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—ViEm. ALT
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13. BEHE

13.1 W@\
FNVFELRTTE Y Ay MIIMHEE SR G
e, BITICEVBREESNRBnwEEZ SRS,

15. ZOMOEE
15.1 EERRERICE D 153k
15.1.1 MRS & 2 WITEERE A & PR O B R pERE £ %
B4 HHEE O BHE (GFR) ICKIZT Iy 2% v b
DB LT A FANFY =TT T AIEH
ol M7 LT Fo e v fEE s L 7=
YONT T AR UUEANREZ LTS 7)) T T
ZNE 77 2RI K TR T L7z 7B, MR
B CEMAERE T HE L2 A, Zid e h o7z,
15.2 FEEREREAERICE D 153k
15.2.1 #)VFEVOBWEER (5> ) P 9 Tld, &I
S IMEEEE R BF B NS SR BRAZ 52 2D 3R 0
LTz WEHALEG O Y R T T AF VR OLE L &
b2, FRIMMERINT A =7 DT bni bz,
15.2.2 14235 526H (b M O3RMICHY) T, 4
Ty MIFIVF UL E20me ke H1000me/ kgD F &
TG LR, BRI RO SNz, [2.4, 9.7.12K]
15.2.3 <7 A9 BT v v WSV FELVDDRA
JRESER RS . MR\ AR B 7 S B T OY I
AR OSBRI, S v b I IR 8 0 g
RO LTz,

16. ZE4ENEE
16.1 Mg
16.1.1 E@ERE
TEHE R NS AR & AR IS B AR - L 72 & X o i rp 47
FEVROPT ALY RS v s OIEYBRE T A —F 2R UITRT, &
7oy IR OV F EOVOREEEHER & MR T,
F1 BARABERACKFHZ2BZICEERZORELLZEEZD
MIFFLAILFEILRVIAEL X Z Y NOEYEIRE/NT A —4

I R ) | tmax @ O (HEPH)
SWBRE ST A — 5 861
TNVl JEYAY v b
tmax () 4 (3-4) 4 (2-4)
Cumax (ng/mL) 5496 (952) 832 (265)
AUCe (ng - h/mL) 51,460 (15,836) 5710 (3128)
ti/zemm (h) 4.4 (1.4) 3.5 (0.4)

‘ [=®=] DRV/COBI800/150mg E&TR B%iES (BER), 8f) ‘

4000+

2000+

mFPpHILFEVEE (ng/mL)

6 é é 1‘2 1‘6 2‘0 2‘4 36 Aé éO 7‘2
B8 ()

1 HERABERAICAFZBRICEEZEOREL AL Z0M

WhA IV FENRE —BSEHERE (FHELEERE)
T HE 40BN ARH & IR RS L7z L S omdEh 4 )V
FELVRPIET RS v b OFEWYEIFE/NT 2 — 5 %#FR2ATIRT . £
7oy FIVF NV OBEEHERZ K217 T, 90 WEAT—%)
x2 HEABERACAFHZzEZICEEEORESLEEZD
MRS ILFEILRTAES X2y FDEYEIRE/INT A — 4

I (BRAEARAE) |t FPORAE (FEPH)

EMBRE ST A =5 4001
TVl I RS v b
tmax (h) 4.03 (1.50-9.05) 4.00 (1.00-5.02)
Cmax (ng/mL) 6773 (1343) 819 (221)
AUC~ (ng - h/mL) 78,811 (27,304) 6388 (2779)
tyzem (h) 6.7 (3.4) 3.8 (0.8)
3 80004 ‘choa 800/150memA T, BEHE5(RER). 406 ‘
=
W 70004
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E 20004
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16.1.2 R1E#H%RE

BRI AFN A L H LRSI R3S Lz & S osEd 5
VFEVRPTET RSy FogEYBEE T 2—4% (10HH) %
F3IRT . WHEAT—%)
#3 HEABERAAFZ1HIEARBZICRERORSLALEE
DMFHLFILFELRTPIAES ZZY D

EWERE/NS X —4 (108 8)

I BEER)  tma © HORAE (BEPH)

HWEE ST A =5 3361
F V) IV AY v b
tmax (h) 4.0 (1.5-5.0) 4.0 (1.0-5.0)
Cumax (ng/mL) 6917 (1394) 1158 (250)

AUCon (ng - h/mL)

76,490 (20,900)

9314 (2652)

BUHIV H G HREER DS 2 VB AN HIV GG 5 L 4L F €OV
IS % 72 7 WHTHIVEE PR E O HIVIE G B 606 CGRif#EST
B, BEERRSE)) Zxtg e L. 25l ONRTIZ B L CH LI e
800mgK I ¥ A% v F150mg®D 1 HI1M&#%IZH% S (DRV -
COBI 800 - 150mg QD) L7z& ZolfidfEh ¥ L+ L Rraey
AY N OFYEHEINT X — 8 HRATRT, GHEANTF— %)
x4 HIVEREEE 25 ONRTIZHA L THILFEILB0Mg R
OAEY X2y M50mgz 1HIERBRICRERSL-EED
MFFRLZIIFELRPAES X2y FOEFREICHITS
EMENEE/INT X — 4

P (iR

WWENE ST A =5 6011
FvF ) IV RA¥ v b
Con (ng/mL) 1560 (1328) 76 (186)
Cumax (ng/mL) 7663 (1920) 991 (331)
AUCos (ng - h/mL) 81,646 (26,322) 7596 (3657)

16.2 RIR
16.2.1 MBS A FT7ANAZEY 71
T RE R A 336 A I 7V EOLEI800mg & 1) b - BV ELE]
100mg# L H 1A & # I AEROES Lz &0 5 )V Ev ot
BNAFTRAFTEY T4 R L7ze FVFEVKT) +F
COLPE G R 5 RAR G OEFIREIZB TS 5L F el
DIEYETE/ ST X — 5 OIR/N PO [90%F XM X,
AUCzm 0.99 [0.94, 1.04]. Cmax 1.00 [0.96, 1.04]. Cumin 0.74
[0.63, 0.86] TH o720 W FIEIATFT—%)
16.2.2 BEDHE
FHE A BRI EOBF L IS LR, SV ELVORES
(AUCw) 1. ZefERpd - L B L CL.7/R3ImL, a8 2%y
M OWEFER (AUC-) (£, RS LAEECTH o720 2B,
FVFENLOBREGER (AUC-) ICIZAEOHNEIZ L 5 HEIIHED
SN hrotze O (BHEAT—%)
16.3 9
16.3.1 ZILFEIL
b N AR R ARIEA95% TH D . FElCa-MRIER &I A L
729 (n vitros(BR, PHENTE)
16.3.2 AEY XA v b
b MISERERARIE, 97~98%Tdh - 721 9, (ex vivoitlk,
Al EAT )
16.4 X35
16.4.1 #ILFEIL
v MFI s av—2axf\vicn vitroikEBE T, IV EVIEEIC
CYP3A4IZ X W ERILIICARHM SN B 2 EAURIBE N, In vivodt
Bk 7V o RHEESHEE DS Y . WATHIVAR IO
BIHEEIZ VTG RELEDI0BLL T T o 720 R A CRE
HL72HVFEIL/1) b FEIV400/100me % Bl LIS L7z & &
M RURRED K I Rk TH 5 & EAUR S 7219,
16.4.2 AEY XAy b
L NFI 70V =LA ROCYPT A VA L% W2 vitroikE
T, IV AY v MEIFICCYP3AIL & 0 ERILEYICAH S, —b
CYP2D6CREEND Z AR S NIz, 72, Vv o u VR
BRI SN o 7217 1),
16.5 BEitt
16.5.1 #ILFEIL
TR A MCRERL L 7= 4 0V E L /1) k3 Er400/100mg % H[A]
OG- L& &, BEGRETREDRITI 5% A FE P2, #913.9%7)8
RACHEE S e F 700 REMEOFRIERE, #Edhh541 . 2%.
JRHDHIT 7% T > 720 IV F ¥ IV150mg % HhTEIR A% S
Lz &En&gr) 75 A1332.8L/h (CFfE) THH., VJ b
FENI00mgE B Lz &o&g 7 ) 75 v A135.9L/h (114
fili) Toho79 D0, K EHG LzE EDF VI L OHEERNE
WL, R6~7H (o) THo72Y BHEAT—%)
16.5.2 AEY XA v b
T T AL v M50megHk6H MBS L 722I12MC-a kY A8 v
M50mgx RS- L& 2 A, 5 2=086.2% ((Figfl) »3#
iz, 8.2% CPF¥MlE) 2R PICHEES /e RIS Hoary
A% b OHEERINL, F3~4EH (Pfl) Tho722, ik
EAT—%)

16.6 HENEEEH T 2HHE
16.6.1 FFikpepEs

(1) 4IFEI

B (Child-Pugh%33 27 9 AA. 86I) & UF &5 s JiF it 55 1
# (Child-Pugh%#2 7 AB. 8#l) I2#VF+EN/1) hF L)L
600/100mg% 1 H2M [ iE#HS- L72 & & DIV F )L O3 EHE %
fRERm bR & B L7z 8 &, BHELZIRBO LN oz, b,
WEENTEEEE (Child-PughsifE 27 9 AC) &M% e LzdlBrig
Fhti L T, 2 BHEIANT— %) [9.3.220]

(2 AEY 24y b

MO PR RERE S (Child-Pughs#i2 7 AB) 2 A7 A HERHE
IZBWT, TV RS v MEGEO Y BIE = @RS & ik
Lz &, WHELRZRROON G2, b, BEEFEEEY
(Child-Pugh%#7 7 AC) /5L L-RBUTFEM L TV,
HEAT—%) [9.3.22HH]
16.6.2 BipeES

(1) FIFEN

AR L (CLerdS30~60mL/min) % A9 A HIV-1Ekge B #
(2061) 12BWT, FHEREOETIZ X ) ¥V EIL I EIRE A7
BN W EDURENT, BIEEREE IR EERER
FTAHHIV-1EGEE BT 2R BT ER S LT ewnds, v
EVIEEICHFB OB ENL e hs, BEEEZTYILFEL
DEHI)T I ATET LAV eI IS, BEANF—%)
(2) AEYZX&Z Y b

EEHEE (CLer?d™30mL/minki) %A T 5 WHREIZB VT,
IV AY Y NOEYEEAMKE L. IV AY v bOIEYE)
TEA e ERE LI Lz L &, B L EIRO Nk o7,
HHENT— %)
16.6.3 iEi7. ERADHRS

IHRP I OHIVE GRS (7)) 12, AFIZ1A1EES Lk X,
F N F ENDCmaxs AUC2 L O Cminld, HER (6~1238 ; 641)
LI L TENENA9%, 56% K UN92%iK A L 7z. IR (6651)
Tld, Z IV F BV DCrass AUC2un L NCrintd Z 1LE91137%. 50% %
O8I%IMA L7ze ® (MHEAT—%) [9.5%K]
16.7 EYHEEEA
16.7.1 In vitroRBR B 4

(1) F§IFEN

CYP3ATH &4, CYP3A (Ki: 0.4umol/L) K UCYP2D6
(Ki - 4lumol/L) %#PHE L. F7-PHE&E (ICs : 32.9umol/L) %
FHEES 220 2, [10. 2]

(2) AEY 24y b

CYP3AR O CYP2D6 T &1L, CYP3A (ICs0: 0.03~0.29
umol/L) K OCYP2D6 (ICs : 9.17umol/L) ZMHEL .,  7-PHi%E
F. BCRP (ICso : 59umol/L). OATPIBl (ICs : 3.50umol/L),
OATP1B3 (ICs0 : 1.88umol/L) K UMATEL (ICso : 1.87umol/
L) ZBHET 2% 0, [10. 28]

16.7.2 BRERRREE
AHNIEF DO HRB G % &3 5 PH % 73R 2 R~ d
(1) &

AFNHEHIED S BYRE T T T B DV THBIIR T [10.220]
x5 KHRSHOHAROEYEE/NT A -4

R BEREOIEYBRE T A~ 5« BTh
e gﬁ“;@ KHoRE-HE | o | AETHORL 0EERN
" )
" Co AUC-
FNFEN - AV AY
. 264 2.64
- ) R0 Tmg M g Ty | 300
FUHRIYT | 150mg YR
TFYT—h ] YRS N N
7’,”)7?8’0”0 ?5%‘;‘; ' iy 7;92 W | oo 6%% 1)
1AL 2.2 5. 2.

D FLFEL - I8 YRS v F800 - 150me# 1H 117 H RIS L.
HHISHEICSEN b T v 27 F ¥ T — M150mg% IR 5

(2 §IFENL

BEFZEAT Y L+ C OV DI BRI KU T B O Y L+ E v 3bE

EOFBIREZ T B DOV TG, TIRT, [10.1, 10.25H]
%6 GIRAEBEEOZINFEILOEYERE/NF A — 2L

N S R N 5V ENORBE T A5 -
B f ﬁﬁ * g Voo m | | NEIEEIOR [90%EEXE]
BHE - B2 e me

| R Cos AUC Cuis

I77EL 600mg 300mg | 100mg 2 0.85 0.87 0.69
MV 1H1E 1H2I 1H2[E [0.72, 1.00] | [0.75, 1.01) | [0.54, 0.87)

NN 200mg 400mg | 100mg 1.40 123 1.02
RETEZ pom | 1w | 1w | 8| w173 | por 157 | 079, 139

R 2] 50mg 400mg | 100mg 13 1.01 0.9 0.94
v JEE| 1H2\ | 1H2[ [0.89, 1.14] | [0.84, 1.14] | [0.76, 1.16]

AR 20mg 400mg | 100mg 6 0.97 1.02 107
Fv 1H1E 1H2I 1H2[E [0.92, 1.02] | [0.95, 1.10] | [0.96, 1.19]

RPN 150mg 400mg | 100mg 0.96 0.95 0.94
7=F7% 1620 1H2I] 1H2H] 16 [0.89, 1.05] | [0.90, 1.01] | [0.90, 0.99]

FATT 20mg 400mg | 100mg 6 1.02 1.04 1.08
- JEE] 1H2\ | 1H2[ [0.95, 1.09] | [0.96, 1.13] | [0.93, 1.25]




" FLFE )Y TWFENVOEMBNTE T A5
e | R E DN om0 m || RASRTHOL [06EERED
Jﬁ (f fﬁ ok me | k. e
e R | i R Cose AUC o
v oo | 40mg | G00mg | W00mg | .. | 093 100 107
A T e | 1w | 7| pss 100 | 0%, 1o | 0%, 121
FIRE N
YU70% | 3mg | 3mg | Wmg |, | 116 121 124
7| 1AlE 1A2E | 1A2 094, 142 | 095, 154] | [090, 1.69]
Rt
7hary | Nmg | d0mg | Wmg | | 12 142 173
- 128 A2 | 1A20 (L0, 140 | [123, 165] | [L39, 214]
77920 | Smg | 40mg | Wmg | . | 08 087 100
Ay 12 1H2A | 162 072, 0.96] | [0.75, 1.01] | [0.81, 1.26]
Y777% |  Lomg | 6mg | W0mg | .| 142 157 17
v BHIE | 1H2E | 1A2A (121, 167) | (128, 193] | [1.28, 2.37)
AT | Nmg | G0mg | 10mg | | L0A 099 085
R 1720 1A | 1A20 093, 116 | [0.90, 1.0g] | [0.73, 100}
UVEEY | 1omg | S0mg | 100mg | | 090 089 0.8
v 1H1A IFIE | A1 081, 100 | [0.81, 0.99] | [0.68. 1.16]
ThIEY | Mmg | G0mg | W0mg | | L1 115 102
v 12 1H2A | 162 (LOL 122] | (105, 1.26] | [0.90, 117]
TWVT AT -
)I/X 777N
TVTFAT | VEAH
W VA7 | 80-430mg, 3| (Omg | Lomg | |, | 100 096 0.87
7YY | BB (0, | 1A2E | 1A2H 093, 1.07) | [090, 1.03] | [0.77, 098]
WAH |8, 24, 36, 48
R U60RS 12
$5)
e ) 100mg | 061 047 035
Lo MNEVEAH | 300mg 1H2[] [0.51, 0.74] | [0.40, 0.55] | [0.29, 0.42]
=12
400 - 100mg | 1H2M 067 047 036
1121 NA L8| 053 084 | 037, 050] | 029, 0.46]
a4 800mg 400mg | 100mg 9 11 1.24 1.4
W 17201 A2 | 1A20 098, 1.26] | [L.09, 142] | [L13, 1.82]
THHTE | Mmg | dmg | lomg | o | 102 1.03 100
W 1HIA 1H2A | 162 09, 1.09) | 094, 112] | [0.88, 1.16]
NA © Rfe 5
1) JEGEHR SR 160
52) JEfFRITE S < 150

K7 HNFENBREBOBHAEOENEHE/NT X — 4L

UL AVES

ook 0| MTE|IMTE !
B =N vo o m| | RO S0%ERKERN]
A& LR | e
e IR | R Coss AUC Cuin
T77€V 600mg 300mg | 100mg 12 115 1.21 117
v 1HIA 1H2A | 1628 097, 133 | [L08, 136] | [LOL 136)
NN 200mg 400mg | 100mg 118 1.27 147
RETELN mom | amem | | Y| oo 13| pz 14 | noo 18y
79525 | 40mg 60mg | 10mg | | | 163 181 .
Fv ] 1H28 | 1H28 09, 282 | 1123, 266] |
€wbgY | Smg | 40mg | 1mg | o | 0% 051 051
v 1H1A 1H2E | 1H2E (049, 0.63] | [046, 058] | [0.45, 0.57]
AoEe|  Amg | 40mg | Wmg | o | 06t 061 063
Fv 1H1E 1H2e | 1A20 059, 0.71] | [0.56, 0.66] | [0.55, 0.73]
v oo | 40mg | G00mg | M0mg | . | 08t 091
7 e | e | w | 7| s 10 | o 1y | NC
FIREL
YU70% | Smg | N0mg | lmg |, | 12 12 137
7| 1Al 1A2E | 1620 (108, 147] | [L10, 135] | [L19, 157]
i
R (<) A s 0.76 084 085
iy v 071 081 | [0.78, 091] | [0.77, 094]
55~150mg 600mg | 100mg 1
S ) A i 1H2E] | 1R2E 036 064 060
iy 051, 062 | [0.38, 0.71] | [0.53, 0.69]
IvEFT| 062 097 ©
AV SNVTFTAN 055, 0.70] | [0.86, 1.09] :
. 25mg 400mg | 100mg 1
2’;\7\ )]i Him[ 1H2m | 1H2m 0.05 0.06 C
V2V 100mgHEE !
Frov [0.04, 05] | [0.04, 0.8
rhatry 200mg 400mg | 100mg 5 211 3.12 9.68
- 120 W2 | A2 | | (8L, 2.44] | (265, 368 | 6.4, 14.55]
ptvie] Dyl 0.68 0.5 0.8
Al | WIFAFOY | Gmg | 100mg | 061, 014 | 030, 0.63] | 027, 0.54
RAH (B3 | 1A20 | 1A2H
IVEFA| ] (mghh) 090 086 0.70
Fuy 1 083, 0.97) | [0.75, 098] | [05L, 0.97]

e [y BEHBEORMBIRE T A—5
B ;’nf ;H iﬁ Dl or v om| s RN FETHOL [90%/EHIXH]
53 Bk me | . me
e R | ik PR Case AUC o
TR | TRVARSF 056 08 181
55y v (048, 067) | [0.76, 0.97] | [137, 240]
R 10mg 300mg | 100mg 5
T "’}”_\7‘ TH1E® / 1H2E | 1H2m 085 107 208
ff 777 domg 076, 09] | (0.9, 119] | [1.63, 23]
4 1AL
77 A0 500mg 400mg | 100mg IV 1.26 1.57 2.4
<Ay H2E | 1A2E | 1H2M (L03, 154 | (L35, 184 | 230, 3.26]
NN 0.4mg 600mg | 100mg 115 1.36
R T e | 1 | S| pso 14y | sy 2z | NC
V777 | ygrrsy 072 093 164
v : 055, 093] | [0.80, 1.09] | [L48, L81]
— Ffllﬂblolﬂlr’% , | 600mg | 100mg 17
BRTE) W ng | 16| 1 477 981 271
AL (404, 563 | 809, 1L | (2215, 6]
TTVINV | TTVINVT 4 7 0.92 0.89 0.98
7y | EJE;;J// g | 100mg 079, 1.08] | (078, 1.02] | [0.82, 116}
V77V 1HE TH2EL | IR 1% 146 17
INTAY | K16 dimg (106, L74) | [L15, 1.83) | [L29, 227]
Pk 6| 18 145 154
Yy (L34, 153) | (L3, 157 | [141, 168)
- 200mg 600mg | 100mg
S R I R Ee R R 046 046 0.8
Leoah 161 1043, 049 | 044 0.49] | (045, 050
EM
FNTFT T 400mg 600mg | 100mg | 0,675 0.71% NC
v WH2E | 1A2E | 1H2M 033, 137 | 038, 133)
e 150mg 600mg | 100mg | 229" 4.05% 8.00
R mow | 1mm | mm | 2| 46, 3500 | 294 5591 | B3, 104)
YVEEY | Bimg | 80mg | Wmg |, | L 230 278
v 1H1m 1HIE | 1A1E (156, 206] | (198, 2.67] | (239, 3.24]
200mg
ThIEY | IHEE/ | Gmg | 100mg | [ 181 180 167
v 10mg | 1028 | 1028 (136, 2.11] | [1.56, 2.08 | [L.38, 2.03)
162
TWFATF | FFAT - 082 084 097
» WATT MY (061, L11] | (069, 1.02] | [090, 1.05)
N VEAH
E:h o7 | 80- 480mg, 3| GO0mg | W0mg [ | 02 082 100
J7NT amis 0, | 1A2m | 1Az (066, 101 | [0.74, 091 | [0.82, 122
8, 21, 36, 48
VA77 Y | RUG0REIC 165 275 226
UPANE T3 (149, 183) | [2.46, 3.08] | (192, 267)
YY) 0mg | 12 137 172
| rrermss | somg | 162 (L12, 132 | (127, 149] | [146, 2.03)
=l
400 100mg | 1020 , 0.83 08l 065
1628 NA 18 70, 0991 | (070, 094 | [0.48, 0.8
fY9FE | Smg | 40mg | mg | 108 123 2%
» 102l A2 | 1A2 09, 122] | [106, 142] | 163, 3.10]
STV 092 079
™ 2 086, 008 | 074 0861 | NC
7-0H-S-
143 12
7)»77*) 12 (124, 1L64] | 0.97, 158 e
7 INTTYY
7% b0 | 0mgtEy 3y .
A7 | Kl 10mg+7 2| 27 20 | xe
v FA ]\ oA }\ﬂ/ 600mg loomg [1.59, 326] [1.80, 4400]
777 30mg+| 102 | 12 -
FTEFAMY FATT =) 12 0.87 0.96 NC
777 | tomg 0.7, 098] | (090, 1.03]
Fa7gy | FH | 08 058 C
- (048, 091] | (051, 0.67]
5-0H-7+ i
o 094 08
V7 2o | oo | NC
NA : K45, NC: KHH
WD 1160
#2) N ) N F ViSO R -
E3) IR GO - HE
H4) JEOEHIFE G0 ¢ 1360
WE5) JEBE G- ¢ 1561
116) AT
ET) ISR 1140
#8) 131



(@ AEZZ4Z v b

PEREE A oY 2 Y / FOIEMEREIZ RIS RER AL T AL v b

AIPEHISE DSBS KT T B DOWTHRS, AR, [10.250H]
x8 GHREREMOIEY X4y OEYEIRE/NT X — Z )
_— TV ALY RY Y NOFHEE T A=
e (D sorom| M| RATRTEOL 0%
: FiE: - iR L | &
R Cos AUC Cuu
40mg 1H1I]
% A IVETT 0| 1u 105 115
REERELZIE 099, 1.08] | [1.02, 1.08] | [1.06, 1.26]
TTEFV| E0n
v/
fg‘ﬁfl 6 1.06 1.03 L1
e 150mg 099, 113] | [0.97, L1 | [L.00, 1.24]
: 101,
Nmg &% | | 0% 092 093
1HIE, ], #AT [0.82, 0.99] | [0.85, 101 | [0.74, 117]
PTT  eser
-V i, B, R, i)
INVETTIEN, 3 1 (.)'94 - 0.9 102
Vo Amy MDD 0.8, 105] | [0.89, 1.09] | [0.82, 1.28]
I
D TV UF 75 EL150mg 1H 1 & o4 HkS:
72) 106

£9 AEY X4y MESEHOGFAEOENENE/NT X — F 2

o 2y ORI 54—
R L DY RATEPHON, [0
Jiik - HiE &R -
ik Coas AUC Cas
FYTIIV 50mg 8 1.24 1.58 NC
(EP&E) H (L0, 144 | (L3, 184]
NN 0.5mg 150mg 141 1.20
TR L) e | 2| g s | Lo 1 Ne
I77¥LY 600mg i 087 093 -
Y B 080, 094 | [0.90, 0.96]
0AsASF 10mg limg | o 1.8 138 143
v B 1H1R (148, 242) | [L14, 167 | [L08, L&9j
gt V77 7Ey 109 092 0.94
)777F g Bmg | |, [ 0% 120 | 0810 | 0% 104
Gefiyes | | FHIER/ 1AL 484 62 194
ity | 300mg 1AL [409, 574 | [5.08 769 | [4.04, 6.04]
0180/
ooéééi:g 208 22 267
IVERFR | pupatiet 200,207 | [215 237 | 243 292
=M 1H1R 150mg 5
IFZVIA 1A=
MU 0.025mg
IFIVIANTVH 094 0% 036
- 086, 104 | [0.69, 081 | [052 061)
1HIR
TIINT| ] 112 13 166
17 TIVINIAL | g (098, 127) | [L18 15 | [L3L, 193]
- 16~24mg i
IVTTV) e 1HIA 124 142 157
W74y (103, 149 | (L2, 167 | [131, 189
101 107 110
R Y Bimg 09 113 | 096, 119 | (0% 128
8)~120mg I
R 1A 101 0.9 1.00 1.02
>~ v
(087, 106 | [0.80, 112 | (0.9, 117
. 4~bmg 150mg - 0.72 0.72
Fagvy 1A wE | 7| pesos | o osy | NC
NC : K5
ED) TVEF Y5 EL150mg 1AL E DS (Fv 753y, vI%y
UROTT Ly EOEYHEERRBIZIE YRS v b & Bk
5)
72) Cuas
3) AT RSy MERRS RO - &
#4) JEPEE G RO HE: - i
#5) TIWVEFZIEN - AFy b ANV IEY - FREL Y

V70 F 7 OVERIERL A & IV 72 ER

17. EREREGIE

17.1 ARV REMICET 258

17.1.1 B E D bMEEERAER (GS-US-216-01305K58%)
MHIV*( PERREBR S T W AN HIV I 838 AL 7V 5 EOVIi 4 BE

5‘%%%1tcwhHIVREEE(;:{T@HIVEW&%%‘SISW CRIRE

2951§u\ BEIGRHR18B)) AR e L, 2HONRTIZ AL TH VT
Y v800mglk Fa ¥y 2% v +150mg» 1 H 1A% S (DRV/COBI
800/150mg QD) D44, AN OVH s % 5Fli5 2 IEE M.
HAEE, ISR 9256 L 720 ASHEE D FEIR B 2 H 1IR30,

x1 EBREREOBE (GS-US-216-0130558)
ERGEDH BEG XS
DRV/COBI | DRV/COBI | DRV/COBI
800/150mg QD |800/150mg QD|800/150mg QD
+ OBR + OBR + OBR
I (%) 29541 1841 31301
7 ANV AFEHRR (HIV
RNAS) 245 (83.1%) | 8 (44.4%) | 253 (80.8%)
<503 ¥ —/mL"*
F5-HI2 & DZAL -3.01 -2.39 9297
(FI51E  logi= ¥ —/mL) ) ] )
CDAR Y > Bk D3 5
A so%l (P 2| M o o
7 AV ASE IR I 11 (3.7%) 6 (33.3%) 17 (5.4%)
IR 5 (1.7%) 1 (5.6%) 6 (1.9%)
rymmzmﬁﬂ%l&t 6 (2.0%) 5 (27.8%) 1 (3.5%)
i;gr%mﬁ PR 15 (5.1%) 0 15 (4.8%)
MoBHC L 285k | 24 (8.1%) 4 (22.2%) 28 (8.9%)

OBR (Optimized background regimen) : Ei# b & N7z RiHEOMEE
##1) TLOVR7 V1) X A Chlise
7£2) LOCF (Last Observation Carried Forward) #fi5¢
1E3) 483 ¥ TICHIV RNAEAB0D ¥ —/mLEL Eo B, Ao K mn ik
WHROTOIRERE P IE LB, HEFR, TR OARED KX
IS DR CakBR A ik L IRRE S A OV A 25507 ¥ —/mLEL =
TholBEEED,
FIER 1X31361 74120861 (66.5%)
THIBTHI (27.8%) . FLT2H0 (23.0%) .
38K (12.1%) TH o7,
17.1.2 @SB MHEER (C21158% (ARTEMISEHER))
PUHIVEE HIERER A 70 WHIVIER G B E 689 & W G & L 7= 4 v
L800mg M ) b+ E100meg®1 H1EF%S (DRV/r 800/100mg
QD) ¥+ En -y M FENLDOLIHEGE800/200mg (LPV -
r 800 - 200mg/H) OEMEAEF I & 2 IEE M A L EG B
REML 72 Wil b7 7KL (TDF) 300mglt Ft A h1) &
Fry (FTC) 200mg#k i #iG#H & L7z. MO BET RO
ISR D 13 A ST DRV/rEE3ASHEI AR fih de 133458 (3
FA18-70) . BYEAT0%. AFHIZH A40%. RA23%, A= 7
23%. 7V T N13%TH o7z HHHOMAHIV RNAR TIGHIX
4.86logiT ¥'—/mL. CD4kzE") >/ XERHE O rhJefiii 2228/ mm?® (i
FH4-750) TH o720 1920KF OERRBHF 2% O FR3ITIRT,

F2 ERAERREOEE (C2115{88)

RO b iv7ze ERBIERIZ,
3954961 (15.7%) . BH

DRV/r# LPV - ¥
800/100mg QD |800 - 200mg/H
+TDF/FTC | +TDF/FTC
3431 34661
7 ANV AR (HIV RNAR)
<502 ¥ —/mL* 68.8% 57.2%
<4007 ¥ —/mL"*V 75.2% 65.0%
G2 5 OZAL -2.35 -2.03
(E39flE ; logioa ¥ —/mL) #
CD4R1EY /1:?“&@?15‘}1!1 Y2 G +258 4263
Jefl 5 /mm®)
7 AV AEREFE L 16.0% 20.5%
DRAT/ N 11.4% 14.2%
T AV A RO A L 4.7% 6.4%
R T EERI L DGR 4.7% 12.7%
DB I & B 3111 14.3% 12.4%
7#1) TLOVR7 VT A A2 X i) 5
H2) B (FeGHkpl) o2 biz0s LTHise

73) 192:AKF F T2 A )V ARAE0T ¥ —/mLIZE 5 7255, 192K 1£ <50 2
Y—/mLTid7% - 7261
4) 192K F T2 A WV ARA<E0T ¥ —/mLIZE S %&b o 7241

75) FDANA & > 21230 L 192K 05 (77 4 )V A SAIIMAS AT TR )

£3 RE5ATHIV RNAERID 7 1 IV Z2E5hE
(<50 E—/mLOEBE D)

DRV/r#¥ LPV - rff¥
800/100mg QD 800 - 200mg/ H
+TDF/FTC +TDF/FTC

<100,0007 ¥ —/mL 69.5% (157/226%1) 60.2% (136/226%1)
>100,000 ¥ —/mL 67.5% (79/11781) 51.7% (62/120%1)

BIERZEBIIE, 65.6% (225/34361) Td - 7-. EREBIERIZ.
THILI66 (33.8%) FEFE60HI (17.5%). FL5561 (16.0%). 5
953561 (10.2%). BEMH3260 (9.3%). MEH:-21%5] (6.1%) THh -7z,
17.1.3 B EMHERER (C229:85% (ODIN:BR))
PUHIVEEEE B OHIVIE G B ELIB 2 0t R & Lz 5V F U
800mghk Y F+ ¥ 100mg® 1 H1ME S (DRV/r 800/100mg
QD) ¥ ¥V EN600mglk U8 b F EIL100mgD1H 200 #% 5-
(DRV/r 600/100mg BID) OHE(EAEND 1712 & 2 IEHHES MAH
MR 2 945 L 720 WEE L 12, 28I L L ONRTIsIZ & A GHEYE
BAH Y. FVF EOVEER LR (VI V321, L33F, 147V,
150V, I54M, I54L. T74P, L76V. 184V, L89V) % b 727\ ik
HTH oz MEEORBEE RN OEEFEICHY EALNT, F
i gLl 12 405%  (HiPA18-77) . FIEAT64%. AHIZFA36%. B
N26%. Y A=y 718%. TV T ANIB%Th o720 HGHDIMLH
HIV RNA®F#1MEI1Z4.16logoa ¥ —/mL. CD4RE ) VONEREL
DI 12228/mm® (#EPA24-1306) Td - 720 48FEIE D [ Rk,
fiE FAUTRT, P




R4 BEREBEOBE (C229:58)

DRV/rf DRV/rfif
800/100mg QD|600/100mg BID|  FEH ML
+OBR'™ +OBR | (95% f5#IXH)
294551 29661
A AR 1.2%

HIV RNAJE<50¢—/mp | 212 T21%) | 210 09%) | 41755 o
HIV RNABDBSGHDOOZIL o %0 -0.047
(P9t logu¥—/mL) ™ i : (-0.24:0.16)
CDABPEY) > 7 SERE OB 108 2 5
OZAL (higfit s /mm?®) 9 (-25:16)

1) TLOVR7 VI X412 &0 Hise

7£2) NC=FTHlisE

#3) LOCF (Last Observation Carried Forward) #iise

7£4) Optimized background regimen : F#E b S N2 RHBOMAE

D) BUBEE (%) OEOEBTIIIHED

16) FiyE
BIVEFZEBIERIL, 42.5% (125/29461) TH -7z FREIWEMIZ.
TR426) (14.3%) . HEL386) (12.9%) . FEH2061 (6.8%). 5645
2061 (6.8%) . JEFE14% (4.8%). Wam:1361 (4.4%) TdH o7z,

18. ZEhEEIE

18.1 fERA#FF

18.1.1 £ILFEIL
FFEVIZHIV-1 78 7 7 — ¥ 028 0 O 051 %
T 5o AATHIV-UEGAILIZB W T YA IV AD T — ¥ 5Gag-
Pol RV EAEOYIN % # I IS HE L, 2O, Bt r A5
DI ANV ADIEK % B9 % o AFKNEAp4.5% 10 ?mol /LT
HIV-170 77 =Bl EzEF LB, HIVya 77—+
RHEHITH LR R OB L Z o Tz MR 7% 138
D s 7T 7 =BT L HEREHIERO SN oz, 8 90

18.1.2 AEY X4 v b

VY AY v NI, CYPSADEIRW 2 HERTH 5.

18.2 L7 1V ZX1ERA

18.2.1 #ILFEIL

FuF iz FTHIFK. & PRISIME—ER R O e h HER/ < 2
07 7 — V2BV & W 7 HIV-152BR R e OSRR 7 BRI
NCHIV-2FBRZE R LIHIER  (ECsof © 1.2~8.5nmol/L)
ZRY, ¥V FENIFHIV-1Z7V—FM (A, B, C. D, E. F.
G) BT — T ODEGIRG BEAREE S A BERREE (Zin vitro T
P AV A0 (ECsofii @ <0.1~4.3nmol/L) %#7”¥ . In vitro
BTV FELOHY AV AVERIZ. 50%MMIaHE e %2R
FUERE (87~>100umol/L) &£ 1 & TV ETRO L5,
FIVF EIVOECsfEIE b M AEFTE T Tl i T5. 455\, 4
VFENVEHIVT a7 7 —¥HERH (7 7LVFEL, 274
FENREC) FFE) LT A LI X YRR ER L,
X7 Lk Y FREEGEEERES (T8N, Y520,
LAI)TEIEY, FITV, VT BTV FEYRD
VNIV ). X7 VAT FREEGEEREIES (7 /7 REV),
X VF Y FRUSERREESN () y, =77 L
VYL TFIENTY Y, RAEFEYRNYVELEY ¥), HIVZ/ O T
7 —=YMHEH (7T¥FFEV, £V FEN, S, FF
F YV K Otipranavir) K& ORLATHEA] (enfuvirtide) & BT %
CECEVHIMEMZR Lz, FVF BN E 2SR & Db
B THIERIZRDO SN oz, ¥ 92

18.2.2 AEY XA v b

I ALYy M, HIV-LUSH T 2807 A VAEEE ST, 4
VT ENDHLT A NV ATEPECR T 2 FEUERIERED S kb o 72,

18.3 FEAImtE

FVF VAR T T8 L 2B ETIHIV-12 ST 4 v 2 %15
Bz, SEL EOHEMEY R L7282 A, Y AV ADZ
BIASiRo b 7ze itk 4 )V 212%F LTV ¥ JLiZ400nmol/L
B A DRI TR 2R L7 (n vitro) s 2 DIk £ L A
X, ZVFENICK L COESZ D 23~50f T LTBY ., 7
77— BRIEFI2~4HDT I VBREREZF LTV, 26D
TANVADYTNVF NIRRT & 70 5T 7 —EHO7 I ) BBER
DBEEIZFRD SN o7z HIVZ O T 7 — ¥ HER 2 7
HT HIMOHIV-1205 ¥V F E L Dlifthkk (ECsofiEi)353~641
RZEAL) #%in vitro THER L7ziER. v Cvititko 7o 7
T —=EHIZ2EOT IV BEERFHB L. 2o HLI0F. V321,
L33F. S37N. M46l. 147V, I50V. L63P. A71V U84V D%
VT E 55 BERR D 50% B 12 380 Stz &V BVt (ECsfi®
It fold change [FC] >10) & %512k, TNHOERD ) bk
BESMEOHIV 71 7 7 — Y HEAH A RS LETH) ., 95
DRI TIC 7T 7 —¥BETHICHFEL TV, 7V
TLFUEN, TIFFEL, £ T FENL, BEFE L, 2T
1 F ¥, ) b FEN, FFFE VDB Idtipranavirl kO
IRGTBERRL, 1130k, 6 DN WA FER IR S BRC 202/ C21 358 B I 1NC 208/
C215:RERFAAT I HLA A S N7 B O 57V F E VP 5B G 1T O
IYEERESS6REIZ BV T, IV EICH T AFC>10 (Hhakfl) %
RL720E, 10 %282 2HIVS O F 7 — X R i 2 5 825 52
ol T IV =T DR TH o1, B0

18.4 Xt

HIVZ7 a7 7 —E¥HEFANEZLMESED ST, T
LFEN, TEHFFEL, £ I FEL, OEFEL, 2NVT 1
FEIN, U RFE L, FFFE Wi tipranavir 2§ B B2

IMETT L 72 BEPR - BERES , 3098k D 90% 2% LTy ¥V F E VD
HEETIRIOBRBCTH Y. 1ZLALOHIVI O T 7 —LHEHIC
LTI 2 RS 7 A VAT IV F ENVOBZ IR RS Tw
720 HIVZ 1 7 7 — ¥ ERIM R 5 IR L 72 500 F ¥ 2
MHZIRTIRD ) BTRRIZOWT, tipranavirlZ B3 A i A et &
. TRED 9 B 68k Cldtipranavir l2 59 4 B K F 2V S 2o 72
(FC<3) Z &b, ¥vF Y Etipranavir & O 58 3T 13 BRE
HCTdhDIEAREINTVD, TEHEFORCPL, X7 LAY
B/ %7 Lt F FRFEEGHERER ., EX 7 LA v PG
R IER], AATHER & 7V Eov & ORISR LM IZAE L%
lf\&%i%h%o 44). 45)

19. RS BT 2 BLEHHER

19.1 ZIVFEIN T4/ —)fFmh

—{ERIAAR T FVF N T8 ) — A (Darunavir Ethanolate)

14 ¢ (3R, 3aS, 6aR) -Hexahydrofuro[2, 3-b]furan-3-yl
[(1S,2R)-3- {[ (4-aminophenyl) sulfonyl] (2-methylpropyl)
aminof ~1-benzyl-2-hydroxypropyl] carbamate
monoethanolate

L 0 CorHarN307S - C2HesO

43 0 593.73

%R BEoBE

e sivg

gl 550 100~105C

SEAREL  Log P=2.47 (1-#F 2 % 7 — )v/pH7. 031 if)

BRRE N N-DAFIVEIVAT I FICHBOTHETR T, 72 b=
R VIZETR T, A7 7 = VIZRREITICLL, 8/
=V (99.5) IZIEIFIZL KL 2-7 a8 — )V R OIKIZHERD
THETIZ v,

19.2 AEY XAy b

— 4R 3 ¥ A% vk (Cobicistat)

fb244 © 1,3-Thiazol-5-ylmethyl { (2% ,5R) -5-[ (25)-2-
(3-methyl-3- {[2- (1-methylethyl) -1,3-thiazol-4-
yllmethylf ureido) -4- (morpholin-4-y1) butanamido]
-1,6-diphenylhexan-2-ylf carbamate

453 0 CaoHsaN70sS2
o 0 776.02
IR B~ o E
== Swav
[0}
L
o H H p-k (o]
HiC N NAN N < N)ko S
HSCHSJA‘CH:J H/ﬁor ,\‘HN\H /\[N/>

O

Rl T AERSREESST . 200C L (4fR)

SEEREL - Log P=4.3 (1-% 2 % / — )V /pHS8. 58k frifi)

BIEME D 7R R MY, Yr0b Ry, DAFIVALEKFY KL
I AT = ZETRT L KRUINT Y VI LALTE
7w,

20. BRV EDEE
ANROFOIEP L GIHIRET S 2 &

21. ERI&MH

211 B A7 EHEE A RED L, EUNIERT S 2 &,

21.2 RENOMEFIZYS 7o Tk, BHICH L CARFNICE L CHER LA
Stk - BREWEOT— 5 G EREPEEFTH S 2 L &2 14123
LAY 7x—=AFarer b ais89, ERICERTLI L,

21.3 HEFMC BV CEBIAEFE R U P O RSB IC O W TR, &
TR R A BRI N O RS R R R T B 2k

21.4 HEAEYMASKT 2 o, EHlE L <END LS 5E
Blaxtg & L7 Rkl a2 i L. AHlofHERICET
AIEH GRETR. A3 - &t (g0 Gz - 24
M Ets) ROSEWHEAEROF— 7 5%) 20U L CERIZH
HI oL LDz, TAEOKELFHEERFERIIEE T2 L,

22, B
305 [K PV, NF]

23. EEXH
D) AR
2) RPN
3) FAEE
4) FHENEFR

FIVF N O RATHRE (TMC114-NC249)

YT AY v b OGS (TX-216-2033)
FOvF o FAEFS-E R (TMC114-NC130)
FIVF Lo GRS HERE (TMC114-NC132)
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20)

23)

24.

HREER - VTN &Y N EN o ARG R
(TMC114-NC146)

HWER : FIVFEV OB AEERE: (TMC114-NC159)
NGRSV F ENV oD AEERER (TMC114-NC158)
VGRSV BN - ¥ RSy MERAHIOEYTIEE IS
B4 2 #E (TMC114FD1HTX4002)

MR FVFEN - a¥ Y A8y MNEAHIOLFOFE
T OSEEhRE et (TMC114IFD1003)

MG ¥V FEN/a T A8 v b OHIV-1EG B E 1
ARG (GS-US-216-0130)

HPVEER : YV FEVRTTEY RSy N OSBRI M T
Z#Ed (TMC114IFD1001)

FNEE - SV FEVRDY b VO EROPBER Y
FREDMET (TMC114C143)

FNERL D SV F ULV OEARKFEEOMET (TMC114-NC215
(FK4948))

HAEE gy 28y s OERAKEROWME (GS-
US-183-0133 (60N-1103A))

HNEE 2 Y A8y P OEAKSEROME (GS-
US-216-0124 (60N-1103B))

AWNER v F eV oR#OME (TMC114-NC112
(TNO41201))

MANER : oy 25y S0 EIEIZE$ A E (216-2025)
HWER ey 25 v FoRE oG (AD-216-2038)
FNEEL D SV F UV OSEWEREICKIZT) N VDR
(TMC114-C114)

FNERL D v v odikoiEt (TMC114-C109)
HPEE 3y A8 v bodEoRET (GS-US-216-0111)
Sekar V, et al. : Clin Pharmacokinet. 2010; 49 (5) : 343-350
HREE  FVFEN/TET ATy N OIEIFIZ BT 53D E)
oM

FERER © ¥V E L Din vitrolEF I E I 2 HE)
(TMC114-NC123)

HHER : SVFELVD T v AR=F — 12T L5
(TMC114-NC137)

HNER : 2T A5 v b Din vitrofEFEHE B 2 MEt
(AD-216-2028)

HNEER  a¥ Y 2% v FOm vitrofEFREICHES 55
(AD-216-2029)

MAER  aEy 25y v DT Y AKR—F —IZHT BRES
(AD-216-2099)

NG 28T AT Y DTy AKR—F — BT HHET
(AD-216-2100)

NG 2T AT Y DT Y AR —IZHT LG
(AD-216-2094)

HREE Y/ P FELETEFEL/Y FFEL
ORIFFEHIV-1EG B E 0h T 2 BRGE (TMC114-C211)
Cahn P, et al. : AIDS. 2011; 25 (7) : 929-939

Koh Y, et al. : J Biol Chem. 2007; 282 (39) : 28709-28720
HWNER  F v Vo (TMC114-0009-VRR)
King N M, et al. : J Virol. 2004; 78 (21) : 12012-12021
R : v EVoEffET (TMC114-0003-VRR)
AR 4OV EVoEHRET (TMC114-0004-VRR)
HAGE . ¥V FELVOHY A VATER (TMC114-0014-VRR)
FERL - F I F LDy 4V A (TMC114-0002-VRR)
HPVER : IV F EL oty 4V ZER (TMC114-0011-VRR)
FEEEL - F OV F Oy 4V A5 (TMC114-0016-VRR)
PEER - ZVFELodiy 4 v A{EM (TMC114-0006-VRR)
HPEE D ZvF v oFERE (TMC114-0012-VRR)
PR © 7 O odERITYE (TMC114-0013-VRR)
HPEE D Z v e odERE (TMC114-0005-VRR)

XEFEKRERVHEHVEDESE

Yober77—<BAERE ATAINVA T A A-Varkry—
T101-0065  HHUHRT-(CH X PH i FH3-5-2

7

=44 Y 0120-183-275
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26.
26.1

RERTEEE
SUERRSTT (@A)

Y rer 7y — <At
T101-0065  HHUHST-(CH X P4l H3-5-2
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