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LB SEREE27.50mg (U LEE Y Y E LT
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5.1 FANL, 74 ZERRBOZFE L 2 <, Y10 ZFI6 AL
LBIZBWTT AV AZAH] (b MaBEARE Y AL A[HIV]-1 RNA
E7850copies/mLA ) RSN TEB D AEIDOAEMRTIHNT S
M EE R 23729, FEAOT 0 PEYTh 5 ks h
HIHIVEEABERE ICHERT 22 &, [17.1.1, 17.1.2508]

5.2 AFENC K BIBEICH - > Tldk. BEORERROTRELES
WX BRI R R GRS FRUARIT & 2 W IXRIABIRNT) 2 BE 10
TBHZE,

53 FRFNERILF I LRI ILEL ) YOEERE2EET
AEEHITHAHDOT, VL) Y ORBRAMSLELBEE
CRENOY LYY VBE(ZY 25> ME)EAVWS I &,
(7.1, 7.250R]
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7. BERUARICEET 538

7.1 AN HIV-URLRE I8 LT LRI TR T b O Th B
O, MOFMHIVEEHHALZWI &, 72720, ULEEY V2%
BIHEST 5REN B HEE 2R [5.3, 7280

7.2 KAEY T 7 TFYERGBRAT HEAR. ULEL Y LA
IE25mgl BIEGEAT 32 &0 25, U7 7 7F > ORI ZS
ELAB AR, VLEE ) S BEOREEHIET 52 L, [5.3,
7.1, 10.2. 16.7.2&H8]
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WTKLFHIALREAZB%. HRTHZ &,

- RANGHIVEBREORIBFEEE TEZ W L5 HAIRR
Pk G OHIVEBYYE DM E IS BR % FAE L 5 iTHE
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TRTHEHEEICRET S &,
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9. PJEDERZFT I IEEICEHT I EE

.1 BHIE - BIEEEDH S EE

A1 FEIRZEEC LY TVES

&A Y Y AMEE. ZFLWRIR. S 0FENM. S - Mk 2.
RREQTEREEEMERSEDEETIE. QTEEIC L D REIRAPSFH
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1.2 BRI [GCEIFFR D 1 IV A EERRREE
IEEDEILOBEND D 5.
FILFZ7SELRTYILEEY v 2HARES L-ERREICS
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1 6 F N 72 /3591 B 761 (0.19%. 95%(5 #EXE0.09-0.40)
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LTWW i@ h o7z 1193614142141 (0.11%. 95%(SHEX
f0.07-0.17) HIVEEH O 54 F 1172 B 11963041 #8744
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50 BRI TICBWTHIVICEEE L7 R I3 2 T RETH L,
FLTFZ7Ielide MITHICHRITT 2. FLT 7T ELOR
RIMEEBE I 2 FITHIBE O M (R E [#F]) 13, 0.033
[0.021-0.050] CTH 3 Z L AMESNTVBY) JEAT—%),
ey vidk bOFATHICBITT A2 0EPIIRHTH S,
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13.1 L&
R T 75 VG MEEIICE O RESNAAREREIENC &
PHESNTWVEYY, JLEPEYY VREBEVWEHEAR2ET 5
728, MBBHTIC & DRETE B HREEIZEV, [16.3.25 0]

16. Z4nEHHE
16.1 MR
16.1.1 BEEOERS
TR 6B AR A B ICHERFEORS Lo MmEES NLT 7F el
ROV LELY v OEYEEISS A — & ZHK-1TRTT,
#-1 BERBRAICKEZEOROKRS UEROMmEG RILFISEIL
RUOUIEEY Y OZEYBHEE/INS X—5

Crnax Trmax®? AUCo-in ti2
(pg/mL) (h) (ug - h/mL) (h)
[N 3.0
FLT 27 FEL 4.2£0.6 (1.0~5.0) 93.9%25.1 17.5+£2.8
SN 4.5
D + + +
Ve 0.1£0.05 (3.5~6.0) 4.2x1.1 39.1+12.1

PHME +AEER R, 16/

1) ARl ()

TR ALL3GIC AR %2 BH%ICHERORS Lo mEER Ly 75
VR OISR Y LEE ) VEEH#ER % K- R OR-212, M8ER RLT 75
EILRGYILEL ) > OEMEEST X —5 2E-2RTY. NLTF TS
ELERBOREIC L DES 2 IS N, 5B 30 M CREmEEHE
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BE®RER ()
H-2 BREAICEHZEEROKRS LBBOmEPYILEEY ¥
IREHE (TIE -+ RERE. 11361)
®-2 BREACFRZEEROKS LROMERRILFISEL
RUVILEEY Y OEYERE/INS X —9

Crnax Tmax AUCo-int ti2
(pug/mL) (h) (pg - h/mL) (h)
o = e s 3.0
: + + +
FILT 7 ZEL 3.7+0.6 (0.5~6.0) 66.9£16.0 14.8+3.1
oy 4.0
! 2 + + +
JLeey v 0.1+0.03 (1.0~9.0) 3.5+1.4 55.8+21.8

FagfE iR ERFE 1136]
D) R AE (FiE)

R A BRI R 2o E4ABIIC RV T 775 EIL50mg % 22 B8 i 1 B [ElE
BE LBOMEER FLT 79 CVBEH#R 2X-31IC. FLT 7T
HEMBNRE)ST X —F ZR-3ITRT . NLT 7T ENNIIERERI3REM TR
AR I U, RIS ISR Th 5 720 o

4.0
3.0
2.0
1.0
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0 24 48 72
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B-3 EmAIC RILT IS EILS0mgZz BERROKES UIiFD
MERh RV T 05 EIVREHERS (918 + iR RE. 1061)
=3 EREAICRILTISEILSIMgZEREROES UTD
3R RILT IS EILOEENHE/NS X —9

Mg RILTF IS ENRE (Leml)

Chax Tmax®" AUCo-nt ti2 Co
(pg/mL) (h) (ug - h/mlL) (h) (pg/mL)
2.37+1.23 ]3.0(2.0~4.0) | 47.7+24.6 14.7£1.56 0.73+0.36
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EERAIC) LEE Y v 25mg 2 A%ICHEEREOHRS Ui, miEhy L
VB RE IR S &SKRM (R RE) ISR MR E (144, 3ng/mL (FF
E) IS Uy K9430 R CFAME) O SR CHEE Lz, PHAUCHin
134542ng - h/mLTd - 7z (F-4RUK-4)" .
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BE-4 RERRAICUILEEY »25mgZzBEEEEOIRS UIiFD
MERh VIV EEY ViRE-ISREHR (TOE + 1R ERE. 86
=4 EREAICUILEED Y 25mgzBEEOROES U0
MIRPVUILEEY V OEYEENS X —5

m#EpYILEEY ViBE (ng/mL)

144

Chmax Trmax™ AUCo-int ti
(ng/mL) (h) (ng - h/mL) (h)
144.3+49.66 5.00(2.00~6.00) 454242001 43.0+10.9

P L IREERE. 86
D) HroRfE (EEEE)
16.1.2 REROKRS
BAHIVERAERE I FLT 7 F EL50mg% 1 HIERS L-RICE T 5
RIS TR OV IR BR OO R R IS B RBAR AT CHETE L 7o ERIRIEIC B
3% FLT 7T ENLOEYFHE) ST X — 5 2R-5IRT GHEAT—%).
K5 BHAHVEBRYEBRECSITBERIRETD
RILT I SEILDEYEE/INZ X —T

ISTA—=4 P57 275 ¥ NL50mgl H1E
AUCo2 (g - h/mL) 53.6(27)
Crmax (p1g/mL) 3.67(20)
Ciau(pg/mL) 1.11(46)
RISEFEEY B RE AT IO HE D < HEFEfE
AT (CV%)

FHIVEIC X 208 EBO 2 WHIV-UBREREZIC, U ILEE Y »25mg
Z1H1ERERO#RS U725 MAERER (C209/% ' C21538%) D RAE % F L
7o R B RN L D87 MR ) L)  OEYERENT X — %
(96 EREIC BT BRA RMEEME) #F-61TRT AEAT—%).
F-6 HIV-1BRMESHEICHIFTIMBERUILEEY VD
EMBNHE/NS X — I HEE(E

NIRA=% FHE + R R rh o ()
AUGCo-24(ng - hr/mL) 2235%851 2096(198~7307)
Co(ng/mL) 78+35 73(2~288)

FHEE SR B REARAT 1 H D < 96ERF 12 B 1) B XA XHEE(E

16.1.3 &EYZHEE S
R ALLGICAR & RILF 75 L (50mg) KUY LEE Y > (25mg)
AEBICHERORS U, BAIGHHAR G L EGAIRSROBER L R
L7co RAMRSEEDAUCH L U Cradd BAIFRAZRGREHELTRL
T IENTRENZNRA% R OKISBIEM L, YILEE ) > Tldfll%
ROKI2%HEN U7z BAIRSHE RLF 75 ELBEHRO) LEEY ¥
HADOHAFEREDO LT 7 I ELERTIILEL Y > DAUCHK U Crnax
W& AR R 0 ) T AR E (B O B D90 % (F X E40.80~1.25
OEFN) 2wz LizY GFEAT—%).

16.2 DRUX

16.2.1 BREDHE
AHZBBIHEE LZE,. FLT7SELECYLEREY VOBRERNHE
Uiz, ZERE RN THRUBERHETIE. FLT7IELDAUCH
in013HI87 % CmaxlEHKI75% L OHIT2%EA L. Y ILEE Y > DAUC -
13HI57% T2 072% Cnaxld89% K ' 117% AL 728 (SEATF—%),

16.3 16

16.3.1 RILFISEIL

(1) MEIFFEHES:
In vitroT®. RILFZ7 IO hMEEEZEEGRIZNG. 3% TH >
720,

Q) 7teE
BERABEIC FILT 7T EL20mg (BER) ™ % BER OIS LzEO
RO OSHERIZI2.5LTH > (BEAT—%),

(3) MERFBITIE
b TR/ i (F1E) 130.441 ~0.535CTH D
MERFATRIZEA - 72 (5% K)o

(4) IEAESBIEY
Mg LT 75 L OB E I BERA TH0.2~1.1%., h%EED
FFHERERRE B E TH0.4~0.5%. BEEOSHAERESRE TH0.8~1.0%.
HIVEGHERET0.5% Th -7 (BNEATFT—%),

RILF 7 I LD

(5) BB BERN DT
RILT 7 I EVEMERRFICS DT 5 RILT 7T EIL50mg RO 7 N7
ELe00mg + 7 37V 300mg A P S S N HIHIVEIC K I8RO
BORAHIVEZUERZ BBV T, FILT 275 EILORMEREHEE (b
JHE)IF18ng/MLTH D MEEFIEEDO.11~0.66% TH o7z (HEAT—%)o

(6) ¥R
FILT 7 Z NN EZER O BEDETEERICHTRT %0
B AIEIC FLF 275 ¥ L50mg/ H %25~ 7THRE O S Lo +E
SR, TEERASEOBEMICBT S FLTF 7S LVOAUCIHESR
RETOMEEF FILF 75 ELOAUCD6~10%TH -7z (SHEAT—%).
F7z. BERABMEIC FLF 75 E)L50mg/H28HREIEORS LzkD
BHREROEBAZICBIT 5 FLT 75 EILDOAUCIREERETOMmEES
FILF 7S ELDAUCDTRIT% TH - 7z (FFEAT—%),

16.3.2 UJLEEVU Y

(1) MEZEEFEESE
In vitroT®. YILEEY YOk MEEAJBERIZNG. 7% TH 7.
[13.1%0]

() r=E=)
In vitroRE T, VL) VIZEICT LT I TS L CREBITE) O

16.4 X3

16.4.1 RILFISEIL

(1) (XaiEER
In vitro®RE T, NLF 27 FELIEEICUGTIAIT, —#UGTIA3.
UGTIAI T L 7urvBiaganiz!) o £72. FLFZSELIE
CYP3A4TH—FRB SN o [10. 5]

16.4.2 UJLEEU Y
In vitroREET, VL) VIZEICCYPIAIC KD RETE D, [10.308]

16.5 HEtt

16.5.1 RILFI'SEIL
A FLT 75 E)L20mg™ 2 BERRE O S U 72 o E 2 JEiER
BETHD, BROBSED3B MW RE(LAE LTEFICHRt SN, £
7oo RAPICIGROBSEO3I% vt S N, ZOMRIFI8.9% BT —T )L
BV 70 AR, 3.6% BN-E7 L F IR, 3.0% B3R D ILALD
LA TH . REMMEAZI%RTECH > 72 (SHEAT—5).
BRELAICHC- FILT 77 ¥ L20mg (BER) ™ & BERE RS L 2ROk
BEEDK. 7% PEALAREY & L CORERICERS N (SHEAT—%).

16.5.2 UILEEU Y
fERERLAICMC-Y L) ¥ (7EA]) 150mg™ 2 BEE RS Lo, &5
U 7 S HUETRE D 85% (FH9ME) 783, 6.1% (FHME) AR S BN S
7oo BRRURFPORE(MEDEIE L, ZN2NHE5ED25% (FHEE) %
Pl%KiETH 72" HEAT—%),

16.6 WEDEREZHFITDEE

16.6.1 BiSREEEEE

1) RILFISEI
EEEREEEGH. 7L 7F=>21) 7T A (Ccr) : 30mL/minAi)
ETHEFHICRLT VT ENL50mg % BERREORE U BOMRIZE-T
DEBYTH-72T (HEATFT—%),

K7 BREANUEEOBRERSEEC FILTISEILSIMgZ
BERORS LIEROMmED RILT 7S EILOFEYERE/NS X —9

st N . HETHAERERE (8F)
KM/ $F X~ BRURA (81) (Cer : 30mL/minziE)
Cox(p1g/mL) 1.86(45) 1.50(34)
AUCom( pg - h/mL) 37.1(58) 23.5(48)
ti2(h) 15.4(15) 12.7(31)
A (CV %)

@Quieeuy
BHAEREREAMRE LZHBRIERBL THanD, YILEL) Y OF
PRIRERN TH 570, BRERZFICIDVILEEY Y ofrtticizE A
EHEEZRIFESBVEHEESNSOY JWEAT—5).

16.6.2 FHEEEEZSEE

1) RILFI'SEI
RS EATHEERE (86]. Child-Pugh?8 : B)2E T H2BEICRLT 7S
EIL50mg % AR ARG Lz BORERIIR-8D LB TH o721 (4E
ANT—%)s

®-8 BEREARUDEEFEERESERECRILT IS EILS0mgZ
BEHRORS UiEOmRD RILT IS ELDEYFENS X —5

"~ om 4 TR AT RER B (861)
EYBREI ST X — 5 TERAR A (851) (Child-Pugh## : B)
Crmax(pg/mL) 1.80(49) 1.78(17)
AUCoins(pug - h/mL) 37.3(47) 38.5(30)
Ca(pg/mL) 0.57(44) 0.59(36)
A (CV %)

QuiEeyy
BT E (86, Child-Pugh?¥8 @ A) T ONFh &5 BT AERE 2 (8631
Child-Pugh%¥ : B) B#ICU LY »25mgx 1 HIEREZOHS L
TR DMERIIRIDEBVTH 7Y (HEAT—%),



x99 BEREARUFEERSZESEICUILEEY V25mgzREROKRS
UM UL EEY » OEYIENEE/NS X—5

OB e | e | PROK
R5 A=Y _ ‘ o
(Child-Pugh £ : A) | [90% (EE=A]
1.268
Crmax(ng/mL) 144.3(35.70) 187.0(66.31) [0.9804~1.641]
Tumax (hr) 5.0[3.0~12.0] 5.0[2.0~24.0] -
1.467
AUCux(ng - hr/mL)| 2152(538.1) 3206(1080) [1.144~1.881]
ti2(hr) 60.59(20.03) 80.82(33.17)*V -
S FEETRERERE | R
JEIIE | A a6 (81) FHOK
(Child-Pugh 53 : B) | [90% (BHIXH)
0.9496
Crmax(ng/mL) 146.8(30.21) 143.5(49.69) [0.7514~1.200]
Tumax (hr) 5.0[3.0~5.0] 20.0[2.0~24.0] -
1.052
AUCu(ng - hr/mL) | 2318(385.9) 2525(851.2) [0.8379~ 1.320]
tr2(hr) 56.01(21.31) 90.56(37.04) *¥ -

SEEME (FREEMRZE) . Tmax @ FPoRfE [HEH)

ED 76 E2) 56
16.6.3 1w, EiF

EARAFEA O HIV-TEGSE R (1561) 1o, YLy »25mg#x 1 H1[E#E
L7zEE. YLEE Y ¥ DCmaxs AUCun KU Cminld, HIER (6~ 1238 ;5 11
) E B L TENZTN21%. 29% K U35% A Uy iEgREER (1341) Tld.
ENEN20%. 31%KRVNR%FD LIz (HEAT—%). [9.55H]

16.7 FEYMEEIER

16.7.1 In vitro

N 2HICEDD bS5V AR—9—

RV F27F ik Pgpk O'BCRPOEE TH %1917

Q) HERICENHD bS5V AR—9 —
FILT 27 ZEide FOATL. OAT3. OCT2. MATEIKXUMATE2-K%
M UTEEEEE L7z (ICx : Z2h 212,12, 1.97, 1.93, 6.34%024.8u

M)ZO)‘ZI) °

[10.2H]

16.7.2 ERAREAMEE(FRAEER

M RILFTSEL

FLT T Z N HAEERE LI-ROEMERL/ ST A —5 DZE(LEE-10
KOFR-1NTRT GHEAT—%), (7.2, 10.1. 10.22#]
10 RILFISEIHHAEOENEEBICRIETHE

RV 7275 L Bf R e /3R R IR O fF

A% e -
o e EOEMBAE 5 A — 5 ORATTHO
GRS O 7;!%@ BUE | (g00 fasaEch)
CarXi3Ca| AUC Coe
TFELIALT | Smg | |0 1.02 1.03 0.9
9o —10.035mg?| 1H2H (0.93,1.11) | (0.96,1.11) | (0.91,1.08)
P somg ||, 0.9 0.98 1.00
20-150mg® | 1H20] (0.91,1.07) | (0.91,1.06) | (0.94,1.06)
o 25m 0.95
25763mg | (NG | 10 - o)
Nflmg:;‘;gm somg | | 0.93 0.98 0.89
i 1526 (0.85,1.03) | (0.91,1.04) | (0.82,0.97)
g
FJ)REL YVVT
’ 7 | somg 1.19 112 1.09
igééﬁg’lﬁiﬁ 181E | |(1.04,1.35) | (1.01,1.24) | (0.97,1.23)
ARFLI | Smg | |, B .79 1.66
500mg 1H2E® | 1HIE (1.65,1.93) | (1.53,1.81)
ARRLIS | smg | |, B 2.45 2.1
500mg 1H2E® | 1H2M (2.25,2.66) | (1.91,2.33)
5555 7€L | somg | |, 1.06 0.98 1.03
fomg 1AIE | 1AIE (0.88,1.29) | (0.83,1.15) | (0.84,1.25)
x-11 HEEN RILFIS EILORYEIERCRE TS
A D s Sy A
e | o EYBIE/ T R — GR=
GRS O i 7?:@ PUE | (o0 (R sEBE )
= CoXi3Cx | AUC Corer
TEIFEL | dmg | |, 2.80 1.91 1.50
40mg 1EIEY | 1E1E (2.52,3.11) | (1.80,2.03) | (1.40,1.59)
7ZYFEL+Y b
Fen Bmg |, | 2.2 1.62 1.34
300mg+100mg | 1HIE (1.97,2.47) | (1.50,1.74) | (1.25,1.42)
1H1E®
FIREL DU
AL 1581?1% 5o 802.91204) © 911'01111> 0 807.91708)
300mg  1H1ES . AL Oh L
FILFEL+1
FenL Bmg |, | 0.62 0.78 0.89
600mg+100mg | 1E1E (0.56,0.69) | (0.72,0.85) | (0.83,0.97)
1H2E
T77CL>y | Smg |, | 0.5 0.43 0.61
600mg 1HIE® | 1HIE (0.18,0.34) | (0.35,0.54) | (0.51,0.73)
TRFCU> | Smg | o | 0.12 0.29 0.48
200mg 1H2EY | 1H1E (0.09,0.16) | (0.26,0.34) | (0.43,0.54)

AR/ RGO RV T 75l

% o=
. S DEYBEEIST X — & DRAFEOH
s NEE=] > i '
PREXRUHEZ 7;:@ [GilE~4 (90% {2 HE )
= Ca¥l3Cu | AUC Crnax
IrIEY+5L
*2%&"; 'i gogmt Y| somg . 0.63 0.75 0.88
& & | 1H1m (0.52,0.76) | (0.69,0.81) | (0.78,1.00)
+100mg
1H2E
Troeu Hae
Tk T somg | 1.28 11 1.07
& & | 1 1M (1.13,1.45) | (1.02,1.20) | (1.02,1.13)
100mg
1 H2[E
RRAT U TLFEL
+URFEL | Smg |, 0.51 0.65 0.76
700mg+100mg | 1HLE (0.41,0.63) | (0.54,0.78) | (0.63,0.92)
1H 28
grFeL -y b
e omg | | 0.94 0.97 1.00
400mg - 100mg | 1AL (0.85,1.05) | (0.91,1.04) | (0.94,1.07)
152@29)
KL VI =
YLPL - KERET | Somg || 0.26 0.26 0.28
ZRYYL B (0.21,0.31) | (0.22,0.32) | (0.23,0.33)
20mL BE®
BIRKE LT VI =
L)L - KR b=
TR somg | | 0.70 0.74 0.82
20mL B (0.58,0.85) | (0.62,0.90) | (0.69,0.98)
B 5% 2850
Hi[EP )
®ELs I A | smg | 0.68 0.67 0.65
15 1EIEY | HE (0.56,0.82) | (0.55,0.81) | (0.54,0.77)
W@IZJ’&;;A somg | |, 0.61 0.61 0.63
sy | (0.47,0.80) | (0.47,0.80) | (0.50,0.81)
W@SO’&;; 2| somg . 1.08 1.09 1.07
W () H[w] (0.81,1.42) | (0.84,1.43) | (0.83,1.38)
REEFIIL ™ L
1200mg somg | |, 0.90 0.94 1.00
1354 2R G 0.68,1.19) | (0.72,1.23) | (0.78,1.29)
$E35)
77;3%5;3* somg | |, 0.4 0.46 0.43
sy | (0.36,0.54) | (0.38,0.56) | (0.35,0.52)
o —
77%%? # | somg o 1.00 0.98 1.03
sy ¥ (0.81,1.23) | (0.81,1.20) | (0.84,1.26)
7 < IVEEE—8k
324mg somg | |, 0.92 0.95 0.9
540 H[E] (0.74,1.13) | (0.77,1.15) | (0.81,1.21)
$@35)
AAT7T— | somg | | 0.9 0.97 0.92
4mg 1HIE® | 3@ (0.75,1.21) | (0.78,1.20) | (0.75,1.11)
prednisone
(ErARR) | Smg | | 1.17 111 1.06
eOmg 1816 | 1H1ME (1.06,1.28) | (1.03,1.20) | (0.99,1.14)
(iEk)
V77 eV E [ Somg | 0.28 0.9 0.57
600mg 1HLE® |1H2E* (0.23,0.34) | (0.38,0.55) | (0.49,0.65)
U772 €Y | S0mg 1.22 1.3 118
600mg 1HIE® |1E2E= | 1 | (1.01,1.48) | (1.15,1.53) | (1.03,1.37)
U7 777> | 50mg 0.70 0.9 1.16
s00mg 1HIE® | 1H1E | ° | (0.57,0.87) | (0.82.1.10) | (0.98,1.37)
Tipranavir
(Wiﬁﬁ”” Ml somg u 0.24 0.41 0.54
soome200mg | 11 (0.21,0.27) | 0.38,0.44) | (0.50,0.57)
1H2E
FITLEL | Smg | o 1.37 .25 119
750mg  8EsRIEY | 1HIE (1.29,1.45) | (1.20,1.31) | (1.11,1.26)
(%6%2% S0mg | 1.08 1.07 1.05
soomg | seerige | |E1E (0.91,1.28) | (0.95,1.20) | (0.9,1.15)
ALSTEES | Smg | 0.27 0.51 0.67
300mg 1H2EY | 1H1E (0.24,0.31) | (0.48,0.55) | (0.61,0.73)
Y755 ACL | 50mg 1.45 1.3 1.29
omg LEIE® | 161E | 2 |(1.25,1.68) | (1.11,1.59) | (1.07.1.57)

ED) FLT 7 ELS0mgl H2EH S &Y 7 7 Y Y 2L LT /o8

IL50mgl H2[EH# 5 & o Heok

H2) FLT 7S ELS0mgl HIEHS &Y 77 Y EY VA FRALERLTZ S5

)L50mgl H2[EH 5 & o Heok
Quireyy

VYR v EXEREERIOHRIC & S EMBREADHE 2 R-12KUFE-13
I0RY . 7.2, 10.1, 10.228]



=12 UIWEEY VHHAZOZYEECRIFTHE
S YL >0 R/ IR BRSO fF I 38
. ! DEMBIE/ TS X — 5 DRAFEO K
PIHEROHE |V ;@ﬁﬁ 5% (90% (SR )
- Crin AUC Crmax
’Z)O/n; 7| somg | 1.12 0.9
A 1H1E (0.99,1.27) | (0.80,1.14)
FIHREN DT
WY ATvMEE| 150mg | o | 1.4 1.23 1.19
300mg 1H1E (1.10,1.38) | (1.16,1.31) | (1.06,1.34)
151"
yé'(’)gmt | 150mg | 089 0.89 0.90
g 181E (0.68,1.16) | (0.81,0.99) | (0.81,1.00)
1A1E
Dfogmé’” 150mg | | 0.89 0.9 0.96
fevee. 1816 (0.73,1.08) | (0.89,1.10) | (0.88,1.05)
7’%07;;” smg | o, 1.27 1.09 1.10
[Hom 181E (1.01,1.60) | (0.81,1.47) | (0.77,1.58)
K 73070371’ 1s0mg | |, | 1.0l 1.03 1.03
e 1810 (0.94,1.09) | (0.97,1.09) | (0.93,1.14)
1517
K 76—’;)(;/mtgw 1s0mg || 0.99 1.02
o A 181E (0.92,1.07) | (0.93,1.12)
rhary =L
CIf : EPARSSE) | 150mg ||, | 0.34 0.76 0.85
400mg 181E (0.25,0.46) | (0.70,0.82) | (0.80,0.90)
151"
*"Z{fng_” 1s0mg || 0.86 0.86
| R 1H1E (0.76,0.97) | (0.68,1.09)
T bzoo‘m”l’ 150mg | | B 0.92 0.97
BEP 11 (0.85,0.99) | (0.86,1.10)
IFZIWVIANTY
Tl smg || 10 1.14 1.17
0.035mg 1H1E (1.03.1.16) | (1.10,1.19) | (1.06,1.30)
15 1E
/”’ImegT“’ smg |, 0.9 0.89 0.94
Lo, 1H1E (0.90,1.08) | (0.84,0.94) | (0.83,1.06)
7“”4’0\5;%’ 150mg | o 0.85 1.04 1.3
L 181E (0.69,1.03) | (0.97,1.12) | (1.08,1.68)
7‘3’;\){):%” 1somg | B 1.03 0.98
$@5§ 161E (0.95,1.13) | (0.85,1.13)
”L"gojn”” smg |l 0.97 0.93
ﬁ@;%) 1E1[E (0.87,1.08) | (0.80,1.08)
R()AH R
ARy smg |, 5| 078 0.84 0.86
60~100mg | 1E1E 0.67,0.91) | (0.74,0.95) | (0.78,0.95)
1H1E
S(H)AY R
ARy smg |, 5| 0.7 0.84 0.87
60~100mg | 1H1E 0.67,0.92) | (0.74,0.96) | (0.78,0.97)
1E 1@
X;’;;I’;" Bmg | B 0.99 1.02
o 1B1E (0.94,1.04) | (0.95,1.10)
S 7 ;E;‘F’%’ | Bme | 0.89 0.9 0.97
g onE 181 (0.67,1.18) | (0.76,1.18) | (0.79,1.21)
1A30E
”‘lzoprzg“’ smg |, 0.9 1.06 110
i A 151 (0.83.1.11) | (0.94,1.19) | (0.97,1.26)
‘/Oj;;/ 7 Bmg | B 0.98 1.06
%@o(% LE 1] (0.93,1.04) | (0.97,1.17)
BHAREE : —

=13 HAFEPVILEEY Y OEYEECRIITHE

A GF AR/ PR U LEE Y »

JLEE F
\ DENB IS A — 5 OBATHO
PRERURE | )0 | 0% | a0
= =)
= Conin AUC Conax
TaeTY | isomg | g | L0 1.00 1.00
oA 1H1E (0.92,1.09) | (0.95,1.06) | (0.90,1.10)
FIRCL DU
BFS LT LM | 150mg ||| 0.99 1.01 0.96
300mg 1H1E (0.83,1.16) | (0.87,1.18) | (0.81,1.13)
EHER)

il F OF B /RGO ) LY~

ey -
. DI EREIST X — & DKM FHOH
% (B N ] -
PHREXRCHE |V /E(DFH [GilE~4 (90% {2 HE )
- Conin AUC Crnas
FINFENAY R F
e 1somg |, | 278 2.30 1.79
800mg+100mg | 1H1E (2.39,3.24) | (1.98,2.67) | (1.56,2.06)
e
TEFEL - T
v 1somg | | 1.74 1.52 1.29
400mg - 100mg | 1E1E (1.46,2.08) | (1.36,1.70) | (1.18,1.40)
152@45)
7”1)07;;” Bmg |, 1.03 112 112
et i (0.96,1.12) | (1.05,1.19) | (1.04,1.20)
Y 73(;;1?’ 1s0mg |, .| 051 0.54 0.65
151@% 181 (0.48,0.54) | (0.50,0.58) | (0.58,0.74)
Y 73&);17” Bmg [ o] 0.52 0.58 0.69
) 151 0.46,0.59) | (0.52,0.65) | (0.62.,0.76)
Y 73(;);:/ somg | | 0.93 1.16 1.43
et 1E1E (0.85,1.0)% | (1.06,1.26)" | (1.30,1.56)"
TrEFIV
= 150mg 0.91 0.99
125311285 024 -
OmpHE o) 0.78,1.07) | (0.84,1.16)
TrEFIV
£ 150mg 0.24 0.15
15 412 04| -
SO B 0.20,0.28) | (0.12,0.19)
TrEFIV
: 150mg 1.13 1.21
125 AR pr Y]
praatids B[] (1.01,1.27) | (1.06,1.39)
PIIEEST s || 0. 0.20 0.31
151@§8) 1H1E (0.10,0.13) | (0.18,0.23) | (0.27,0.36)
PN Ry ST
O EPASTE) | 150mg |, | 176 1.49 1.30
400mg 1B 1 (1.57,1.97) | (1.31,1.70) | (1.13,1.48)
1H1E
*Xz;’r’ng_’" 1somg | o | 0.67 0.60 0.60
e 1H1E (0.58.,0.78) | (0.51,0.71) | (0.48,0.73)
7):%5700;1/71\/ 150mg | | 1.2 1.16 1.09
ot 1H1E (1.16,1.38) | (1.10,1.22) | (1.01,1.18)
7 “Z’gggy’t\/ 1somg | |, 0.90 0.90 0.91
b 1H1E (0.84,0.96) | (0.81,0.99) | (0.79,1.06)
7“’;(‘)/0;”” 1s0mg | |, 1.18 1.25 1.17
ot 151 (1.09,1.28) | (1.16,1.35) | (1.08,1.27)
”"?O?HW”’ 7smg || 104 0.98 0.92
o 1E1E (0.98,1.09) | (0.92,1.05) | (0.85,0.99)
FSTLEL
rsome s | M€ | 16 1.93 1.78 1.49
il 1H1E (1.55,2.41) | (1.44,2.20) | (1.20,1.84)
1B3E
”(157(;;&” Bmg | 1.25 1.12 1.04
sy 1HIE (1.16,1.35) | (1.05,1.19) | (0.95,1.13)

REH -

ED VLKLY »25mgx Bl & L TiE L& o s
F)ARROER SN AERCHRIE. EE, BAICIEIEILSE(FLVT 7
TN ELTOMgRUY ILEEY v & LT25mg) %1 HIEIEEHF L

RERICENRST 2./ TH b,

17. BRERARE

17.1 BHUERCRLEICET 555
17.1.1 iB5455 MABERAREHER (SWORD-1 : 2016365K58)
L haw A )L AEE(NRTIEIE « > 7 75 —YHEA [INSTI] .
NNRTIXE 70 5 7 —EHEF D WT NA2LA) IC KD 74 L ZZERIH
SN TV AHIV-1VEFWEBESIOF 20 R & L IEEmIEEBRIc B WL
T FLF75EL50mgs )LL) »25mgd ] H1EfHE 58 (DTG
+RPVEE) 122546, BATDO L Y A > & k9 5 BE (REe % 5.BE) 12256(5
EEBIZEIDFT 5Nz, ZOMKE, EEFMIER Th 5K 548D
HIV-1 RNA&#H50copies/mLAG Tdh o 7= #iBE OEI &I, Mk 58
D9%% I LT, DTG+RPVEEZIS%TH D
XD FIRME (-4.3%) 1. FEHHET—I > (-10%) KD kE L Hk

SEICMT A2DTGHRPVEOIELESRENI (GHEAT—4)%

BIfEFSISEE X, DTG+RPVEET19% (47/2526) TH > 7z EREIE
R, BEERRZE2% (5/25201) . BEIE2% (5/2520)  $952% (5/25261) . T
2% (4/25201) B VB 2% (4/25251) T > 720
%58, ARBRICBUT2HBREOENEER- 1R LT,

AU BRZEDIS%E



=1 HARRBOEN=
DTG+RPVE252(1 | #kiEi%5E 2560
4818 4818
HIV-1 RNAf#"50copies/mLF i 24051 (95%) 245051 (96%)

THRERE D 2 (95% B HEX ) =
AV AR I R
1) Intent-to-treat-exposed population
E2)R—RF A Y OREHIREFIC LD FHEE
#3) 5548381 1HIV-1 RNABEAS0copies/mLEL ETd - 72fERl. 71 VA%
D RAIARA53THLE L72IER]. HIV-1 RNA&A50copies/mLAdE Tld 7%z
W o e MO THIE LZZRERL, L by A L AREE ZE L7ER
17.1.2 /B85 55 MARERARERXER (SWORD-2 : 201637:158)
L ba AL 2EE(NRTI2EI £ INSTI. NNRTIXE 705 7 —+H
FHROWTNAPLIANIC LD 7 AV AZITIFH S TV H2HIV-TEGYER
ESIHl R & LIIEEMHEBHEBICB LT, FLT 27 FE)L50mgs Y
LEEY »25mgD 1 H1EIHF A58 (DTG+RPVEE) 1226261, HiTo L
DR v EMGET B R (AR S8 1225601 P RIERICEID iy o iz, Z
DOFER, FEFHEEE T 2548 ERFOHIV-1 RNAEA50copies/mL
R CTH > 7B EOHI &L, MR G EDTGHRPVEE B1294% T
HO . FBLUIHEEZEOSBEEXE O TRME(-3.9%) 1, EHEY—Y
Y (-10%) KD KREL, MEHEESHICHT 52DTG+RPVEOIEL AR
sni® SBEAT—%).
BIfEFRISEE X, DTG+RPVEETL9% (50/26141) Tad - 7z ExEIfE
FAE BERE2% (6/261431) . BER52% (5/261451) . THI12% (4/261451) K OVFE)
TED F 2% (4/26161) TH - 720
mB. AHBICB I 2 HBEEOEN 2R -2TR L

-0.6%(-4.3%,3.0%)
2(<1%) | 2fI(<1%)

=2 ARMBROEN
DTG+RPVE#26161 | ik 5 #2550
488 488
HIV-1 RNAR#'50copies/mLA | 2460 (94%) 24051(94%)

TR D22 (95% (EBX )
A VAR I IR AR
1) Intent-to-treat-exposed population
HE2)R=2 T A~ DRRIFFIC & D FHEE
E3) #5488 % ICHIV-1 RNAEAS0copies/mLE LT3 - 725ERl. 7 A L A%
N RAARA53THLE L7IER]. HIV-1 RNA&EAS50copies/mLaAdm Tl 7%
Ao Fe O THIE U ZRER], HLL b oA )L ZEEE AT L7 RER]
17.3 Z0fth
17.3.1 QTHEREICXT 3HE
RERAXA60M % KR ICY L) > 25mg (BRRAE) 2 1 H 1R KERD
BEL, VILEEY Y OERKREROQTCFHEIRICKITTHELMATL
7GR QTcFHEBICH LERMICERZHZEBRIBD N o7 (7
T REDEDRAM : 2.2ms) [77 2 RKROBUEREE (moxifloxacin
400mgl H1ME) % A 7 R &I 7 0 24 — N —3E8E] GHEAT—%).
mB. BEBRACBT2QT/QTciHiiEREICE VT, BHEDY LY
U > (75mg Kk U300mg) ¥ % 1 H 1B KERE 5 L 72 8. QTCcFRIBON
— AT D EDOELBROT T AR L DEDFE (5% FEXE O LIR)
132 h2n10.7(15.3)ms % 1°23.3(28.4)ms TH - 7299 (HEANF—
%) [9.1.1. 10.2%H8]

0.2%(-3.9%,4.2%)
H(<1%) | 4B1(2%)

F)VALELE) VEAOERRSN TS IHAEII2SMgTH 25, KEHD
ARSNIAERUCARE. EE. RAICKIEIE(FLVT 77l
ELT50mgh U)LY > & LT25mg) Z 1 HIEARERIIAEKL
ICREOBET 5. 1TH 5.

18. FEFNFIE

18.1 {EFRtER

%18.1.1 RILFZ'SEIL
RLFZ7IENIEL ba A LV AOEBICKE LR THAHIVA VT 7
S —VOEEHMICHEAT A EICE>TEFOERZEEL, VAL
DNA®DEEDNANDHIAA ZANEIT %o

18.1.2 UILEEU Y
JLEEY YRV TIULEY IV UEKREEL. HIV-1ITERT %
NNRTITH %, UYL Y vid. HIV-LEERS (RT) 2 3E5 400100
ZL., E FDNAFY AT —Fa, BRPyZEEL VL,

18.2 MU ILAER

18.2.1 RILFI'SEIL
HIV-1 BaL# & OHIV-1 NLA32FRICREGL & & 72 R M B 5k % B\ /- B
DO RLTTITENDTA I ZEEITHTT H50% HERE (ICs0) 1&. #h %
N0.51%00.53nMTH 0. HIV-1 MBHRICEG S B 7-MT-44f8 % v
7oBEDICs01E2. INMT H - 72 (in vitro) .
13 OHIV-1EE R D EERR (75 4 TB)DA > 775 —Ya— FiEE 22
AUT-4BHE 2 7 A L AT B RILT 275 ELDICs (FHME) 130.52nM
ThO. TOERTIERERICHT ZHT7AIVAERLFARETH >
7o 24EOHIV-1EE R DR [ 7L — 7T M(F 7% 4 A, B. C. D. E.
F. G) RUZ L —FO] A NI3EOHIV-2EG R D BEdE A & 72 5781 Utk
Y S B R IMBEAZERZ W 72O RV T 2775 EILDICs (1 F1)
WFHIV-1# K CHIV-2# T % N2 10.20nM (#F130.02~ 2. 14nM) B O*
0.18nM (#F#120.09~0.61nM) T - 7= (in vitro).

18.2.2 UILEEU Y
THIFRRIC AR S H/-HIV-1 IBHRICRT AU ILELY YDA LA
HEFE 20 B 1Cs0 (FRRE) 1X. 0.73nMT 3 - 72 (in vitro) .
24 OHIV-1E R SBR[V L — MR UYL — T O 2 G S B 7o AR A M
BERTOV LY > DIC0EZNZ10.07~1.0InM, 2.88~8.45nMTH >
7z(in vitro).

18.2.3 RILFI'SEILRVUILEEDY Y
LT 7S ENRCILEEY v &G Uizin vitrodBRI2B W T, it
TERIZEED 6N o7,

18.3 ZEHImE

*18.3.1 RILFISEI

HIV-1 MB#HKEUHIV-1 NL432#k % Fn2n112% 056 H Bk EE L
TR THONIA VT T —EHEBOT I ) BEEIZSI53Y. S153F,
ENQRUGINBETH D FC(ERZBEMITNT T 51Cs0,/ FFAERHIV-14
IR B1Cs0) DERAMEIZ4. 1 TH o7 £72y HIV-1EER BN (7
54 7B, CRUA/G) #BICREAMMAEZELHBRTAONLEZRIE
Gl118R(FC=10). SI53TXU'R263K(FC=1.5) T& - 7= (in vitro).

18.3.2 U)ILEEU Y
B HHRLEOYT 7Y A TOFERUINNRTIFEHIV-1# % F iz
in vitroTHEEERBICBWT, YILEEY Vit AHBE Lz, 20
MR THROEHEETHALNL T I BRZRIZLI00I. KIOIE. VI08I.
EI38K. VI79F. Y181C. H221Y. F227CKUM230ITaH - 7=
INETIRERSNzin vitrokWin vivoTOBEHER» 5, R—254
VE#ICKIOIE. K101P. E138A. E138G. E138K. E138R. EI38Q. VI79L.
Y181C. YI8II. YI81V. YI88L. H221Y. F227C. M230IK%UM230LD7 I
JBERZETAHRIE. VLY O AL AERICHE R RIFI AR
WnHbHEEZONTZ,

18.3.3 RILFZ'SEIL+UILEED Y
WAV AR B PR 3Bk (SWORD-1 : 201636548 K% O'SWORD-2 : 201637
HE) ICB W TR EGA8E E TIC ™ A L AR IFEE 4 7 U564
ETABITH o720 FDHE, RLFZSEL+YILEL Y VRG]
BI(7 e 7 F > ARE) CNNRTIfEZE TH HKI0OIK/EASRD Sz
2. VLR Y VICHT BBEZHEOETIEA SN2 57 (FC=1.2). &
SEFNC BV TINSTIIREZRIIRD SNz r 57z, OO Tl
BRIRBDOENGD ST,

18.4 EMmME

18.4.1 RILFI'SEI
WA RNER2ET 560EOINSTIIEHIV-177 A L 283 Utk (2878
WFE—7IVBAER, RBEZEVEZEERE)ZHVWTCNLT/IE
VDI A ATEEE % MEt L7z B—DINSTIMEZ E (T66K, T1151L%
USI53Y) 2 BT B A IVATIE. RTINS BIEZ A 2E
DIE(2.3~3.60) &R Liz. EHEDERE(T66K/L74M, E92Q/NI155H,
G140C/Ql148R. G140S/Q148H. G140S/QI148R. G140S/Q148K.
QI48R/N155H. T97A/G140S/Ql48% 1'E138/G140/Q148) #HEd %7 A
VAT RUT 75T B RBEZ A 2UEL L (2.5~ 215) KR L7z
(in vitro) .
705H D Z VT 7' EILTER K3 BERD 5 593.9% O#kICxtd 2FCI310
LIRTH -7z (n vitro) .

18.4.2 UILEEU Y
VLR Vi, MEERERICKIOGN L OYI8ICEONNRTIMEZE R %1
A L7267THRD S B641R(96% ) I AV ATERZ R Lz, UILEEY
VADBZFEDETE LS L B—07 I BEEIZKI0IP, YISIIRY
YI8IVTH o7z KIO3DT I VBAERIZ, B—TIZ) VL) VIxd %
BEEERE NS YL o7h, KIBNEULIOIOZEZETIE, VILEYE
) ATRT BREZEDTEET Lize
I77ELYYRURETEYDES S p—7 I A It 2R 974786
FROHIV-158# 2 RIS R D EERR D 5 562% DFEIZ. UV ILEE Y izt LT
B2 R LTz (FCEBCO).

19. BRI ICET 2E(EZHNAR

—MHIBFE : KILT 25 LT b Y L (Dolutegravir Sodium)

{t % % : Monosodium (4R,12a5)-9-{[(2,4-diflucrophenyl)

methyl] carbamoyl} -4-methyl-6,8-dioxo-3,4,6,8,12,12a~

hexahydro-2/-pyrido[1',2' : 4,5]pyrazino(2,1-b] [1,3]
oxazin-7-olate

: CoHisF2N3NaOs

1 441.36

= P
2l B

T R BE~KEAREOBER. KITBFIZK L, T4 —)(99.5)12
FEAEB TR,
il B R I39350C TIARL & FIRHC O ET B

EFE (logP) : 2.16%0.01(23C)



—iEEFE - VLYY ) VERE (Rilpivirine Hydrochloride)
b % % :4-{[4-({4-[(1£)-2-Cyanoethenyl] -2,6-dimethylphenyl}
amino) pyrimidin-2-yl]amino}benzonitrile
monohydrochloride
* C2HisNe - HCI
1 402.88
ez

NC~_~ CH;KN CN
| Ha
N
N N)\N
H H
CH,

HEOHE. X&) —UBETIC K Y ) =V TE
FIz< <L KIZIFEAEBT 20,

Al = R250C CIERE L RIS RS o

DEARE(logP) : 4.86(1-*F 2 % ) —)/pH 7.0V »EsEEK) (21C)

20. BURVLEDER
BRI B0, FRFZRE L TORBICTREL. EHOEE.
ERTHI L,

21. RGBSR

21.1 EERY A7 EEEE A RED L, WYICERT 2 &,

21.2 AAIOFERICE 2> Cid. BEICHUTCARANCE L TEZ 2690 -
REMEOT -y 25| EHENEFTH L LFEETHFICHBAL, A7 %
—LARa BV N2EHED. EBMICEFET S &,

21.3 IS B W THREERH IS EH OB RHBEIC OV TR, K THRE
RIS R ORI R TR T 2 2 &,

21.4 BERHBPKT I 2 oM. FRIE LTENO2BESER % MR
L LB EM L. ARIOERAERICET 2ER(BEER.
B - B (MBIMAREOBME - B2 ET) ROEYHEERO
TV E)ENEL TERNICHRET LI, ABEOHERELHEEH
AR A2 &,
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30%E M. N T\ EIEAIAD]
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