tho7- %9

S3TSY

EEER L

<BE>

7w M BH] 7 17 V2 BRI O &G LR, SO BRI Ok TR G% 1 RpFIC RS RE 2R
L. Eominidmbis (Eh, mB, KB ROEBTH -7,

(6) MPEAFEAE
BLAFI G X 2388k L

RILFTSENLF FYDL (05~25uM) : &V (89 99.3% invitro) 4V,
S2T7YY &KW (<36% invitro) 47,

6. {3
(1) RBHERRL R UM BRI
BLAFI G X 2388k L

FLTFTSELFRYDL
<HMEANIZET D AlRE >

t MZRUVTF 7 e aRO#%E LR, FEICRH#Z2 0 L TR L. REMERORPHRIER IR 5 &0
1% KR ThH-o7z, & P TEESNEZRB#WIZ, =—T AT L7 o U BAHER (M3) | N-iL7 /L% Lk
(M1) | RUUIVRFEOKRIBIE (M7) R OBEHIBL T » Bib+ 2T A4 AN K 2R3 (M13) %
Thotre MIIZRETOERBWTHY | HEED 18.9%I2HHY L7z, FREOFHEHIZ BN S 7- B v
FEW) (M1, M7 KT M13) ORBURREIT, REEG RO TR 9.7%I12/HY Lz,

AENOHERENTWDHIENIEERITH Y | FELOHEIE NEE ., AL 12 %A By DR E 40kg BL ED/NRIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




EWMEEICET SEHE

oH 0o o H
O, o
oH oH
oH o cH
¢ o (o]
o R o R
(o} o CHy o o \/[j
F o. - F
Xy NN
| F OH o
W JL XL
o T]/\/ Human, Mousc Rat OH O  Chy

'
Human, Mouse Rat, Monkey Human, Mouse Rat, Monkey m
Human, Mouse Rat. Monkey
OH o

o s e m

M16

M ML Human, Mouse

Mouse, Rat ~ Mouse ey
Human, Mouse, Rat, Monkey

a

# +
' ~ 420 7 o
» ~ +cysteine
F OH ? CHy \)\
+SOH i A & N N
\/k ) X M
7 NH\ NN GO p i Human, Mouse
F /

Y ~ OH

M10 N
Human, Rat Q
+CgHiiOg OH O CH, F s OH O CH
S0, 0| g
F NS
o \
. N
X N\/\
F
F

Mil Mi12
Human, Mouse, Rat Human, Rat

YRV E b TOHERBEER

M13
Human, Monkey

STV

<HMEANIZE T B RkfE >

t b TOERBHIIT N T o A-A KXY RIK (1-[(2R,55)-trans-2-hydroxymethyl-1,3-oxathiolan-3-oxide-5-yl]
cytosine) THh o7, A HIV Y2 2mglkg 2% MG U72iE, #5502 12 BRI R T 2 A=A L7k
XU RKBBEED 5.2%FE LT 0 E 7z M 3 E H R IE CORZBALRPEIERITR 3% TH Y . &
BEMN T S 7V U DIEAN L DREOEERRE TH D Z LRI,

=)

o o
oo ; wo ;
J .
-
AN kT2 A-ZNFX T FE
I 3TV DORBIRE

(2) RBICEET 58K CYPHF) OHFE. F5H

RILFTSELF YDA

<HMENIZI T D RRE >

Invitro BER T, F/LT 277 /LT FIC UGTIAL T, —# UGT1A3, UGT1A9 T/ /L7 1 Ui f Shi- %Y,
72, KT 77 BV CYP3AL IZ L0 — IR S 52 | ERERR LS “C- LT 777 )L 20mg (TR7ER)
ZHERE O &5 LR OREEEOR 9.7% N BILrfH & L CRERIZEIILS L ®

K%ﬂ@ﬁk LEN T LATUIEERITH Y . AEAOCAEIL NEF . AL 12 5% B2 DK E 40kg L BN
W 1E1EE (RAT7ZEALELTSOmg KT I 7P LT300mg) 2RBFOFMIZEDLLT 1 H 1@%D
®595,1 ThHD,




VI. EYEREICET HIEE

Invitro (23T, KL7 7' E/LE CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4,
UGT1AL XX UGT2B7 ZE#HEHE L, FHLIFHETLE L ThbT 0 Tho7z (ICo>30uM) 2,
EHIZ, invitro IZBWT, RAT 27T EJL (1~40uM) X CYP1A2, CYP2B6 Xid CYP3A4 A5 L7xho7- %,

53TV
LR L

() MEEEMROEERVZDEE
PLAEFIRGIZ L DN E R L

4) KEYOEEOREERVEEL., FHELE
PLAEFIRGIZ L DU E R L

RKILFTSELFRYSDL
REFIZIEME 72 L

3TV
REIEEZR L (b T 2 R-ALRF T FK)

1. ettt
(1) e ER AL B U2 %
BLAFIE G X 2388k L

FILFTSELF YL

<HEANITH T DR > (ING111853 #k)

ERERR A BRI FvT7 77F E)L 20mg & Half OB 5 U720 TERIR I EcH Y . o5 ED 53%
DREA L LCERICHE SN2, £, BRPIQIIRO#EEED 31% 2P S, £ OWNERIE 18.9% 7
T—T NI v AR (M3) | 3.6% 08 N-iLT /L3 LR (ML) | 3.0% 23X DUAL OFERLR (MT7)
THY ., REKIT 1% RIETH-72 %9,

RIS ¥C- Fv7 7 EL 20mg (BREIR) 4 HEHR O 5 L 7o RO E 5B DK 9.7% D3R LRI
W& UTREFICEI S,

STV

<A ENIZI T B AR >

N HIV EYYEBFICT 2 7 VY 2mglkg 2 0BG U 7o g, 54 12 BERERHPIC R T 2 A- A LR F v R
R G- B0 5.2%HEM S 7e, E o, MR EFIREE T ORI D R et I35 5 & 0K 70% T
BV, BHHEN T 2 TV DRND L DBREOTE LR THDH LN RENEZ Y,

(2) HEitse
Bl A 5 L BBk L

RLFTSELF YDA
[ (1) HEMERAL K ORI DIEBM

AENOHERENTWDHIENIEERITH Y | FELOHEIE NEE ., AL 12 %A By DR E 40kg BL ED/NRIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




VI. EYMEBEICET HEE

P

m

>

(3) Bt

FlaHIEGIZ LD ER L

RLTFESELF YDA
MR L

S3TSY
<HMENIZBT D Rl >
1) BEREZOKRSHER

T IT VU ERAN HIV EYERE I,

o
[ (1) PEEERAL N OVES ) DIES

kN5 (0.25~8mg/kg) Dtk 2~3 HRRICFEMAEDRE N5

ATV, IRPARZACERIRE 2 JE LIZRER. WP oRGREICE W THRESITREGH% 12 KFRLUA

WZHEHE X 7,
W =2 B~ 2 0 §
o 8% OB | #58 (mgkg) | CLr (L/h) wﬁ?wﬁé(%fjfﬂ#ébédw
0.25 12.6+3.7 46+15 48+14 49+14
1.0 16.4+3.8 49+20 67+18 74+19
B Ok N 2.0 16.2+4.1 46429 69+ 6 74+ 5
4.0 17.1+35 52+12 66+13 73+121
8.0 21.8+3.8 66+ 2 80+ 3 85+ 3f
0.25 15.7+4.9 44+ 7 55+ 9 55+10
1.0 20.3+5.2 60+11 78+11 85+13
& ] 2.0 21.6+2.9 45+17 63+12 70+12
4.0 19.2+4.1 39+ 7 53+10 59+10
8.0 23.0+3.1 49+ 2 66+ 4 71+ 5

8 ; PIEHEAER 2 (n=4)

2) REROKEGHER

T 5 72 W[ & TPk
IR PR IZONWTCIIE A 0T — % & 4 EIZRE LT,

T IT7 V% HIVEYERFIC L B 2 BIER DS (0.25~10mg/kg/H) L. #lElEE% Kk O¥5- 15
A%, 12 FERRF ORI IRREE 2 HE Lz, ZOREE, kb8 (F#) 51.6%) (ZHh~_T15 HA
(FH) 69.7%) (i@ 2 77 U, Bilalfk 0 #5614 48 REfH £ CTOR PR S 12T L7,

B 5 & 1 H A 15 H H
(mg/kgbid)  MHEiER (5 RICAT5%) | n | BElER (BRI 5%) S| n
0.25 55.7+17.1 6 73.2420.3 7
0.5 57.9+£20.9 12 108.3+£34.7 8
1.0 49.5+13.5 11 67.44+29.1 8
2.0 45.4+22.0 8 72.8+12.4 12
4.0 39.6+£24.5 11 54.4423.8 9
6.0 62.3+33.7 14 59.7429.1 8
10.0 46.4+14.7 9 50.2+31.2 7
=15 51.6£23.4 71 69.7+30.1 59
§ ; R ELEE R 2 (fEEEh

BH54 5.0 Tho,

AHNOAEGBEN TWLFENIEERITH 0 . BB ORI BEF ., ALK 12 5Lk B2 E 40kg LA Eo/REIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA




VI. EYEREICET HIEE

8. FIVREKR—E—ICEAT H1EH
FILTISELT R L
Invitro \ZB\WC, KV7 77 Eide k Pgp KOt ks BCRP OFEE TH Y 59 & k OAT1, OAT3, OCT2,
MATE1 O MATE2-K %4 L7cik zfiE L7z (ICs : £NE4 2,12, 1.97, 1.93, 6.34 KT 24.8uM) 75,
Pgp. BCRP, MRP2, OATPIBI1 /&% U} OATPIB3 %[5 L727 - 7= (ICs0>100uM) 59 56

SOy
Invitro \ZB W T, I 713 OCT2. MATEL T MATE2-K OB Th 5 57 )

9. BHFICKHIREE
(1) REREEA
LAFRGIC L DGR L

RILFTSEILFRYILA
ME R L

53IVY
<HENICIT B Hif >
—HARESND P,

(2) MmMiKRBH
BLAEAIEGIC LB ER R L

RILFTSELF YL
<HMEAIZET B plhE >

BHTIEE 22T TV D HIV EEER ABEIC, RAT 27 I E050mg %2 1 H 2[5 L, gLz 2 B
O FETRE & IE L2 GBI ITIR G- 6.5 RfE#4 L 0 3.5 BfEliifT) . € OfE %, Bt =13 0.06% TH V|
R/VT 7 BV D Cold 0.195mg/l GEHTIRE) | 0.072mg/L (FEEHTRE) Th -7z ),

AR 2521 T 2 BB HEEIK T HIV EYYERANEBF 5 flzxtg LT, N7/ Z /L 50mg # 5
AM#E L, 5 HHBOMHPEREEZ KR Lz, TR, BITmMHRIE 7% (FRl) THo7- ),

SITPY

<HE NIV D E >

BB 22T TV 5 BEBHEREIS TR (Cler<20mL/min) Z%i% L LT, I3 7Y 100mg % BRI
L., mAEhea kit Lz, GBATIXES 2 Refiltg L 0 59 4 BphETT) = ofER, St =% 52.8% T
B, B VT T AT 106mLmMIn ThHoto, £i2, BITICE D AUC DI RIL 24% Th - 7= 2 |

AHIDOAEREN TV AHENIEEATH O . AEROHAER NEF. AR 12 mE 2> fKE 40kg LD/ NI
i, 1TE1EE (RATZIEAELTS50mg KONT I 7V 8 LT300mg) ZRFEOAEICEDST 1A 1 EFEA

BH54 5.0 Tho,




VI. EYMEBEICET HEE

10,000

#u

1,000 [f if_ﬁl;?m~1
. I
: \.,,_,_L_,,_,,_,_,_,,_
: — e
i 100
o
£
e
B = BHB (n=6)
o IEEMTE (n=6)
1 | l I . | | L L
0 6 12 18 a4 30 % * ®
B 8 (h)

BHARPOEESTHEETRACEERERZEORE L-ROMERS I TOVREDOHER (THE+ERERE)

EWMENRE/INS A —4

%%% #45H | Cmax (ug/mL) Tmax (h) tiz (h) dymﬁ) CIt/F (mL/min)
EH 3.97 19 18.2 60.74 82.3
100 (2.79-5.65) (1.0-4.0) (14.4-22.9) (40.19-91.81) (54.5-124.4)
JEEN A 493 15 153 80.21 62.3
(3.37-7.22) (0.5-2.1) (13.3-17.7) (60.71-106.0) (47.2-82.4)

AL ST, 95%EHEIX M. n=6
Tmax (TR O Cmax & O AUC 138 & % 300mg (2 1ERAE L 7= fif,

(3) EELEER
A OB A AR F0C & B30 % a7 L

10. REDERERATHEE
(1) BeEEEE
FlaAHEGIC L &R L

FILFTSELF YL

<SHMEANIZI T D AkE > (ING113125 #lR)

HEOBEEREE 86, 7 L7 F =227 U T A :30mLimin A&jii5) 24925 HBEIC KLT 77 e/ 50mg
ZHEREOEG LR MifEf VT 72 ELOEMBNEE T A — & & TRIRT, HEOBHEIERESR
FIZRBIT DY BEREITEER A & OMICERICEE TH L ETA LN -T2 2 LD, BHRERE R
FZH LT RLVT 77 EnoRERE 2175 L8 9 0 (V. JRRICET2IHE 2. ZEEUIS
RICBHES 2EE] OHEZH)

EEOBHEREEERUVRBEBAIZFLTYSSEIL Ong #HEEOERS L-ED
Mg KILTFHSEILDQEYEE/IRSA—4

o B & Cmax (pug/mL) AUCo.int (pg-h/mL) i (h)
T OB RE R R 1.50 (34) 23.5 (48) 12.7 (31)
fat R 1.86 (45) 37.1 (58) 15.4 (15)

BEEIE (CV9%)

AHIDOAEREN TV AHRNIEEAITH Y . AELR AR NEF. AR 12 m E2>fKE 40kg LD/ NI
i, 1TE1EE (RATZIEAELTS50mg KONT I 7V 8 LT300mg) ZRBEOFEICEDSS 1A 1 EREA
BET D, ThD,




VI. EYEREICET HIEE

2T
<SENIZI T D plifE >

BHEREDIR T L7z HIV BYYEREICT 2 7V % 300mg R NG L, 7 v 7 F=0 2075
Y ADIETIZON T AUC KO L PR EEAEIN L, SRR L, AT oy 7 V7 T o AR

Lz,

EE%E) ICHETLHA 6. FFED

(TV. WwRICBET2HE 2. 2hiE

de 5
H &5

(IR FAZBIES HIER ] DI,
AT LEECHET 2R (2) BHEEREEE ) OHEM)

BHREETEZICET55I 700 0EYHRE

i Zzate (fEH Lo

Cer (mL/min) | n Cmax (ng/mL) tiz (h) AUCo-¢ (ng-h/mL) | CL/F (mL/min)
>60 6 2,355 11.2 11,249 446
10~40 4 3,295 13.6 40,129 126
<10 6 5,335 194 129,109 39

CLo (oral serum clearance) =dose/AUCo-inf

(2) FrigrefEEEsE
PLEAIREIZ K DR 9B R L

RIVFTSENLF RYDL
<AENIZH T DA > (ING113097 75R)

RAT 77 BRI CRE S TRt S s, P o iTpEERS (8 #1. Child-Pugh 7348 : B) %
BT 5 HBE L OMEREYERE I KvT 7 F E 0 50mg % HalEE O &5 U 7= O Eine 2 Mgt L=, FEE 0
JFHRERE = B E ISR T DB IR A LR CH -T2 Z LD, PEEOIFEREREREF I LT
NVTF 75 ELORERES 24T 9 HEIZRW® | ks, BEDOITHERERERE TO RALT 7 I EADIEY
FIREIC MBI OV TR L T vy,

PEEOFHEREREEERVERBRAICKILTI S EI S0ng ZHEEZEAKRS LD
m#Fh FILTT S EILDEYERENTA—42

Cmax (pg/mL)

Cas (pg/mL)

o B & AUCo.int (ng-h/mL)
H AR O PR R P R 38.5 (30) 1.78 (17) 0.59 (36)
R 37.3 (47) 1.80 (49) 0.57 (44)

BAEEIE (CV9%)

SETOY
<HMENIZI T D s >
TEEROCEEOMIEEZATL2EFICBITOMMEEY . 7 I 7V 0FEYEERIT, IFEEFECL->TEKR

REBEZIROIEIFENTOS W,

(3) EEnE
Rl A ARG K DS E R L

KLFSTSELF YDA
<HME AT B RlRE >

HIV ERYEBH 2 x5 & U REERISEM BN REMAT OFE R, FEX FLT 7 7 BV OgER &ICx L TR Es
FIEE Teinotz, 7k, 65 MLl Lo BREF TR 2 AKE GEREOEYEIET — X XRS5 T\ 5 37,

S3IT7YY
MM ER e L

AANDOARENTOAHHBRITIEERITH O, FELOHET BEF . AL 12 5L 2R TE 40kg LA Lo/ iZ
L 1TELEE (FAT 7 FELELTS50mg KT 2708 LT 300mg) 2#BHEOAECHEDLS 1 H 1 EKA

BET5,) ThoH,




- EYBEICEYT SER

(4) /MR
PLAEFIRGIZ L DN E R L

ELTISELFRUDL
<HME NI T D RRE > (ING112578 #tBR) 67

PLHIV FEIZ X DI O & 2/ HIV EYYEBE (12 5L E 18 miAim, 10 1)) 12 KV 777 B/ 50mg
Z 1 H 1A 5~10 HfE OG5 L=y iieldm A L RfETH -7,

FHIVEIZ K ZAEREBOHD/NBHIVELEESE (12FLULE 18®mKF. 106 IZFLTFISEL
50mg # 1 B 1 EROKES LI-BFOMER KILTI S EILDENERE/NS A—42

FRMBRE X T A — Z D HEEH
£ o [k & H &
" - AUCq.24 (pg-h/mL) Cmax (pg/mL) Cas (pg/mL)
ETEN e .y *1)
1&%%0@1&?@% TE%@ 46 (43) 3.49 (38) 0.90 (59)

AT TEEIE (CV%)
1) KEN 3Tkg ThH-o7z LTI 35mg % 1 H 1[ERE L,

SITPY
<HENITBT D HHE>

12 B LA B/ NR HIV-1 RYLEBE (114 61) (25 2 722 300mg/H (150mg 1 H 2 [81 X% 300mg 1 H 1 [A])
ERER AL LIEROEYEIE T A —Z [T TFTROLBY THho7= ¥,

12 BULEDNRHIV-1 BREEBEICS I IO VEREZORS LEKOEYFE/ NS A —4

T = AUC.24 Cmax Chin
R - A& (ng-h/mL) (ng/mL) (ng/mL)
150mg 1 A 2 [A] 14.8 (3.8) 1.2 (0.32) 0.15 (0.09)
300mg 1l H 119] 12.8 (3.6) 1.9 (0.44) 0.07 (0.06)

e (SD)

INBEORAD HIV EGSERE 2RI T I TV 028G LI Fi L CLIF OBRIITRRO LB TH
D, A E 12U EO/NRIZBWTS I 700 CLFIZFERRETH -7, 12 Pl Eo/NRBEE K OREA
BEICBITA 7 I 7V OBRBREICHERICERDO D 5 ERITBO N7,

100

75

4]
(=]

CL/F (Lthr)

25

O PP PR L P o RS &
Age (Years)

INERUBAHIV-1 BRFFEBFICETHFITOUDCL/F (L/h) EFEEOBREER

AHIDOERENTOAHENTEERTH Y . FAELOHER NEF. AL 12 mE_ E2s>KE 40kg L ED/NRIC
WL TETEE (RAT27TELELTS50mg KOVT 2 7P 8 LT 300mg) ZAFEOAECEDLST 1A 1 EEEA

BET5,) ThoH,




11.

VI. EYEREICET HIEE

AN HIV EYYE BB I Amglkg Z HEIRR O &5 L72E, AR HSRITN 66% TH Y . B HIV EEYYE
BB OAEWFRIAR (1 82%) LV IRVMEZ R LTz, /INETEMEHOR RN T 5EFIIRHTH
b, Fio. MERETOT 7V OREIXINFREDK 13% Th o747,

(5) %5

RLTTSELF YDA

<HMEANIZI T B RkfE >

SEN O AN (42 ) Zxtgs LI-BIEAL, 77 BRxtE, 7o A4 — =R BRicL 0, ipEHAEL
25 250mg D R/LT 7T € VG &2 BRI 0 5 L=/ 50, g BT 79 e oEyshie o 2 —
X, B Q7HD) L0 btk 2461 OFBOTH AR 20%) @7 (ING111856 7klER) ©
RN HIV EEYSE R 2 it & L2555 11 AB ROV 1 AR C O RHE FI SR BN REMRAT O A5 . MERINE K
VT T T ENOMRERICK L TR R EEE RIE S ehoTo 3

(6) A3E

RILFTSEILFRYILA

<AMENIZRBIT B iE >

RN HIV JEYSIE B E 2565 & U725 1A L O N FEERER © O REE SR EhREMRAT O . AFEIL R
VT 7T LV OBEBRICR U CRERA A B I38 0 bR o 72 30 - 30

(7) BEFARUCEFRIANIINAEERLES

FLFTSELF YD L

<HENITBT D HHE>

RN HIV RYE BB 2 58 & L7215 1A OV 1 FEERBR © 0 REE SR B REMRAT O # 5. B UT 25 M
O C BFR T A N ABEGRYRF TN T, CRIFR U A NV AEBEGRIL RVT 77 BV OREEREICKR L
THRR 700 B2 KT S e oz, 70, B MR U A NV AEGERGLET BT 5 RvT 77 eVl
B OHYEIET — Z TR ST S 33D

(8) UGT1A1 &% E!

FLTFTSELFRYDL

<HEANITH T DE0E > (ING116265 #XHR)

UDP 7 V7 b v infiEd: (UGT) 1AL OfRETRERIEE (*28/*%28, *28/*37*} U*37/*37) TlL, UGT1Al
MRS E (FU*1 e O*1/*36) ([ZH_T, AT IEerD7 VT 7 A% 32%E< . AUC J T8 Cmax
MEINEI 46, %= ->T=, LU 6, KRR TIZ, UGTIAL OBIELZEOENTAELD FLT
7T EVOBRGBEROHEINC X 5 R2EME~DOREITRD SN TR

ZDft
LR L

AHNOAEGBEN TWLFENIEERITH 0 . BB ORI BEF ., ALK 12 5Lk B2 E 40kg LA Eo/REIC
WL 1E 18 (RATZTELELTS50mg KONT 27V 8 LT 300mg) 2BEOHECEDLSS 1 H 1 ERRA
53 25,1 Thd,




. ££% (ERALOZEESH) ICEI A

1. EERBLZOHEH
1
1

==}
=

D&

N BERERETDHARMEOHZ/NENESE (BFEXOBEROHZ/INE, BRERESEDZZLEA/MON
TWAHEFLEDHRBEEEZITTLA/NRE) TR, XFOBREZEZSHBEICIE, HIZTHREHRDER
HENDBEENLEWNVGEIZOATTEELTITSIZE, ChOoDEETEREZRHOELIEEDER.
B EMHEXEFMETSS5—E, mMEIN—E, FUTULY FEOLERHLDONEEX. KA
D/EFESLICHIET S E, [8.4, 9.1.1, 9.7.2, 11.1.3 58]

1.2 B 2EBHFXZAMLTVSIEETE., SITP0NHEFRIEICKY., B HIgHFRNBRTIEZ
NEHEDT. FEDEBEZDHTEHESICETMEET S L, FICEREMEDEE. EELTSHH
TNDHIDTIEETSHI L, [9.1.258]

(fiFs)

L1/NRERSE LT 7V OWNEERRBRICIBN T, T 7Y O M5 K OMLoH HIV 3K & Off
FBEERFIZ 14~ 18% DR B RIE L7 Z EDNHE SN TS, EROBERIED H 5 /N, SR 2 3IE S &
D2 ENHMBNTWDEAE OOFREEE 2T T D/ TIE, ERERIET D ATREMEN H 572, i
TN ROFED B DIERIEN R VB EICOHTHEE L TARIC X DIREEITH 2 & AFIEEGHIC
Wk & Bt 2 BEOER., Bl - IS TmiE7 2 7 —8, migY —8, h) 27Uk R&ED ESH
N LONEEAIR., AROBRGEEBICHIETSZ L, 15 EEARAEANER L ZOHMB], 6. FFE
OEFEATLHEFICET L EREL. 18, BIEH) v2RT5HZ &,

1.2 7 I 7Y%, 1 A 11E 100 mg #5-12T B BB MEFRICHT 2 B820EN RS TERY | EN TIEERE
DB (P74 v 7 28E) & LTOEKBEALTWS, BAUWEMHITFRICHT ST I TV DBEK T
2. BAEIFFR A VA (HBV) OFHIICERT D EEZHND B RUEBEFZOHERAHRE SN TEY,
B BUBMEAT R A G0 L T\ D HIV BUYERF ICARNEE SN HEICH . AFloR G HIME TZIC B
RHEMEITFR DR T DBENNH D, LIz T, KElz5HIET 256121%, &E5EHRIEEDLRED
4 5 HRIE 28 2 LT BE OBRKRIER & ERRA [HBV-DNA, ALT (GPT) K UWAEIZIS UHAE Y L
vr] EBEL, 2o%VBEET A2 L. BREMTFROBBRIBEO LNHEAEICIE, 737V 00
BT A D B 55 U 72 LB 2175 Z &,

2. EERABRLTDER

2. B2 (ROBHBIZITHRSLEBEWNWI &)

AHN D A7V LIsBUE DBEEE D & 5 B
(fif )
BB T D R EBEFIEH TH 5, AFIORSITH L CREVE DD H 5 & TIiX, AH O
BehHIZ XL, BICEERBABIEZ L 782N S5, AFOFEGIZEE L TiX, M2%EE21T0., RO
W2k U CIBUE OBEEEDN & 5 551213, AAlZ &G LianZ &,

AANZIL, AR L OTMAl & L CROE N EEN TN D,

1 g

Bksy | KAV T 7 ZenF b v AB26mg (K727 FE/LE LT 50mg)

7 X7 300mg

D-~vr=h—, fiEEre—2, R rr, Forrv7)a—Lf@gr b oLn, 7<=
WINE | BAT7INT NI UL ATT IV UBY 7RV A Eaia—A BeFL2y, <
7 a a—/)L 400




I & (FALDOFEES) (CBY HEAR

3. PEEXIIZIRICEET 5B L TDER
V. IGEICET2TEE)] 228752 &,

4, RAERUVRAEICEAET I IELTOHEHA
V. IGFICET2HE] 22BIT5Z L,

5. BEELGEFNIE L EDEA

8 EELREARANEE
8. 1 AANC X D1EHIT. HLHIV BIEIC 072 afroERO b & ThHMT 52 &,

8.2 AFNOMHEHRICE L Cix, EWNIDOH A RTA4 U EORFOERESZEZIC, BEUIBEFITNDDHEY)
RIS, WOFEHIZOWT LRI LRAIELZG-%, HHTLZ L,

- RANT HIV EYYE ORIBFIEK T3V & HFREYE 5T HIV EYYE OBERIZME O R %
FIE LigtlT 5 ATREMEDN 8 5 D T, KA G-BHIAE O HRRI OZGIZHOW T, TR THYEICHRET
HZ L,

c AFNIOEHE L EERZ2REZ T2 08355720, RATOTXTOIEFNE (7 2 hagET)
EHYECHRET DL, o, AFITHEFICH IS OIERE 2 RAT 2581203, FaicHEY
EICHETHZ &,

cHYBEOHRRRLICHEZEE LD, RAZFIELZY Lianz b,

s KRN ORI L 2EBICONTIE, BHEDEZARHTHLZ L,

- HLHIV B L D8R0 70 0 A v 2 HNE, PEREEARIC X 2t~ HIV B EMRIEA2 KT S
HIZENRENTWAN, ZOHBRIEZEEICHERT A Z LT TERNnI &,

- PUHIV FRIEDS, MK X Dt~ HIV BEROfERIEZAR T S 208 9 NNTREH S Tnn &,

8. 3 FLHIV DL AL ZAT > T2 B T, ST RIERMEGRRED S ST b, 56, %
PERSREDNBIE L, JEGEMED 70 b T IHEGENE A N REYYE (v A anXy TV ATy LAar T Ly 7 A
YA MNATOTANA =2 —F L AT RAFEILDHO0) FHITHT HRIERIOPBET 52 L083H 5, £,
TIEREREDRIE I H Coae il (FURIRMSRE TEIE . SRR, T2 - NU—JEER, 7 RUBEER
) BRITDHEOMERHHDOT, ZNOOEIREFHME L, LERHILED IR ESETHZ &,

8.4 FERMDBIET HR[REMNRHH DT, MET I 77—, MiFV X—F, FJ 7V EvY FEOAEIFAIMR
HEEWIITY Z &, [11, 9.1.1, 972, 11.1.3 ]

8.5 IFRktEREE ., FHENRHLDLNDL I ENRH DD T, EMWIIRIEREZITH %, B2 012475 2
o [9.13, 11.1.8 ]

8.6 EEE/pMmiklEE, M7 v N— A, BHILEIC L 2 EEDOHFIELR (IBVIRT) . B BAE, == —
o XF— $EELIRRE | B, DARERHLDNDZ ERH DO T, EMMNICKREEZIT) R EHEE+
IFNCATH T &, 922, 11.1.2, 11.1.4-11.1.7 2]

(fiAsH)

SAHIV EYEIFHEITHEORETH V. SV, SEEH, EFEH O ORI\ TS HIV IEEFRIZHGH
L. CD4 U > /RERE 3 DTl R OB Y O # 2 e B OHERHBELT 5, 2 D78 HIV EYYEDIRE % Bl
T AHEL, IEED BRI 59 251 HIV TN TEEN I LIRET 20BN B 5, Fi2. AHFIOfE
i, 170 FHEEM. T8, BWEML ICEE#H L T\ D X 91T, kxR ENEA R OEIWER A4 % ArRErE
NdD, LIEN-T, AR L AIEFIEL. JLHIV A0 ekBRz FFoERIO b & TRt 5 Z &,




V. 2ttt (FALOEES) ICEYHEE

8.2 PLHIV FIZEB W TIHBO R A= FHE U TERIE Lz, AFIOMERIZES L TiX IROFHIZOWT,
BETZNCRDLEY B ICLSHHIL, RBEEZBZBICERTZ L,

- AFNOFHIZ X 0 Mg HIVRNA BEOK T KON CD4 U U SR OBINNZEO b b, LsL., AHFIZ
HIV [EYE IS5 DARTBFIEZE Tld e Wiz, HIV EYSESEIT U, B 1 RUESYIE S O = o R B HUE
BENRIET DHAENH D, Lizid> T, JRIEOEIT KON E i FUERYIE ORI 2 BRI A L, @Y 7ext
WRTEDL LS, BEOHBRMOZECIZHFITERT D L & bic, BEICKH LT, RO ZEIZ
OWNWTELT R THYEICHET S L 28T 52 L,

cAFNDENE G D—>TdH D NVT 7T et GEITF A T AR —4—2(0CT2) K& T Multidrug
and Toxin Extrusion 1 (MATE1) #[HET 5, £7-. KBFNOEKS THD KAVT T T LK NT I TV
VEDHEERRRD N TWDLERN D D, BHWEHDORBLCIER N RO & BT 572012, B
WL, IRFAAL TV DT _RCOEANZHYE 2D L HIcfRET D 28 (17, HEMER) OEER),
T, ABIBAFICHIZICRAT 2EANZOW TS, FANCHYEICHRE T2 L0 IciEET5 2 &,
AR E ERTOFER EB VTR Lo 1256 BEAIMERBLO U 27 3 EHT 2 Ren b 5, £72.
FERNMMEFE B IR ORI AR SN D, KFIOFGAIZTINE | BFEITK L THYEOR R L
WCHEOEFECIRAOFIEEZ LAWK D ICiFET S Z &,

< ARANOWEHEE T AREGAR SR (GEMINI-1 : 204861 757 & OY GEMINI-2 : 205543 55%) (ZHBW\W T, KT
7 7ENKENT I TV rOHBIRIL 48 W THY , REIRGIFICHIT AR OLeMT — 2 1R
HNTW5, Bl TR GIZHT 26 9MEL L 2O IIE LT Wiz, KA E#&
HIZEDRBIZOWTIIAHLE L, AL XL KB LAREZGI®%, AT 2L,

« BHIRAIZ2 7 A L ZANHIAS HIV &Y Y 27 2R T &85 Z L 1d, RiEDOEL OFEIC L VR STV 5,
—F. TNHOMETIE, TNENRA LIRS TN D, AEIZETeft HIV EIEIC XY A HIV RNA
EDBRHBALL TS L TWD5EE Th - Th, BERIKR, K. RO HIV & & 1303 LB L
WIBERH Y 0 BRLSTIX, BT HIV BIEIC X DR T A v AIENE, YRR X B thE A~
HIV EREOGRIEEZ R T SED 2 ERRENTWER, ZOEHRMEEZEEICHERT 5 2 LI TE v,
PR ST IM AR 5T X AT A HRIC oW TIE, BRSO A R4 BRI 5 2L,

8.3 HL HIV FEiCEBWTHED R EEHFHELE L CRELL, PLHIVIERIA FIA4 2 Vickb e, &
BEARRD B 5D HIV B T3 L THR a8t HIV 1R & BRGAHE . $on A LIS B Fn RS YYE S O PR B AN
iE, BRIE, A L7256 2 S S B SR SUGE A (Immune Reconstitution Inflammatory Syndrome : IRIS)
EREA TN D HEAMZ BT 54 O ok — RMFZEE A X fifhit U= 4558, BT HIV 169 2 BRiG L7 HBE D 13.0%
IZ IRIS A RJE L7 E STV D 72, ERNTIE, IRIS KA L LT, #ES, FERSEMEPIIR R,
A MAT B TANAEGYE, =2 —F VAT AR, fEEIEK D R PHESENIIET D2 HE N &<,
BT B BIFFRBSHIMER TH D, LLRB S, IRIS Z AT 5720 DT B F v RS FIERRKIE
IRE D RHL T IEIIARTEMENL L TR, L3> T, P HIV IBHEBARTIC B FI A HEO A BAFHE L, A
IR B ZAPEL TV D HIV EYYE B ISR L CHL HIV BB 2 BtG9 2854 12iE, RIS ORIEIZHITHE
BT AMLENRD L, F-, HLHIVIREIC L 2 EHBREOEIEIC M, FURIRBERETCHEE . 3K, %
T NU—JEERE, 7 RUBRRZEOH CRERBNPEIATI EOMRERH DL LN, ZNHOHDHK
FEIRBORBUZOWTHEET ILERD D,

84 FITVVOHEREIZIVERNEIT L ERH D, ARG HICHER &S 2 EEOER, i -
W4 T miE 7 2 77—, mig) —8, bV 27UtV FEO ARG LDONEHEAR. ARl %
EbHiZHIETsZ L, M. BENRLEZOEB], (6. HEOHEREATLIEEICHETHERE]. 18. RBIE
Ml bR+ 5Z L,

8.5 N7 7T eV BANZIB W CTIEWNAN CHRSRERE . FEICEIT DIERIDER SN2 b, T bz
THEEZLH L CWD, AFNC L DREEBRGT 256X, EHNRIFEEERE L2 i+ 570 8, ik
WEEZ BT 528, T6. FBEOHEREZATHETICHETLERE] 18, BIEAM 22T &,

8.6 BERIMKIEE, LT v R—y &, EILE I X 2 EEOIER (BT . BHEAE, == —n
PNF— PEELIREE, K, LDAREND LD END D, EHHREZITO R EBELZ 5I1I2ITH &
Lo FELIE 18, FIEH) 23352 L,
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6. REDEREFITHBEICHTIER

(1) &EHE - BEEZFDOHLHEE

9.1 5HHE - BEESEDHZEE
011 EREZRETIUREMEOHLE2E BEROBEROHIBE. BREZRESELII LSO NTL
LEREDHRAEEEZTTLSESE)

PER TR XUIRBIET HBENN D H, RAOHERA %25 2 256121%, tic+oRRoRdosd
RIIEN IR WIBRIZORFFEBR L TTY 2 &, [1.1, 84, 9.7.2, 11.1.3 &E]

9.1.2 BREMHREZEHLTLLEE
AHN OB G2 T AT FOEET 5 2 L, B BHEMATAZ G0 L TV A EBE TIL, AR 5-Hik
2k 0, BARUBHEFFRNEIR T 2 BENNH D, FHIIMEMEDS S, BEIELT 28201 H D, [1.2 28]
9. 1.3 BEIXIZCEFRIANIRBREESE
FREREDTEAL (F T AT IS —FERETEE) OBZnARNb 5, NVT 7T EVEFO KRR
IZHBWT, B XX CRIFR YA NVABEBREEETIE, AT 7781051080 b7 A7 3
F—€ LR IEE OB N IE RGBT L @roto, [8.5, 11.1.8 ]

(fif30)

9117 27V OBGICE VIERNERIRIET D Z ENb 5, MRERIET D AMEEOH 5 HBE (ko
BEIERE OB 5 B, MRERIESE D Z LR LN TV AL OO HEEEZ T TV HERE) ([CAFIOME
HzE 2 2581205, M52 R 0D AL HIRIEN WG ARIZOAHSER LTI 2 &, T #
HERNEEZOBE ], 5 EELREANER OB, T6. (7) /NE%), 18, BWEM L2WRI5Z L,

912 M. BHENELZTORH] 23752 L,

9.1.3BHRIUL CRIHFR DU A N AICHBAEG L TWDHBE T, AFlOREIZLY, FTUoAT I —ER L
AW ESL2B8EZN0NH D, LER-> T, THUOOEREITH L TARIZHERT 2 8E811%, EEICKRS
5k, B, N7 7T ENOWIRRRBRIZHAAN HiL7e HBV XX C BUFZ%K 7 A /LA (HCV)
ERHRYEBEICBIT D N7 AT I —EER (FL—F 3L ED ALT Xt AST L) O3BIITFERD
EBVThotm, 5. BEALLAWEELZOHB] . 8. BIEH)] BRI 5HZ L,

HBVXIZHCVEHRBEEBEICEFE S VAT IF—FLER (U L— K3ULDALTRIZIASTER) OFIREF

E S e BEVR R B
DTG RAL EFV/TDF/FTC DTG RAL
(n=90) (n=43) (n=30) (n=49) (n=64)
ALT 5 (5.6%) 2 (4.7%) 0 (0%) 6 (12.2%) 2 (3.1%)
AST 3 (3.3%) 1 (2.3%) 2 (6.7%) 6 (12.2%) 1 (1.6%)

)PLHIV IC LD WRIERBRAH 0 . O HIV A T 75 —PHERIOREERBR O R BRE
DTG: KAF 75N, RAL: SAF 75N, EFVITDEFTC: =7 7 EL VY5 ) AREAMZ A N V2

(2) BHEEEEE
9.2 BHEEIEERE
9.2.1 BHEEEE (U LT7F=UPUTFUAMNINL/min X)) #BTHESE
TITVOEWILHIRENFGT 28200 & 5, [53, 16.6.1 ]
9.2.2 BHEEEE (VLT7F=2O TS ARN30~49m/min) 5T SEE
MmiEESEs2 L0 HEENC T 2 8, HERICBEEOREZBIRT L, 77V ICEET 5 EI1ER
OFRBNREDONDHEAIEL, FEO ST 77 EABIA T T I 7V B AN TII TV ORE
HEEEETHZ L, TITVVOEWMTRENR T 2BZNNH 5, [53, 8.6, 16.6.1 BH]




. ReM (FERLOEESH) Y HIEHE

(fiR )

922 77V UNE, BHNEERPEIRK CH DL, 7 LT F =07 VT T AN 30~49mL/min OB
REEELZFATHIBRETIE. 79I 7 VT T AMEF L., MHEERES Iz L2k,
RERARHB T 28ENRH D, sE LI TV, 1BRICETLHA 2. X IIRICEET 2R
BT L L,

(3) FFgefEEEE
REI LTV

(4) &HERExHT HE
BEEN TV

(5) 1%

9.5 1117
T g SR LTV B RIEEMED & 2 otz i, 1R _ EOF RN G Z LR E R s 2855120
HGTH L,
WS OBEMFIRIC I T, BRMIES e/ & OB PSR E N, ZBRITND RV T 77 ELEasl
FHN 2R L Qg B A 007202 3591 B 7 61 (0.19%. 95% 15 HEIX[#] 0.09-0.40) (25 ST
BY. RT3 ELEEERWHIHIVELZRA L W =iEn oA F 07218 19361 il 21 41 (0.11%.
95%(EHEX M 0.07-0.17), HIV EMEOIEGEN S A F 72 119630 FHF 87 6 (0.07%. 95% {5 FEX [
0.06-0.09) (ZHE SN TS ™,
9.5.1 KLTH3JENL
RILT 27 Ede MERZEIET D, FT 7T ErORMAIE o R (2 oed 2 i U2 7 i 5 o
ok (PR [#PH]) 1%, 1.28 [1.21-1.28] THDH Z ENWMESA TS ® GHEAT—X),
9.5.2527JYy
v M AEIRT S, HAEROMEF 7 I 72 R, 53RO REBLO Mg M O i oy
ERILTHDZ ENHEESN TS WEANT—%), BmER (73X TIRIEFHNE (R oREs
BOEM) MBHfsE X T, NRTI &2 15 NIRE OIEEIRE SN2 iAE R K ORIRICB W T, 2
Foay RY FHEEICE D LEX LN BT BIED MIELBREO EAAHE S5, 7, F
FWICENICHBEERIE, TANABREIE, thoMBRRELREINL TS, LALRRL, ZThbHES
& NRTI OF'= NIgEE, JEESIREE & OBEMEIIMESL L TO72R0,

(fi#z3)

9.5 Oz 3y hr— L ENERBRITER L TE LT, EIRPOAFE G+ 5 LT L
TWRWZ Enb, — RS, EE TR L CW A aRetE 0 & 2 e tEicid, 1BR Lo RN ER
PEZe BED LHE SN DB ORFETH L E LTS, LLARNS, KFENIIEEEITHRE L
RN ERLEE LD, LD NVT 77 egFRAIOHARRBREMEOT — 2 125 iR
FREZR MK 2 B 5T 25 E XU TOREEEO L, Wi+ 52 L,

HRIREE 1 =EINCAR 2R BT 5 2 NV E S | EIRBRESCMZ R I I VEIRL TWRW T L &
BLTOOLARAZERGTHZ L,

< RFIB G P I3#EY) ek R WD KO8T L,

- B TR E IR ) AT A VWS KO RET S T L,

R T COMASRIFBIENIE (Tsepamo WF40) OFFFTIZIBWNT, ZIRRIC RAVT 7T BVE S Sz ietEls

B B HAE R O BSEFEE DOSEFRN, ZIRIHC LT 7T ELZE £V b o oA L AREEZ T T

T2 MEL D BRI 3@ - T- 2 EAVRENT (KB% : HARIFEIENIE (Tsepamo #5E) OF —4 >HHR) |

—HRAOIT, PR PASH PR IR VR AEBIAA N D 4 LN (MRE RSN ARE) 1A T D720, iR

B 1 =ZHHICAAZ TG T2 2RI ) ERRESCHZ R EICKVERL TWRnZ L 2R L T

MOARKN G T HZ L,
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<% HARRBRHAE (Tsepamo HFE) OT—52>

Tsepamo Aff7E1%, Botswana-Harvard AIDS Institute Partnership (2 £ ¥ F2fi & 4172 NIH/NICHD & 4 O H A ir
JRBIZEE Th 5,

R T F D Tsepamo MFEDFRHTOFTRIZ L D L. AT 7TV EEEROGIL b v A L AREICEE LT
IO A T A RIC 1T DARRAE PSR S OFBIERIT 0.10% (LRI 2 PRI R LA Th
0. SRR RVT 77 ENZE0EL b a v A L AFEICIREE Uit mns bAEFE N HAENIZIIT 2R
PREHBEE DOFEBLIARIT 0.15% (5,860 i 9 i) Tl o7 & WiE Sz, FBFET, MR FLvT 77 en
B G-z Bihs LTz idim s b E - ARSI 1 2 et PSR S O FEBLRIL 0.05% (5,535 Bilth 3 #i) Th -7z,
Tsepamo AFZE TR LNTZT —ZIZB L T, BETRE TIEH L2, BIFFA (2021 43 A) THRIEBEFRE
ARTTET UV AFAH D THY . Mwma B3 ERD T —FINEDOLERH D,

< FEEfRER >

TR P B P

PR PABHIEE X, I, BB, BAEORKMERE Th o, MREHEEE L, MRE s O
FIZLVAL, 2T oA LEE., ZHE% 0~28 BICETT5, MREHEEE L. ERPE S 2
Y B DRZIE, &HDHFEOIEHR (FrCAnAIKE) | FHROIEGR ., FHAORERE., FHAOFER, B Lo
VR T 02 —0RNb5D,

9.5.1 IR D HIV-1 EYHE 25t G & LT lIMERRBRIC W T, AT 77 Bl L OB~ 714
DT EBRINT,
UHUERKET 7Y HICBTLH L b a7 AL REERIBIE Ch - MRS (WEE 28~36 ) ©
HIV-1 g 2 xt5e & Uiz KV T 7 EUWZ BT 2 IFE R EME A LR RGUER (Dolutegravir in pregnant HIV
mothers and their neonates [DolPHIN-1 §B&] ) 128\ T, HIV Y Tim O fs RIS b Ky 777 e v
FED Rl (BEFH) 1. FHAMIER O RAT 75 EUEEE L Hlg L C 1.28 (1.21-1.28) & &2 & 3
mE T,
NAT 7 I ENDT y MBI 28 ChBERATHENHE SN TWnD, FAT 77 eV EfnicT y
kRO B F QAR A TFMERRIC W T, MREAEEE IR o Ty (TIX. FERRRER IR
THHEE 2. mHRER 6) ARATENRER OESM) . £72. NT 7T ENLOEEER & iRE
FGHRE R IS R T 2V B2 B D,

952 HRPICT I 7TV U EIRA LIZEFEOHARTIE, IET I I TV VRBEREBERREETHY, T3
TP BIET D Z ERME SN TWAE YW Ein, DLTORMIRICKT 2 EBERRE STV,

SEITDUVORERICHT HHE
bR it 5
U YR - R4 >20mg/kg X 2/ A : FHAIRIE L E O Sl

PEHRHIC NRTL 2 IR L7 B OBARICEBWT, I har RYTEERRBO LN LORENRD L,



V. 2ttt (FALOEES) ICEYHEE

(6) =ELIE

9.6 237
AFNIB G IR AR S22 L, —&IC. HIV OILE~OBITEZRET D720, HH BRI TFIZ
BT HIV TG LT I3 AT~ & TRV,

9.6.1 KLTFZENL
RAT 7 Zenide MLHHFICBITT 5, RAT 7T BV ORISR 5 hiREO K
(roefi [#6PA]) 1. 0.033 [0.021-0.050] TH D Z ERHESNTVDE Y WEAT—4),

9.6.25xT2Y
BROEGESNZ7 I 7V 003 e FAFRIZEEfES N D Z e fESIN TV D (FIFHIRE - <
0.5-8.2ug/mL) 4 (WEANT—H), 7720 ORHMRMEEFRE ST 2 IHFREDKIT 0.6~3.3
ThdIePREEnNTnsd GEAT—%), AROMEFR DT I 72 R EIE 18~28ng/mL Tdh >
oW ENRDH D GMEAT—%),

(fiR)

9.6 AHIDRA DIITBATICONT, RO Z ENRHEINTWD,

9.6.1 iEHRME I D HIV-1 Y 2 5t 5 & LI RRBRIZB W T, AT 77 enide MR A~BITT
L2 ENRENTZY
UHEROFET 7 U BICBT P b T A VARERIEHR CTh > 2 IR%E Y (MR 28~36 #H) o
HIV-1 g 2 xt5e & Uiz KvT 7 EVZ BT 2 IFE R EME A LR RGUER (Dolutegravir in pregnant HIV
mothers and their neonates [DoIPHIN-1 351 ) ICBW T, BT FAT 7T A REORIfE (i)
1%, BHAMSER O RT 75 BV L el LT 0.033 (0.021-0.050) {5 Td V. RERLAUCEED PR S
N5 BRI,

9.6.2 7 I 7V U DHHBITEIZOWTIX, LFOWENRD D,

SITJUUDEABITHY

S 7k E b
57U %0 by

T, KEEHREETHEZ— (CDC) 1%, HAEZDOAIR~D HIV EGRY X7 Z2B#ET 5729, HIVIZ
B U7 FERIT ARSI LW 5 IcBE LT b, Lo T, BEICH L TARIF G T3 2|

T2 X 5fETLZ L,

() MR

9.7/MR

9. 7.1 /N A 5b 5 & U= AR O ARER I X L T2,
9.7. 2 R ZRIET DA[REMED & 5 /NEDBE (EROBEREO H 5/, R ZIESE D Z LA
SN TWAIEA L OPFHRIEEZ T TWA/NR) TIX, AFIOERZE 2 525458120, ic+572%h
ROBD ENDIBFIEN WAL EERE L TITY Z &, [1.1, 84, 9.1.1, 11.1.3 /]

(fE3n)

9.7.1 /N2 %5 & L 7= AR ORGEARFBRIL S0 L T 7,

972 1. BENKELZOHA] 2B8RT2Z &,




I & (FALDOFEES) (CBY HEAR

(8) m#E

9.8 ShE
BEOREZBRLANDEE L CERET DL, I, @l CIXAETMEE (FFHRE, BHkEE.
OHEEESE) DMETLTRY, AHEZA LTV D UMK ZEFH L WD EERZ N, 737V
UiE, FE LTREMEKRE LTELLHEHESN S 2, ElEE CIEBSENME T LTS Z LNz
W, BWILFRENFRT 58T R 5,

(fiR )

— R EE CIIATREE. BARE, OHSRESOABSRENK T L TEBY, AHEZH L TV D56, i

DIEFNZPH L TOBHABL NI L 2 EBICANDLERH D, 1o, T I 7V 0FELE LTREE

ELTEBNOHEES ., EiHE CIIBRBEMET L TWD I ENE N, mW LT EER T 5%

Wb, Lo T, @EEICK L TARRZEST 2856121, BIERORBUEESHEINT 5 algErEN

O, BEOREBEZBE LN FRDICEE LTRSS T2 L,

1. HEER
10. B E1EH

RVT 75 €U EEIC UGTIAL TREFS, —# CYP3A4 TH# SN D, £/, LT 77 ek
WA F A 8T AFR—4%—2 (0OCT2) MO Multidrug and Toxin Extrusion 1 (MATE1) %[HET 5,

7 27V 1E OCT2, MATE] & O MATE2-K DHEETH 5, [7.. 164.1, 16.7.1, 16.7.2 Z]

(fiAE30)
AENEI KAV T T I ELVR NI I TV U2 E5HTHRAAITHLT2D, 2 b O3EAITHREA ITHERILTY
HFEERAPREZZBENARH D, FIT7VOMFRELY EH SEL2HEAEOFARRIE, I 700
OBENERINIBENLASH D, ZHNIH L, FATTZIEAETII TPV oMb REZKTFIE5
HHI & OPFHRFICIX, HEAIMED A NV ADRBLZ R BENDLH D, BIVEH OFBLCIRFE R O JES % 7]
BT B0, BEIEHL, MALTWATRTOREAAEZHYEIBZA DL IITHEETHZ &, Fz, K
FIRAHFICH 7SR T 2 AN SN TS, FRNCHYEICHRT 2 L2852 & (5. HEEREAR
PER & ZDOME ] OESBM),

(1) BtREEEZDER
RIE S TN




V. 2ttt (FALOEES) ICEYHEE

(2) BtRFEEZDER

10.2 BREFE (BFRISEEYT S L)

HA 4 % WEARIELR - HhE Ak W - fERRIN 1
v A=K AT A= ROMEPEEL2 FRIEA0 | KAT7Z7ELD OCT2 &
Y EE K Fniy BEMERH D, BEAICEY, ALY A = RFT | X MATEL OLEMERIZ &

HRZEMEME LTHE SN TV D LEM
. TS L K OV S DS O FE B OV EH (L
BHOLOLNLLBZENNHLOT, FRHTIE
ERSBIETD I L,

D, LA =ROPH
NILE SN 5 AREMENH
éo

H AP E
[7.1. 7.2, 16.7.1 ]

KT 7 Z o EE %2 Cmax T 33%.
Ct CT3%IERTF IR DREND 5,

HILN<PEL N CYP3A4L
K OVUGTIAL #3584 5 =2
Licky, R roen
DN IEES NS,

TJxz=krA
WRAT =AYV

T /N EH—)L
EAfITUL XY VY
(StJohn’ s Wort, & >
heYg—r X« TJ—
) EHRM
[7.1, 7.2 58]

KT 7 e VomERREZKT IS5
REME D B,

ZILH DOIEANE A =
T4 RF VU Y7 CYP3A4
K ONUGTIAL #35E 425 =
Licky, R roen
DN EEEIND,

Ay SV <N
(7.1, 7.2, 16.7.1 /]

N7 72 O Mg % Cmax T 43%.
Ct CTR2%IETF IR EDREND 5,

U772 CYP3AS
K OVUGTIAL Z#35E 425 =

itk RArFrTen
DRFBEE S D,
2 A (Mg, Al | RAT 277 e OMIEPIRE % Cmax T72%. | Z40b DXl F4 2 LG

%) EARA
[16.7.1 4]

Cou CTAWIK T ¥ D, RENIZAM D T4 5
HRFI OB 2 FERIRTT 6 BpfE% 0% 53
HIlEEn s,

KEJERR S5 Z L2k v,
RAT 277 €V OWRILANE
FInb,

REl. LT AESH
fE (7Y A B
[16.7.1 Z1&]

Ko7 7 Z O MsEHEE % Cmax T 35%.
Cou CTRWIE T =E D, BFLFEFFICEIRT S
LA ERE ., RBNXEAL, hrv o AEGHF R
égOD%if? 2 BERIRIIE 6 RERE OFe G- 23 HESE
N5,

gk, UL LEEREE
BRtTAaz Lk, FATr
77 ORI BELE S
%

A RV UHEERE
[16.7.1 Z1&]

A MRV IOMBFETRESY KV T 7 7 el
50mgl H 1 E#EHER O 1 H 2 B#E5ET
Cmax TZNZH 66% K N 111% EH- 85,
EEECHEL, LEIGUTA PRV Vv
PWETDHIEEBEICRGTHI L,

KT 275 0D OCT2 &
O MATEL1 OFHEFERIC X
D, A RELIOEEEN
PR X4 2 A[REMED B D,

2T 7 A MFH Y —
e FURXRTY A
[16.7.2 Z:04]

FIT7T00 AUC N 43%1EmL. 2527 VT
T UAN30%., EI VT T AN 5% L
T2 DWERD D,

FUARTYU LD OCT2,
MATEL &% O' MATE2-K DR
FERICED, 9IT700
OEPMRIE SN D &5

26N TN5D,
VILE h—v BOJILE R—ILBK (JVYER—LLELT | YA ER—LICEYTIT
329, 1029, 134q) &7 I 7V UOFHICE | P OWINBIHEI S D &

D, FIT7VUDAUC KDY LT (Z0FN | ZEx 6 TW5,

18%. 36%. 42%iY) L OWENH D,




I & (FALDOFEES) (CBY HEAR

(fisn)

EILL 4 = FIERRIE KW

KVT 77 VX OCT2 LT MATEL #BET 5720, EA v A4 = ROPEHAREEIND /RN H 5,
ARHN O KEGAT CEIZB N T, BT A = R EFARROYRIREE 2 FF> dofetilide (EWNAKE) X, OFA
BolleoTWb, £z, RAVT V7 IENLLRED N7V AR—4—HEEHZ L >EF I ey
A= ROMEMERCEELREWEARBENSRESNTND ™ 720, JHATITEERSBISRTL 2 L,

HILNTEEL®

HNR<EE X CYP3AL OV UGTIAL 258 T 5720, AFIEOHH L75E. KT 77 e ofEn
REINT, RAT 77 ELOIMFERRENMET T2 ERNHEINTND (T RLVT 7T ENLOEYE)
BICKIETOREORE ] OEBR) . AFIE ISP U 20T 2B412E. RATF 2750 e L
T50mg % 1 H 2[NS ETAMENDH L0, FAT 77 EVEA (T 7 A8 ZAAKRS 0K 12 1
MZIC LRI 52 L,

Tz, IRRTzZ b, T/ NLESZ—IL, B4 I 2F XYY (St. John's Wort, &>
h-Pa—rX-J—) SHER

INHDOEANCEA I U4 FF U V7L CYP3AL L TNUGTIAL 23584 5720 AAI L LIZ5H4A.
RAF 75 ELDORBMEES LT, ATV T ELOMIEFEENMETTAAEERH D, ZhbHD¥K
AN EA U4 MY Y UEHEEMEFHT 25812 AT 7708 LT50mg 2 1 H 2 [BIZH
BT AOMENRS L7280, N7 77 EVIAI (7 807 A §8) 2 ARKJ# 50K 12 Ri%IC LG5 5 2 &,

yI2rrESL

V77 B X CYP3A4 N UGTIAL ZFE T 5720, AAIEOFH LIZSGA. v T 72 e o
REENT, FAT7T7ELOMFERRENMETT L2 EnRESNTND ([RLT 7T Loy
REICKIETOFHIEORE ) OESR) , AflE Y 77 oo 20T 52858120, RAvrrJenrd L
T50mg Z 1 H2EICHETAXNERH L0, FAT 77 EVlA] (T 748 #AFESGOF 12 K
MZIC LG9 52 &,

ZMhFA (Mg Al F) SHHEF, BF. DILIILEEEE (HTVALLE) @0

RAVT T I ENMIR TR UL, TAI=ULEOSGAT Ay RN T L EEEREZTERT 5T
D, KUT 7 ZELVORINIEESNT, AT 77 ELOMETRENMITT 52 ENHMESINTND
( TRVT 77 eNOEYEEBIZKIZTTIFHEORE] OoHBR) |

S F A EHERA . KT 7T e Sl T AU EARA] 20mL E OGS Lo Ry e Z
A=, FAREETIENVT 77 ELDMFERREOE LWVRTRARD LN, LorL, RAT 77
OS2 BRI S LIZSAlE, AT 27T e o fmiEhiEE oK FICWEN BT, T DT,
RINELAM A T A G RA L RR G370 T . 20 T4 G A RAOE G 2 ReflFi X 6 FE#%ZIC
BhH4 2 LRI ND,

B OBV T A RVT 7T eV EERA 324mg, v AEARIA] 1,200mg S LTZBROEY
BT A=, BFELFERICERT 258 4RE . RANIEAI, Doy AEHFRAOEE 2 K
AT 6 RERIZ I 535 2 L R HERR S 5,

A RIRIL = UG ERIE 80

RVT 77 EE OCT2 kO MATEL OEHZLET 5720, AFlE XA MRV I E20FHT 256 A R&
NI UOPEEAEE I T, A PRI COMBEFREN LR35 2 endmE s Tns ( THFHEDOEE
VENEIZKIET RAT 77 ELVORE] OB , REIE A MRV I OOFHBERIL, EEERS Bl
L, HEGCUTA AL v EABETDISERICEE TS L,



V. 2ttt (FALOEES) ICEYHEE

AT 7A XYY =)L FUARTYL

FGITVVEARANLNT 7 A RS~ FURXA N LAOFAIZED, 3700 AUCHBEEML, 73
TOvDRE I VT T UAKROPB I VT T ABRROTHZENRED ST D ([F7I7V0 03
BRI LIFTOFHE DR OHESM) |, HIV BYUEREIL, HRREYRE L LTh Y = iR %2 5IE L.
B = RIEEHAI CH DAL T 7 A RFH S — e NKURARNTUL (RNZZ NI RFI A Tx)
DB ERVIE L R HEEND D, KAIE AL T 7 A MYV —« U A MY LEPHT 2854, BUE
H O3B EBEOKRIERICEERETHZ &,

JILE b=

BAYALE h—AEIKRE T I 7V UoRABAEZ R LIck, 217200 AUC 23, YLE h—/L&
(3.2g. 10.2g. 13.49) (ZHEAF L T (18%. 36%. 42%) L7=% , Y)LE h—/LZL W TI TV DR

AR SN L ZEZ N TWD, T I 7V DM EER T H b 3EAIMIE T A L 2 DI EZH <

BENRHDIZD, YLE F—=AIEYE b= ERETRE ORI, EETOLERS D,

N7 77 © VB 2 DF 3R & G LT R OB E N T A — 2 O b2 TRelorT VMEAT—%) o
HAEDEYHREICRIFST LTI S ELOFE

S - BT 77 e ORI FEDR R 0 OF 56 0 3K Bl iR
OF 3K OV & o | % 2T A= OBFEE DL (90% (51 X M)
C. X1d Cx AUC Cmax
TFoATRANTY 50mg 15 1.02 1.03 0.99
Z—/L 0.035mg®? 1H 2H (0.93,1.11) (0.96,1.11) (0.91, 1.08)
AR 50mg 1 0.99 0.98 1.00
20-150mg?* 1H 2| (0.91, 1.07) (0.91, 1.06) (0.94, 1.06)
S s 35) 25mg o 0.95 _
Y7 b 3mg 1H1E | O (0.79, 1.15)
'2'?',3;;;;%‘” s0mg | 4 0.93 0.98 0.89
0.25mg?? 1R 2l (0.85, 1.03) (0.91, 1.04) (0.82, 0.97)
7/ SL\/E;V-?//»%&;ED s0mg | 1 119 112 1.09
300mg 15“33 1H1ME (1.04, 1.35) (1.01, 1.24) (0.97,1.23)
ARBLI 50mg 14 B 1.79 1.66
500mg 1 H 2[a] 80 1H1H (1.65, 1.93) (1.53,1.81)
ARBNLI 50mg 14 B 2.45 2.11
500mg 1 H 2[a] 80 1H 2E (2.25, 2.66) (1.91, 2.33)
B0 5 H AL 50mg 1 1.06 0.98 1.03
60mg 1 H 1 a8 1H1H (0.88, 1.29) (0.83, 1.15) (0.84, 1.25)

FILT IS ELDEYBREICRITTHAROZE

RV 75 i HIPERREEGEOEFRREDO RvT 7 Z EAD
PFRHE L OHE ELD . SYBRE X T A — X DR D I (90% 15 FE X )
)EH % éﬁ Cr X Pi Cz4 AUC Cmax
7 4 EJL 400mg 30mg 12 2.80 1.91 1.50
1 H 1][a] 8" 10 1A (2.52,3.11) (1.80, 2.03) (1.40, 1.59)
T AP e+
U R e 30mg 1 2.21 1.62 1.34
300mg+100mg 1H1[H (1.97, 2.47) (150, 1.74) (1.25, 1.42)
1H 1[H87
T JHREN VT m
XL T LR 50mg 0.92 1.01 0.97
300mg 1H 1A 15 (0.82, 1.04) (0.91, 1.11) (0.87,1.08)
1H 1[H 8




I & (FALDOFEES) (CBY HIEAR

KVT 75

A O HEGEGF R D VT 7 Z o

DA O R EAD Tg SEBIE ST A — 5 DEMTTLI D (90%I2 1)
ﬁﬁ% C. X% Co AUC Cmax
. — .
& VZBE / 511)00213 EV 1 30mg 5 0.62 0.78 0.89
10 2 [ 1A 1 (0.56, 0.69) (0.72, 0.85) (0.83, 0.97)
=77 b LY 600mg 50mg o 0.25 0.43 0.61
1H 1/E3% 1010 (0.18, 0.34) (0.35, 0.54) (0.51,0.73)
= 5 £ U 200mg 50mg 0.12 0.29 0.48
1H 28 1pmE | B (0.09, 0.16) (0.26, 0.34) (0.43, 0.54)
T hZEY U+
ZF e+ R eV 50mg 9 0.63 0.75 0.88
200mg+600mg+100mg | 1 A 1A (0.52, 0.76) (0.69, 0.81) (0.78, 1.00)
1H 2@\
ThZEY U+
nvFEL-Y R | 50mg o 1.28 1.11 1.07
200mg+400mg - 100mg | 1 A 1[& (1.13, 1.45) (1.02, 1.20) (1.02, 1.13)
1H2Mm\©
RAT T LT B+
U hFEL 50mg 0.51 0.65 0.76
700mg+100mg 1A1m | L (0.41, 0.63) (0.54, 0.78) (0.63, 0.92)
1 H 2\ %
—— -
mE ZBE i ljool‘mft’ 1 30mg 5 0.94 0.97 1.00
] ng ] g 1H1[E (0.85, 1.05) (0.91, 1.04) (0.94, 1.07)
25N A =S N
iﬁfgz{i? 7% V%A 53‘0'%? 16 © 20 31) © 20 32) (© 20 33)
somL. B[] 79 B
TR L =7 &
77 V'M&gg;f FYTA 5omg ” 0.70 0.74 0.82
e 4 2 150 B [r] (0.58, 0.85) (0.62, 0.90) (0.69, 0.98)
B[ 7
woex I Al 50mg 16 0.68 0.67 0.65
168 1A 1[E™ HL[E] (0.56, 0.82) (0.55, 0.81) (0.54,0.77)
mg&gég@w“ somg | 4, 0.61 0.61 0.63
W (e ™ B [r] (0.47, 0.80) (0.47, 0.80) (0.50, 0.81)
mg&gggggw“ somg | 4 1.08 1.09 1.07
WA (%) 1 Hila] (0.81,1.42) (0.84,1.43) (0.83,1.38)
REET LS T
1200mg 50mg 0.90 0.94 1.00
e 5-1% 2 IRff#E Hi[a] = (0.68, 1.19) (0.72,1.23) (0.78, 1.29)
%‘IEI 79)
77;}”2%55*% somg |, 0.44 0.46 0.43
W () T B [r] (0.36, 0.54) (0.38, 0.56) (0.35, 0.52)
7'73”2%55*% somg | g 1.00 0.98 1.03
W () ™ B[] (0.81, 1.23) (0.81, 1.20) (0.84, 1.26)
7~ VEREE — 8k
324mg 50mg 10 0.92 0.95 0.99
Beh4% 2 E%Eﬁaﬁ HA[A] (0.74,1.13) (0.77,1.15) (0.81,1.21)
%IEI 79
FRATZ T =L 50mg o 0.95 0.97 0.92
40mg 1 H 1[a] % B [r] (0.75, 1.21) (0.78, 1.20) (0.75, 1.11)




V. 2ttt (FALOEES) ICEYHEE

KT 75 i fFI P EBEPEARED KvT 7 Z B O
OF 3L OV & ELD s EWENRE N T A — X OEMEEI O (90%(EHH X [H)
ﬁﬁ% C. X% Co AUC Cmax
prednisone
(ERNAFETE) 50mg 12 1.17 1.11 1.06
60mg 1 H 1A 1H 1 (1.06, 1.28) (1.03, 1.20) (0.99, 1.14)
(W) °%
IR IR 50mg | 1y 0.28 0.46 0.57
600mg 1 H1[E7™ | 1H2[E*Y (0.23,0.34) (0.38, 0.55) (0.49, 0.65)
7y ey 50mg | 44 1.22 1.33 1.18
600mg 1 H 1[A™ |1 H 2[@*2 (1.01, 1.48) (1.15, 1.53) (1.03, 1.37)
U7y 7Fr 50mg 0.70 0.95 1.16
300mg 1 H1[E7 1p1m | ° (0.57,0.87) (0.82, 1.10) (0.98,1.37)
Tipranavir (EINARFTE
+U hren 50mg 1 0.24 0.41 0.54
500mg+200mg 1H 10 (0.21,0.27) (0.38, 0.44) (0.50, 0.57)
1 H 208 %
FITLENL 50mg 15 1.37 1.25 1.19
750mg 8 [ 1 % 1H1H (1.29, 1.45) (1.20,1.31) (1.11,1.26)
Boceprevir ([EPNAFEE) 50mg 13 1.08 1.07 1.05
800mg 8 [ % 1H 1 (0.91,1.28) (0.95, 1.20) (0.96, 1.15)
HNNR<EE 50mg 0.27 0.51 0.67
300mg 1 H 2[a] ™ 1p1m | (0.24,0.31) (0.48, 0.55) (0.61, 0.73)
BT H AL 50mg 1.45 1.33 1.29
60mg 1 H 1 [q] 8 1pam | P (1.25, 1.68) (1.11, 1.59) (1.07,1.57)

H1) RA7r7Zensomgl A 26577 LIE K77 80 50mgl A 2 [E# 5 & Dbk
H2) RA7rr7Zensomgl A1) 77 v 2L K777 e050mgl A 2 [E# 5 & Dbk

T I 7V OFEYEREIC I TR L TRICRT GMEAT—%)

SIITPUNEYHEICRITIHAEDEE
{m@%ﬁﬁ REIFEOFHEED z{i 7 g N0
e N:ZE=A FITVV w $K HE/RT X — X O[O
BARRUHR omi | P& (0% HIKR)  HHA2 L=1.00
CL/F AUC CLr
FUARTD L -
INTTANTT N sxgon |, 0.70 143 065
160mg - 800mg/ 300mg Hi[A] (0.65, 0.76) (1.32, 1.55) (0.54,0.78)
5 HIH]
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. BIfER

11. 814 B
WOEWERNRH LoD T EBHDHDT, BlEEL 5TV, BEPBOONLEEIIIREZHIET S
e MY RAEEITH Z b,

(1) EXBEIER & MEEIRK

1.1 EXLEER
11,11 FEFIEBBUEEIREE (B AH)

FIHER & LT, AN A DIV, S OICITHRERESE . U v HilER, FRRERIE 25 2 1F 9 5
DOEERMBUERDR O LDLOND T BB D, ks, HHHIEEZ GRS, HE, FERERESE DR
FRH D WITBIE LT 5 2 ENH LD TEETHI L,
11.1.2 EELGMRES

IREFERE (WEEAH]) ., AmEKEL EEAN). Bl (WEAP]), amEkiEd GEEAR), iRk
B GEHE AP, m/hRED (0.1%) [8.6 5]
11.1.3 xR GEEAH)

M7 I 7—8, miFY X—8, NV 27Uk FEOREMO EANALNTGEITIE, B HITARA
OFGERIETSZ L, 2, BEEOER, EL - EHZEOERNSA L NHAICHEBICAK OB
Hamik L, AbFRE (g7 27 —8, Y S—8, "NV 27U &) RE) KOHEGZHEIC
KB 5175 2 &0 (1.1, 84, 9.1.1, 9.7.2 &H&]
11.1.4 2.7 > F— X BEEAH) KOIBHEEICE2EEDOREXR (BBIEF) (0.1%)

T > R — v AT RER B 5 BRSO A B F 23580 b 2558101, RAlO#E L %
—HFHIET D Z &, RS, IFRROBRRA T2 AT HBEFICBWTCTERT LI L, 737V 0%2F
e X7 LAY RRVIREFEEAES (NRTD OBMBG XX 6O0FAEIEICEL Y, EERALRET
VRV R (RHERE, BERAR, A EBY . BBEE, RN, SRS . BN
BFICLDEEOAEK, BUFE2ET) 28, K< HBESNLTN5, [8.6 5]
11.1.5 EFHEARE (B R

(8.6 2]
11.1.6 Za—0/N\F— (GEEA), sBEKRE (EEAY), &8 (BEERH)

(8.6 2]
117 DAL BEERH)

[8.6 2]
11.1.8 FFHEEEREE (0.1%). #|E (BEEARH)

AST. ALT., B ULE VO EHEZMED F#RERES, WERHObND Z b5, [8.5, 9.1.3 /]

(fiF70)

11.1.1 FRAIME I BUEAE R
KVTF 72NV ROT I 7V UG O 2 DO E 1N FBERKRRER (GEMINI-1:204861 55k & Y
GEMINI-2 : 205543 5A5R) (23 W\ TEAMRBEUEIEGERE OME T2V, L LR, VT 7T EAD
WAMEARRBR I WT, RAT 77 e & OREBEGEAGE TERWVIRBUEIX, RIGFED HIV-1 EGE
BEEZRZRE LI BRICB W T LB INSTHIMME 2B T 2 BE 2 5 E LR T LAME STV 5D,
SAIERBUEEFEREIXENTIEH S OO, HIV BFITREUEZ BB LT VIREETH S Z & HIV
YUE TR 13O SRANC L 2 BBUERB N EL 2D 2 L 2R D & RENCB T DIREEHIC b R B
MOFREMENRE 2 bivd, BEORKE, BRAZMHEIRBEZII LD & Lo, FRAMEBBUERE R O RER
N EH L BA L, EBICARO®RG 20k L, WYRLAELITH 2L, HEDIENENT-BE
i, AfE g TEERERICEDS AR S S,



V. 2ttt (FALOEES) ICEYHEE

11.1.2 HEEZ MikMEE
TIT VU EEGPOBEICBNT, EERMIERES GRIFEKRE | JLmEkE, & 7 | [ ifERkE
D HFRERIED % | R SE) BRI LTESIA RS SR TW D, ZRLORIERN DN D HA
[ZIE. AF OB G-Ik X3 S O e L E AT O 2 &
11.1.3 %
TIT VSR OBEICB T, LY 10 2R L IEFS#RE ST\ D, AEIFE G RICFER A
SN2 EEOER, B - RS ImE7 L 7—8, Y =8, vV 7V ED REDLEERD
LONIEAEIL. ARORGEZEBICHIET 52 L, BEGRZH%IC L 288 % 01070, X OBRS
ZWINENDET, KFlOBGITHIETA 2L, 11 ZENELZOMA] | 16 EEREANTEE
XM | 16 FFEOEREATHELICHTIHE) bRTLHZ L,
11.1.4 @7 & R—v A K OHRIAIEAE I X D2 HEOFER (BRI
RATF 7SN KRONT I T AEED 2 SOWAE 11 HEEEKRSER (GEMINI-1:204861 45 & O
GEMINI-2 : 205543 #BR) ([CBWCIHEET v R—Y ZADOHEIT WA, IEFAHE ST b, NRTI
O, HEET v R— Y A IEEORRMILE S L AHEKR (IBIARE) 23388L L7 JEFI A s X i,
PLHIV B SUTER R (HIV EYYE) OBERE 2 LT\ 5, FLEERT ¥ N — 3 AR E DG & 1T IE
WD, BEOLGAILOLAIE ORE, RIHME DD T a2 —/7 I AT 2 ROGMED T X 5 EER
P g w7 RWEATHEOE#EELAGIZE T, LER-> T, AAIOEEIZLY, AT Y F— 2
NERGILAE Z X A RFIER (IBIAT) Z B b 2gER. BRRIE, S7eWER) . HinkEE, PR A,
BERFL N GRD DTG AT, ARl G2 —RKh i35 2 L, T X TORFICHEENLIEZN | FF
2, e CRRICIER ZotE) P RBORRIK T2 A7 5 BE IIXEEICRET 2 L,
11.1.5 HEACH Rl e
TITVOEREIZIY . BEERAEE N TRD LIV TW D, U EMRAE (X, B OFR - BEAEIC X
VI VT FrdSf—E, IAF7 8 EORMIAMS LTI L, DB K& O 2% OSER A
Ao, BEBAREZRTIAREE LD, HEEICERZETLIEERKETHD, LEN-T, K
FPe G- RO R 2 Bt E 2 UL OB ), IEIR. LOWL, A, R (47 e rR) |
IR, ZIRENRS LN GEIE, RAIOEEZFIET 57 CYIR0AELZ1T> 2L, LTI, 737
D e P GG RO BRIE 2SR BL U TR (MEAMER]) 10V O &R,

CGEFIEED) 31 %, Bk,

AIDS (2t LTT 2 7Y (300mg/H) Z&TeH HIV EEZBIMG Lz, £ 6 %I, MR IET
WIHL, 7 LT ForxF—F (4442U/L) . IS4 27y (3250ug/ll) DEMA EF %237, MRI K&
OAERIC L0 2 LW ERFIME ORI BARE & 2l Sz, AFIROUFAROBR SR IR T L F=Y
7 (100mg/H) OEHICTHERITSE L7, 14 BZIZIEZ LT F o3 F—B R I A7 n B EbE
WLz, X7V V0B ICIV I LT F o —EBROIA o U fEHIZER L, &E5EHIEIZED
EFAL Uz, BABUHBAEIEIX, FNICAOND T I TV OEERENEH TS, LB -T, 737
VU BRI EMM e B LA AT O RNE ThH D,

< FiEfEER >

RERUT AR 10

SN 0 BB R AR S fAE - BEFEICHR Y . AIIEOBEEYELGE L, AMilaN O I 47\ i
HIZHB L, IS4 7 REEL5, @, 2biEv., AW, BER. K TR EOFHIEREZRD
L, 7 LT F oS ORE FROLERED DEIEFEEDO L DN D, BB AReE 72 LEICE
LHEEHETCEEIETH D,

FROER & & BICI AT v EURIEAZ ROV, BBERIE 2 %\, BEHIZmy, JRfPoI A7 e
B ERET S, IBRICIEFREREZ R IE L, ZREERD, HoiiiRE T, —RICEEIZE L, B
BB CIERICH 508, BIEGITIEM N OBIE b ELS . BEERLBERELEMN S EM T, LIX LIS
RABRLEDMOEPHETHTET D,




I & (FALDOFEES) (CBY HEAR

1116 ==a—u g — gEELIRAE, FEig
TITVUOEFIZEY = a—aXF— BEEL, &R 19 RO LN TN D, ARG RIS EED
FHIERD S Do HAE T, AR OFGZ2FIET 57 ClEY e L@EE21T5 2 &, 728, AIDS & Tl
66% (70 {5l 46 ) (ZIEENERERE O TEIREE 2 0 0 AT ORI R DR HiLd & Ot 1Y N5,
AREEITIBNT, FIIER & U THEELIE 23%I12, KEERIEIT T%IZRO 6N TEY , ZhHHERDIH]
IITFR BN S L=l b ZE 2 5D,
11.1.7 DA%
RATF 7SN KRONT I T UMAEED 2 SOWAE 1 HHEEKRSER (GEMINI-1:204861 45 & O
GEMINI-2 : 205543 #lk) ([ZB W TOAREOREILR, LNLERBL, I 7V ORGIZLDLAE
DROONTIZEOWENR DD, LIeh > T, KFIEGERITOLAREEDEDIERDH 6 b HE 13X,
AFN O G-% F k3 5 72 U R E AT D L,
11.1.8 IFRERERE S, A
RAT 7 Z BB W TENA CHERERES, SEICEATEMNPEMINT-ZEnD, 2 bl
HIEEAZFTHEH L TV D, AFEG R IXEN e HFESREERAE 21T 5 70 & Bl %2 012170, JIFRERERE
EIEN D SN GEIE, AFOFKGE2 P IET 570 Sl nE a2 o 2 & (15, HEEAREANER L
ZoMm] | 6. FEOHRAATLEEICHTIER) OESH) |

(2) ZDHhDEI1ER

11.2 Z Dt DEIEH

1%L+ 1% ATt B A
g R B 158 I 5 2% iE B iE 1
i
Faah - phRR | BB, RIRJE, RZ2, O F | BERE, BRSE. o | HREX., $BEGE. R4
U, fEER I TR e
HAb & L, T MEmM-, S, 1. EREER | IE AN
JF ik FF9% . FFR%He A5 fE 2 %
(AST. ALT Z o |5
£ & O, BiE 32
EEGELR | R B, JEEN
PR M O 2% IR OB AilERE (WiEE, | Sl mE, 7 7—%8
e IRERERONEREHEIN, RASES, | BH-

B ORI . B A4TE
BRI, RS

RS RO, AR i P
i R AR 2T REMEM, MyE 7 L7 F= | REVLE N, 7 vT
AN F R AR — B HEN
(fiEgn)

AFNTENIC I T D EERRER 2 S55E L TV ez, MEANE 1 FESRRER (GEMINI-1:204861 7B & Y
GEMINI-2 : 205543 35%) (2R 2 EIER ORBHEEIZHE SO Crid Lz, SEERHOMIL L L7 FERHER
DS CHRBL U= FRITHE AR & L, REC, HAVE 1IN AERRRERIC IS W CREL L 72 BIVE R O3Bk
—E A IRT,



V. 2ttt (FALOEES) ICEYHEE

BMEREZDRBKAE<SFILTIIENES S TOUEHARE LEHR
(GEMINI-1:204861 FER & UF GEMINI-2 : 205543 FHER) >

LA REA R S5 716 )
EIVE AR BLGIE GEBLSEEE) 126 5 (18%)

Bl RS AP BIfER DR RRp
BIREE 43 (6%) BEE X OB FRmESE 8 (1%)
L 14 (2%) % ) FEIE 3 (1%Ai)
T 14 (2%) i EAE 2 (1%Aii)
LR R 3 (1%ATH) BEIR B IR 5 1 (1% A5)
A 2 (1%ATH) JE TR B 2 1 (1% A5)
53 3 (1%ATH) EBaE P 1 (1% AK5)
EEAT 4 (1% AKi) BAERE 8 (1%)
[y 2 (1%A5%) (R E N 2 (1%Ai)
ISR 1 (1%A0) 7 R o s 1 (1% AK35)
M - 3 (1%H) Y R—EHAN 2 (1% A7)
Bk 3 (1%&0) 7 vy F = Hahn 1 (1% AK35)
H TR R 2 (1%ATi5) gy b 1 (1% Aw)
mlaLass 1 (1%KT) )£ 5 1 (1%Am)
X7 1 (1%A0) v 3y DR 1 (1% K0)
W N R 1 (1%A5) Rtk L OxEREE 16 (2%)
Wy 28 1 1 (1%A) BT 4 (1%AH)
HREREE 36 (5%) BARIEGE 4 (L%Ad)
FIEE 21 (3%) X3 DRZE 2 (1%A&d)
FEIPED F 8 (1%) 88 REIE 2 (1%A7w3)
fEHR 8 (1%) B o A 1 (1% AK35)
B IRE 2 (1%A0%) i B BE P 1 (1% AK35)
MEIR OB T 1 (1%ATm) v I 1 (1%A)
MR R 1 (1%A0H) ZefiE i 7 N R B 1 (1% AK35)
HEEE 1 (1%A0H) BERRE X Ok AERRREE 3 (1%Ei#H)
Al Bk 1 (%K) B fidm 1 (1% K3m5)
J7 BEIR 1 (%A 7 P 1 (1% K3m5)
Bk 1 (1%A0) S AT — 2 (1%Ai%)
BHEE 36 (5%) DR E 3 (1%i#)
A HRE 13 (2%) EULES 2 (1%Aii%)
NS 8 (1%) AR 1 (1% K3m5)
LN 7 (1%AK0) BRYYER X OVEAE RE 4 (1%F)
AR i 3 (1%A0i) RE XA 1 (1% AK35)
5 Y 2 (1%A5%) [yt v f 1 (1% AK35)
H &S E 3 (1%&H) v A L A MR Y 1 (1% AK35)
5 o5 1 (1% ATm) % 1 (1% Aw5)
e 2 (1%A5%) GBI 1 (1% AK35)
HIRERIC L D Rk E 1 (%K) mEEE 2 (1%EiH)
KA 1 (1%A5) TimES 2 (1%Ai)
Kt e 1 (1%A5) FFREE R B E 2 (1%EiH)
WV RIS R R e 1 (1%A5) NEW5 AT 1 (1% K35)
—i% - EHEER X ORELN 13 (29%) iR ks 1 (1% AK35)
DIREE ? MR LY v REE 1 (1%#KimH)
55 10 (1%) M/ D JiE 1 (1% A)
I E 1 (1% A7) EB I UORKESE 1 (1%HKm)
LR 1 (1% A7) Hig 1 (1%A5)
Ehek 1 (1%FKim) * o BRE BRSSO W TR I BN, BATEIC W TR
R My 1 (1%F5H) o




10.

11.

12.

I & (FALDOFEES) (CBYHIEAR

RERREERICRIZTEE
BE IR TV R
BERE
13. BEHRS
13.1 &
RAT 7 F EVTIIEEITIC LV RESHAFEEITENC ERHRESA TS 0600 537 0%
MEENTIC LV —EFRESND (T I 770 300mg & 5-REZ, #5582 REfi #4206 4 RE I ENT L 7=
& &, AUCoint B3I 24% IR T T2 Z EDHESNTND) 2,
(fiF7L)
KAT 7 N BBERE LG E0T —ZIIR LN TS, RAT 7T e igmRaRERIZ BT, fEE
RN X RVT 7 F BV 1A 250mg £ TG Sz, PHITE Z2WEERIT#RE SRy, 737
DU DOBMER G X DR OB, TERITERD STV, AFI OB ER 5Tk D ER R TBRIEIT 20,
WERGOLAICIE, BEOREBATERSBIE L, LBEIOS U CHYZRIRRIEEZITO 2L, N T 7o
JVEEWEBRRAREAT 570, MIKENTICE > TRETE S REEIEVWEEZ 2 6hd, 7 I 7Y 03
TEBHTIC L —HBRENATRE/R T2, MBS U CRIBMITEITIC L DL EEZET D L,
BRALEOIE
BE I TN
ZTOMDEE
(1) BEEREAIZED 1HER
BE I TN

(2) FERGEREABRICE D < EHR

15. 2 SEBREREABRICE D < Bk
T ITVNIONTE, BEHFERBRICBW THWRAKRREFHBIERZ R LI ORERH D, £,
EMONAFEMERBRICB W TP AN EZRBO o2 L ORENH D, B MR Y kA A 7=
REFERERCIL 300ug/mL LA E, ~ 7 R U Lo iR A F O 72 i s 7292 B BR T IT 2000pg/mL LA T
BtEE R LTz, ~ T AROT v hEAWEERONAFMERER CIX, BEAEICBIT S haHREE
(AUC) D 1015 (w7 RA) K58 ME (T v b)) £TOBRBERICBWT, BORAMTRO b2 hoTz,

(fift)
LFORLIEEBD, 73700250 T, —HOBIREERR THEORRNF LN TR, 717V
FREEREFRENEZAT L2 EMRE SN TND, LEER-> T, b MEAAIZ LT 256 I3BERN

IRfERME LR O AR FICEET D 2 L,

S 3I 7DV nEEEERBREE

g AAHEEAL FITVVv
b MR Y Nk E W TR AR 2L Bk (300pg/mL)
FH U ) BBPE (2292.5ug/mL)
~ DAY T g—~ TK kB 7L Bt (>2000ug/mL)
In vivo ‘B #fi/MZaBR (7 > b) PRl Rt




X. JFERERHERICE ¥ SHA

1. REBHER

(1) EFEEHAER
VI. HZhHEKPICEET HHE | OESMK

(2) REMREHER
FATFZIEAF FY DLW

REHE | B AT j*fjg By b e T ARG

FRAR & OF Z v b —IER R O TR, BF | BN 50. 150, 500mg/kg WAL

A FRER Te B B0 QNS A TR

RSN Z vk IEREEE /N A — X & 50. 150. 500mg/kg T L

D IfAE HEK-293 | hERG T — /L& invitro | 1. 10, 20uM 10 KO 20uM DFiZE R
A ITFNEi, 115, 16.1%
WL DB R AT A —H 48| 100, 300, 1,000mg/kg | §%e7 L

a=Hi[a| Bt 5

TEETFOREZ v MIBWT, et L7zREHAETH S 500mg/kg £ T, REIZEE L 72178 ~D 228 K OV
SR IEERIIRRO benoTz, 72k, 7 v NI 500mg/kg & BH LR 2 F g, 7 v b 14
H R EHR G BRIC B 25 1 B OBRFEE (Cmax=87.1ug/mL) HAMFEL T, B M RAT 7T
V% 50mg 1l H 1A G LRI PR S 402 Cmax DF) 24 {512/ L7,
HEZ > NZ RVT 7T Ev% 500mg/kg & CHIRRR D& G- L, #5456 Rt E TE=4#—L TH., MFRE
INT A= BRI HRBIIFRD LN o T, 728, 7 v M2 500mglkg & #& 5 LI-RFO R H IR R, 7 v
k14 AIEHR G EERBRICH T 25 1 A OREZERE (AUCo24=1,360pg-h/imL) »HAMEL T, B MR
NT 7T ENVEB0mgl B 1 [ERE LRI PAL S D AUCo2s (53.6ug-himL) DY 25 f5ICFEY L7z,
HEY AT VT 7 Z BV % 1,000mg/kg £ THERE O #EG- L (Cmax=20.1pg/mL ; AUCo.24=259ug-himL) | 5
%24 OTZ Y E=F— LT, BIRE, LHEEEOLER (ECG) /37 A —FITkT 5 EITEO bl
7R T, 72F. 1,000mg/kg £ 55D Cmax X, & MZ KT 27 7 Eb% 50mgl H 1A S LR PR S
LD Cmax OF) 5 fHIAHY Liz, &6, PAxfnieKEERGEERBRICBNT, AT 77 er%
1,000mg/kg/ H £ T 38 &KL L TH ., HGITHEHE LTZ ECG /3T A —Z |1 2 BT b o7z,
KT 75 L 8.38ug/mL £ TOHRE % VT hERG 7 — /LRI )T 2 A Z Mgt L7, iR (20uM
X 8.4pg/mL) IZEBW T, hERG F ¥ F/VEFMN 16.1%HE SN THY ., ICo zHHTHZ LixTE
Teinots, TOREREEIZ. B M RAVT 7 Z /0% 50mg 1 B 1A O U7-Re2E 5 5 i#ER Cmax
(0.037ug/mL ; B FFE G 99%I285<) OF) 227 fFIHEY LTz,
RARMHEIHERIZIB N T, AT 77 B HIV EGYEOBF ISR AEE LI RRC B R EFT IR &
Nixhhole, 6T, BKRHEL EFES Fvr 77 e (REHEH 250mg ; 50mg 1 H 1 [FIE GRS TH)
SMERMVIRERICHY) &5 LIERORFEIIRGTHY | DRI KTT 5 B I A b o Tz,
FITVV

TITV OB E U T RIER KR OATE), PHXARRR, B R, PR - JEBRER R ONTH
{EERRICHTHERE~ D A, T b, BTy b, A XTI 2Z T in vivo DFRERR THET L7z,
ZORER, — IR R OITENRBRIZIB W T, 7> MZTZ I 7Y O 100 & O 300mg/kg DR EEHIZ LD T
FIRB DN, ZAUIRE b0 TH Y AREKFELRD Do T-, F72, 600mg/kg & #EH#H L



X. JFERIREAERICBEY H1RE

7oA X (HEPE) (a3 22 B 7228, 1,500 (REPE) K& 081,000 (MEPE) mglkg (1 H 2 [El#e5) oA X 12 %
AR5 FBRIZBW TR DOFEBUIFE O B IR o Te, £ OMDORERIZINTT I 7 V1T K2 8IERR
D LIRS T,

(3) ZDithDFEEBHER

BT BFE AR B R

FATZSEAF Y 7.4 109 . 106

BEFOFHIVIE (RF TV TABEL, 277 LYY XETEL mEF L, 77 L)L,
enfuvirtide, 7 7RV, FALT TN, wTERY) &L RAVT 7TV ETF =y —R— A THEAR
BTz invitro PFIEBROFE, T_RTOEAINT, KATZ T EL L DMBEDEC LI YA L
ZAEF ORISR TAE TN ER BT,

RAT7FEND, 81 BEOBR, ZRE, AL F 3 FARENT v AR—Z x5 REERH L
T, AT 3T (MCA) ZHRIZ DI 10uM T 64% DO 2w LTz (BB %2 =50% & E#%) .

2. SEHER
(1) BEHESSHHER
RVFZIEAT R 7L 00
RVT 775 eV O BRI OG-3RBS L TV e, Ty B RO L0 14 B R ER 0 & G- atEak
BB W CaMEELTHE Lz, TOME, RAM&EIXZ ~ ~C 500mg/kg & O /LT 300mg/kg & HIKTF S 4
7=

SITVV
Wit (85 [ o oo T | 91 ] 7€ Wk
(R - )| 3 EkE ¥ | v | Both —JIRRE B TR R A
- A 2,000%2 g 110! 0 |2.000mek HFEB) O | AT Imm
(B6C3F1 % | &1 [4%%%@ } o 10| 0 |xompll | KA | BIEOK A -
7 i) <2 [R5 OB (3 | (3141
E— 7 LR 1,500%2 13| 0| 1500mek HF D RE MR IR
(3~6 g8 [uﬁﬁﬁ@} 013 |0 | mpr | G - PSR MNEEsE (21
» A ) < 2 [A# 5 ) . R (%)
—RRERTREFTRARL
(2) RIEHRESEHHE
A e DAL
BT Py #2540 55 (mg/kg/H) mEER (mg/kg/A)
7 v b wa 4 JEE 2. 10, 100, 1,000 100
Z v b wn 26 1 5. 50, 500 50
% B 4 35 25, 50, 100 50
HL B 38 3 fE 3. 10. 15. 50/30 15

7y FEOYALERNC, TREF&E 26 KO 38 BEONERGEERBRZEHR LAER, 7y PAY
v & BT E R AR ZE O RIFEMEIZ FE S < I E B ERRRD B vz,

7 v b 4 EE G EERER CIX. 100mg/kg/ B LA ORECE RIS (i BRIZE TR, A R AR
a0 BRI OB IS BIER X v, 1,000mg/kg/ H AE CIEEREIEE A B I H A 2 S50, WihblaliE
PEaoR Uiz, HEEMERIT 100mg/kg/ B & HEE Shutz, 26 HCE #5208 T3 500mg/kg/ B #E TR E kS



X. EEREAREAERICREY HIEB

BED M2 2 BN DTG4 T 4 BE%IIEETE U, SEME &1L 50mg/kg/H (5- 180 HIZH 1S
% W1 V- H) g % B - Cmax=47pg/mL, AUCo2=765pug-himL) & HEE Sz, EiHIEEICH T 5RE & (AUC)
i, B hZ50mg 1 H 1MIXiE50mg 1 H 2 [\ E LIZFHC PRSNDBRBEEO T NN 14 LV 10 5T
ol
P 50mglkgl/ H LA LD RvT 77 F ©bL % RAGRE D e LT2RE . B I3 2 28 s 9 (& ek,
TR KOG B U 72 BRAEBI 2 OSBE B3 38 80 BTz, REJD K OWESEIRRESE 1L, TH (LB B
FIREEZ BT, 4 BERERSFEMRER Tl 100mg/kg/ H B T T E AL KGR E A T (2B 0 K SE MM
R, B - FEIREIE LR O FEE . S iRRe O EALICHE S MR IR O ZEE N B SN, TS D%
BTN bR T 30 HRICIZEEMEZ R Uiz, HEaEtEE(T 50mg/kg/ H & HEE Shv7z, 38 B & G-
B TIX, BE5 70 HIZ 50mg/kg/ H 7> 5 30mg/kg/ B 2k L CTHeH- L7z, 50/30mg/kg/ H & C—idtEIZ
I, B, BEHRICIRIEABIZR S iz, 50/30mg/kg/ B BEDOME 1 BIOFREEIZ BRI O IRGEE, Ball, H5HE
BAREOZBEOHMENRO NN, EEETRBINATEY, BEHEEHCH L EEX L,
15mg/kg/ B BEDHE 1 B FHRISCAE 2 B 5 70~104 HICEIER ST, ®EHMEIT 16mg/kg/H (35 270 H
(23T 2 MERET- )RR & Cmax=5.1pg/mL, AUCo2=39ug-h/mL) &H#EE 7z, WENEICK T 2BER
(AUC) &, & FZ50mg 1 H 1[HIi%50mg 1 A 2 A5 LRI PR SN DRI EDOE NI 0.7 X
X 05 Th o7,

A

1) 7y FERniRn®s 15 HikBk (45, 300, 2,000mg/kgx2 [Bl/H) Tk, @mARTECHEICB T
JEDOIRIMER « ~EZ ey « ~v b7 Uy MO, MCV OHIMA A LT,

F 7o, EAEFO MR LR AE - [RIRAEEOEB S 703, WIS AR L& 720 -
Too MEFRMEEIT., PHEICZHT D MR FHIRAEM &K Mg L PR EEOEBNRE CTh o 7o1ow,
300mg/kgx2 [Fl/H & HEE S 7,

2) Ty bEAWEROBE 3 » HiBr (45, 300, 2,000mg/kgx2 [El/H) Tix., mAEREICBW T, BED
ARIMLEREL DA . MCV, MCH, MCHC DN, EMGOIRE, BIRME QYRR R bz,
BT, PHEICEBT 280 MCHC OBEMARBRKE TRHZIZA SN 7272%, 300mglkgx2/ H & HEE
7=,

3) A XEMHWIEREO®KS 3 » kB (45, 260, 1,500mg/kgx2 [El/H) Tix, @fAREOM 3 fi3#E 5~7
HETHEH D WILER Lz, MEET L OWIR R OERERT R LV | SECRNIC A S BERARIEIC
L5 —RERRICE A b EEZ BN, THEMU EORIZBW CRINERELOWR D, BED MCH,
MCV O¥EIN, mHEIZB W THMEREORA . FoEkE. BMIRZERE, BED AST (GOT) - AST
(GPT) - #FZ 77 DO LERENL SN, THERICEIT DM ~DEENREThH 72120, Bl
&L, 260mg/kgx2 [Bl/H & HEE iz,

4) Ty bEAWEROEE 6 5 AER (90, 425, 2,000mg/kgx2 [El/H) TiE, mAEICBW CRILEREE D
J». MCV, MCH, MCHC ®¥ihn, O [ iiEkid . 8IS RIE & £ 5 B & O4F e E
DILER I BT, MEREMEOEEEII N T IS 10%EE X IZFNU T TH o7,

F7-. AST (GOT) . ALT (GPT) O I5H., a1 AT ua— Ak 7Vt T4 ROBADENRLLN
Teo BEMPRIRIZIST D e E O & X EIERERE b 2 b, MEEiEaid, 425mglkgx2 [El/H & HE
TSz,

5) A X &AW REO#E 12 » HikBx (45, 260, 1,000 (KM . 1,500 (M) /kgx2 [ml/H) Tix, A&
UL EDOREIC B W CRILERE DI, MCV, MCHC OINN A Hh, MBREETIHERAEICB N TH &
LIz, T o OEEEIXFHHEM ETIX 10~25%RE, KHETIE 10%BRETh -7, BHETIX
F RO (ZEEER 30~60%) ROHMA~D~EDTF Y L IbE LRS-, £72. AST (GOT) .
ALT (GPT) @ EANH LT, FOMBIREIXEb o7z, WaEttEix, (AR TOMmK~DE
BN O LSRR O B A& 8 L. 45mglkgx2 [ml/ H AR & HEE Lz,

\i
/]



X. JFERIREAERICBEY H1RE

(3) EifnEHRER

N %atr A=V % sl Ry N NE

AIEE 2 O DI IR 2R BRI L O L5178Y Miflaz Wb~ AU 7 —v R NS N 512 L 5
invivo 7 v h/NEZEBRIZEBW T, AT 7 T BT IR - 28R B O R B 255 Lo 1=,

SITVV

AU & O D18 )R 28R 28 BLERER . in vivo Ye b R ELH AR Tl Cdh - 7223, in vitro Ye i iR B 3R C I
KRG OB O ST OE A& (300pg/mL K O 2,292.5ug/mL) 1233\ T G a4 5L B EE O BN 28 Fx
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W74 Dovato

FIE - Bk Each film-coated tablet contains 50 mg of dolutegravir and 300 mg of lamivudine.
FETEHH 20194 H

PIEREESTES

BRE TN AR

DOVATO is indicated as a complete regimen for the treatment of HIV-1 infection in adults with
no antiretroviral treatment history or to replace the current antiretroviral regimen in those who are
virologically suppressed (HIV-1 RNA less than 50 copies per mL) on a stable antiretroviral
regimen with no history of treatment failure and no known substitutions associated with
resistance to the individual components of DOVATO.

MiER O &

FER O A

Testing Prior to or When Initiating Treatment with DOVATO

Prior to or when initiating DOVATO, test patients for HBV infection.

Pregnancy testing is recommended before initiation of DOVATO in individuals of childbearing
potential.

Recommended Dosage

DOVATO is a fixed-dose combination product containing 50 mg of dolutegravir and 300 mg of
lamivudine. The recommended dosage regimen of DOVATO in adults is one tablet taken orally
once daily with or without food.



https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/211994s014lbl.pdf
https://www.ema.europa.eu/en/medicines/human/EPAR/dovato
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Each film-coated tablet contains dolutegravir sodium equivalent to 50 mg dolutegravir and 300
mg lamivudine.

FETEAEH
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Dovato is indicated for the treatment of Human Immunodeficiency Virus type 1 (HIV-1)
infection in adults and adolescents above 12 years of age weighing at least 40 kg, with no known
or suspected resistance to the integrase inhibitor class, or lamivudine.

FE K O &

EROH & -

Dovato should be prescribed by physicians experienced in the management of HIV infection.
Adults and adolescents (above 12 years of age weighing at least 40 kg).

The recommended dose of Dovato in adults and adolescents is one 50 mg/300 mg tablet once
daily.

Dose adjustments

A separate preparation of dolutegravir is available where a dose adjustment is indicated due to
drug-drug interactions (e.g. rifampicin, carbamazepine, oxcarbazepine, phenytoin, phenobarbital,
St. John's wort, etravirine (without boosted protease inhibitors), efavirenz, nevirapine, or
tipranavir/ritonavir). In these cases the physician should refer to the individual product
information for dolutegravir.

Oral use. Dovato can be taken with or without food.
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KIE O RS CE Pregnancy
(202341 H) Pregnancy Exposure Registry

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

Risk Summary
Data from an ongoing birth outcome surveillance study have identified an increased risk of

neural tube defects when dolutegravir, a component of DOVATO, is administered at the time
of conception. As defects related to closure of the neural tube occur from conception through
the first 6 weeks of gestation, embryos exposed to dolutegravir from the time of conception
through the first 6 weeks of gestation are at potential risk.

Advise individuals of childbearing potential, including those actively trying to become
pregnant, of the potential risk of neural tube defects with use of DOVATO. Assess the risks
and benefits of DOVATO and discuss with the patient to determine if an alternative treatment
should be considered at the time of conception through the first trimester of pregnancy or if
pregnancy is confirmed in the first trimester. A benefit-risk assessment should consider
factors such as feasibility of switching to another antiretroviral regimen, tolerability, ability to
maintain viral suppression, and risk of HIV-1 transmission to the infant against the risk of
neural tube defects associated with in utero dolutegravir exposure during critical periods of
fetal development.

There are insufficient human data on the use of DOVATO during pregnancy to definitively
assess a drug-associated risk for birth defects and miscarriage. The background risk for major
birth defects for the indicated population is unknown. In the U.S. general population, the
estimated background rate for major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.

In animal reproduction studies, no evidence of adverse developmental outcomes was
observed with dolutegravir at systemic exposures (AUC) less than (rabbits) and 50 times
(rats) the exposure in humans at the recommended human dose (RHD). Oral administration
of lamivudine to pregnant rabbits during organogenesis resulted in embryolethality at
systemic exposure (AUC) similar to the RHD; however, no adverse developmental effects
were observed with oral administration of lamivudine to pregnant rats during organogenesis
at plasma concentrations (Cmax) 35 times the RHD.
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Lactation
Risk Summary
The Centers for Disease Control and Prevention recommends that HIV-1-infected mothers in
the United States not breastfeed their infants to avoid risking postnatal transmission of HIV-1
infection.
Dolutegravir and lamivudine are present in human milk. There is no information on the
effects of DOVATO or the components of DOVATO on the breastfed infant or the effects of
the drugs on milk production.
Because of the potential for (1) HIV-1 transmission (in HIVV-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
DOVATO.

H[E D SPC Fertility, pregnancy and lactation

(202343 H) Women of childbearing potential

Women of childbearing potential (WOCBP) should be counselled about the potential risk of
neural tube defects with dolutegravir (a component of Dovato, see below), including
consideration of effective contraceptive measures.

If a woman plans pregnancy, the benefits and the risks of continuing treatment with Dovato
should be discussed with the patient.

Pregnancy
The safety and efficacy of a dual regimen has not been studied in pregnancy.

Human experience from a birth outcome surveillance study in Botswana shows a small
increase of neural tube defects; 7 cases in 3,591 deliveries (0.19%; 95% CI1 0.09%, 0.40%) to
mothers taking dolutegravir-containing regimens at the time of conception compared to 21
cases in 19,361 deliveries (0.11%: 95% CI1 0.07%, 0.17%) to women exposed to
non-dolutegravir regimens at the time of conception.

The incidence of neural tube defects in the general population ranges from 0.5-1 case per
1,000 live births (0.05-0.1%). Most neural tube defects occur within the first 4 weeks of
embryonic development after conception (approximately 6 weeks after the last menstrual
period). If a pregnancy is confirmed in the first trimester while on Dovato, the benefits and
risks of continuing Dovato versus switching to another antiretroviral regimen should be
discussed with the patient taking the gestational age and the critical time period of neural tube
defect development into account.

Data analysed from the Antiretroviral Pregnancy Registry do not indicate an increased risk of
major birth defects in over 600 women exposed to dolutegravir during pregnancy but are
currently insufficient to address the risk of neural tube defects.

In animal reproductive toxicology studies with dolutegravir, no adverse development
outcomes, including neural tube defects, were identified. Dolutegravir was shown to cross the
placenta in animals.

More than 1000 outcomes from exposure to dolutegravir during second and third trimester
pregnancy indicate no evidence of increased risk of foeto/neonatal toxicity. Dovato may be
used during the second and third trimester of pregnancy when the expected benefit justifies
the potential risk to the foetus.

A large amount of data on the use of lamivudine in pregnant women (more than 5200
outcomes from first trimester) indicates no malformative toxicity.

Animal studies showed lamivudine may inhibit cellular DNA replication. The clinical
relevance of these findings is unknown.
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Mitochondrial dysfunction

Nucleoside and nucleotide analogues have been demonstrated in vitro and in vivo to cause a
variable degree of mitochondrial damage. There have been reports of mitochondrial dysfunction
in HIV-negative infants exposed in utero and/or post-natally to nucleoside analogues.

Breast-feeding
Dolutegravir is excreted in human milk in small amounts. There is insufficient information on

the effects of dolutegravir in neonates/infants.

Based on more than 200 mother/child pairs treated for HIV, serum concentrations of
lamivudine in breastfed infants of mothers treated for HIV are very low (< 4% of maternal
serum concentrations) and progressively decrease to undetectable levels when breastfed
infants reach 24 weeks of age. There are no data available on the safety of lamivudine when
administered to babies less than three months old.

It is recommended that HIV infected women do not breast-feed their infants under any
circumstances in order to avoid transmission of HIV.

Fertility
There are no data on the effects of dolutegravir or lamivudine on human male or female fertility.

Animal studies indicate no effects of dolutegravir or lamivudine on male or female fertility.

F—=ArZ7 U7 Category : B3

%3¥8 (An Australian

categorisation of Drugs which have been taken by only a limited number of pregnant women and women of

risk of drug use in childbearing age, without an increase in the frequency of malformation or other direct or

pregnancy) |nd|r9ct _harm_ful effects on the hur_nan fetus ha\(lng been observed.

(2023 4F 2 H) Studies in animals have shown evidence of an increased occurrence of fetal damage,the
significance of which is considered uncertain in humans.
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Hi i RLARNA
KE DG CE The safety and efficacy of DOVATO have not been established in pediatric patients.
(2023 41 H)
H[E D SPC The safety and efficacy of Dovato in children aged less than 12 years or weighing less than
(2023 43 H) 40 kg have not been established. No data are available.
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Antiarrhythmic : T Dofetilide Coadministration is contraindicated with DOVATO.
Dofetilide
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