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7.3 v MRIEREY A VA (HIV) &, RGO H 6 £
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;%aj';U]\ TMC 600MG TMC 800M

4. FHEEX IR
HIVEERAE

5. MEENIINRICEHET 5 ER
51$% CEBERICH o TE, BB OERE R O
El /\

%ﬁ)%%% tBZ

(7T X2 2§E600mg)

5.1.1 RENIPTHIVIEEDHEIHFRESH Y . A
FOVF OV TR A S & FEOHIVIE G BB 12 H 3 5
k. [7.15H]
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20, RHERIELZZY LawnZ &,
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15130.4% . Bz REIEARSE BEHE120. 1% K512 580 S 7z,
72, BBOLFZREPSHEETH Y, F5FIG4A
PIPNCEH L 7205 Gk B L 72, B, IHFEE
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HIV 7' a7 7 — ¥ HER CHE T O AR EEIZBWT,
Bz 8 ML J O o B B i 45 0 LR R o 3 0 A &
nacwb,
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12777 —EHEHX

FNVTTTEN | KE/)RFENET IV
FIIENERHLT:
L&, RAIO Mz
BEDSHA T BT RS
Hbo KRHEI/ )N FE L
EIIVT T T R
MY 25213, HE
IR ALTIE R\,

B A

FVF 7SS | RA /) b F €| HEAH
600/100mg 1H2[A &
FIV7 77 E)v30mg
IHIMZ ALz &
&, FUV77IELD
AUCH22%38/0 L 720
KH/) M FEVER
VT 7S NEPEHT
LEAICIZ, HE®
gﬁ]ﬁﬁj‘%ﬂ‘gci&b\o

Z OAOHIVEE

S A KK /) FFEL|Y FFELOD
600/100mg 1H2[M & | CYP3A4IZx§ 5
<7 ¥ u2150mg 1H | HEEHIZLD,
2MAPH LAz &, | v sy o
<707 OAUCH | SHESINS,
305%3 1 L 726

W) EN T E O AFTE

1. 8MER

WORMWER DS 5 b d 2 EWhbDT, BlELY T4
1TV, BEGEo O E 113G 2 k3 4 % il
TWARMEITH 2 &

1.1 EXLEIEA

N1 FEHREERBMMABAE (Toxic Epidermal
Necrolysis : TEN) (HEEAHH). KE¥ERE R
(Stevens—JohnsonfEf&EE) (0.1%HKii). SHHHE (0.1
% Aiit) . NSRS MR (A
HEDOFEENRD O bNLIEEIL. REORG ZELI2H
IELEYI 2 LEE4TH) 2 &,

11.1.2 FriaefE=. &E (HEARH)
AST. ALT. p-GTP® LEHEZ% 1) JFigekrdE, #a)
Hobh b lhdhb, [8.75K]

11.1.3 2MEX (0.5%)
1.2 ZOMOEIER

1%L F 1%
WG % O EOER
A U
EREE | BEUE SoTE T
EhYZYey) FIL|BEE R4, LDLE
wamos |JE (5.5%) . EHCN N, Ak, AR,
sy R WL ATO— LT b)Y AE, %
RS Ve, BRI, | B
BEPRI, I

PN RT N TTRIN N
R ENUET Nk N
VB AN

SER (13.8%) KM = 2 — a8

—. SRR, FOIERE

HEERAE . GERRGE. IR, —
S 1 55
R ORERE e £ s
LR LEE. BIR
i EIL
I, N9 NG S
% Ok Y

T (23.7%) .
O (14.9%) . B
& i (8.7%) . Mg

RS, IARZEE

A il (7.6%) . FEmeZH
NN T
i, LR R
FPIESE AR | FEREZE EPET
%95 (10.3%). Z |8 F. 7LV VF -1k
S (5.6%). | W%, . mErE
RO | ORS A/ ER | 5. BB, SR
W TR | M P W%, S, EEo
Ko . BEAK 95 IR
I N iR
WA BIEG . DU .
b v Dk, .
I EGRE. GRE
H R ORI &, BELE SR
PN E N0 RN
AmREE
SHWER D | (3.6%). W) | R, BE. BH. K
PERIRE |5 (5.5%) RPN
LR AR D, B
KB . I Bk
ﬁﬁﬁ{*ﬁﬁ ﬁi&("—’k/}\ ]) ://\cfj‘{

Hag A, #Rorba v
KT T AT~ IgHIE

&

13. BEHRS
13.1 &
AANGEHTIZ & D BRE SN0,

15. ZOMOEE

15.2 FEERREABRICE D 153

15.2.1 ByEER (F v ) Tld, sEMmA. Mg s R,
FEL B BB SRR B SR S iz IETEALER
SRR YRTITAF VIR OEREE &2, RIMEK ST
A—=F DO TR H SN0 8

15.2.2 %230 526H (b b 03K ICHY) $T, 4
E7 v MIHIVFENE20me/kgh H1,000mg/kg?d H &
TG LR, TR0 SNz (2.4, 9.7.12 ]

15.2.3 Y7 AR T v N EHOPARERERORE R,
V2 B A 1 7 IR R B e e ORI 0 o0 S8 B =R o 1
L Ty MICHIRR ISR IR IE ATRE e & 722 30,

15.2.4 #Ef=m sty (n vitro KO in vivo) \[2BWT ¥
VF E ISR TH - 7230 39,

16. EYENRE

16.1 Mgk

16.1.1 71U < X 2$E300mg
RS, ) R ¥ v100mg % 1 H 2015 M KAERE %54 03
H HIZARHIS00mg 26t & BHRIZHBREORL- Lz & &, s s
U EOVIEEEE2 OE] (FPfit]) #02Cmax (5.96pg/mL) 125E
L. #I8EF B o B csde L7 (&1, M) Y,



F1 U MFEI00mgE RIEREOR S HICAF600mgE BI%(IC
BEEORS L AEZOMERZILFEILQOEYEIRE/NS X — 4

HWFRE ST A — 5 AHl/1) N FEIL600/100mg
Crnax (ng/mL) 5.96+0.838
tmax (h) 2.0 (0.5-3.0)
AUC= (ug -+ h/mL) 102+46.3
tiz (h) 17.8+10.3
trax © FHOLE (FEPH) P iR (N=8)
8
7
2
5 6
3
w5
o
=
o 4
Iy
=2 3
I
g2
=l
1
0
0 12 24 36 48 60 72
B (h)

E1 U rFEI100mgE REZEORSHICAF600mgE % ICEE
BOK/EL-EEOMPFEHR S ILFEIVEBEHE (FHEHZEERE)

16.1.2 7' ¥ X Z$£300mg/600mg
MBS, ) M EL100mg % 1 H 2[5 H MR AER 3% 51 03
HHIZ, AF600mgdi1$E L13300mghi 25t & 22 i I3 ik 12 H
%S L7z & & oliEd 4V EOVi - B3R % X212,
WENHE/ ST A — & % F2UATRTH, (FHEAT— %)

8

7 —O— 300mg £t 2 f& (Z=HERE)
. —eo— 300mg fE 2 f2 (&)
E 6 —A— 600mg & 1 58 (ZRERE)
\;; —&— 600mg f 1 52 (&%)
w ° ]
e
2
34
B\
a3
g
g2

1

0

0 4 8 12 16 20 24

B0 (h)
K2 1 b7FEJV100mg% 1B2[E5HERERORESRICEH
600mgEE18E X (4300meie2dEt & TIERF X S B ICHEROKRS L
2 EZDHIVFENOMFETBEHE (THELZEERE)
#2 U FFEI100mgE REROHRSHICEAF600mg%
BRRO/RS U EEOMBPERFIVFENOEYBRE/NT X —4

SEMEIE AF/1) T 3 E1600/100mg
i N0mgfix2sE | 600mehix 14k
IS

N 47 47
tax (h) 2.0 (1.0-5.0) 2.0 (1.0-5.0)
Coax (ug/mL) 4.13+0.81 4.21%1.18
AUC» (ug - h/mL) 93.7+34.2 92.4=40.3 (N=46)
tiz (h) 19.1£7.26 19.0+11.1 (N=46)
fExiEra
N 47 46
tmas (h) 4.0 (1.0-5.0) 4.0 (1.0-6.0)
Crax (ug/mL) 6.02%1.60 5.80=1.08
AUC» (ug - h/mL) 117+53.6 11140.4
e (h) 15.8+5.28 15.9+6.84
tmax * LAE (EPH) Il = B (R

HIVEZIZAHA/ ) T 5 E)1600/100mg % A %121 H 218 AT 14
G- L7c2aklR (C202 UC213585R) & @ 47 v F L O RIS
PBYRERRIT I & 2 S BIRE /ST X — & OHEEM A 312, EEIK
BEIZBT 25V F VR b EV oI MmEE i 31
R, BHEAT— %)

K3 FIVFEIOEMENRE/NT X — 2 OHEFEE

AHF/1) R FEIL600/100mg

HIIE N A= 1H2HE (N=119)

AUCr2 (ug-h/mL)

PG = R A 62.3%16.1
FRoufiE (AEPH) 61.7 (33.9-106)
Co (ug/mL)
T = R 3.58+1.15
drgei (4iFR) 3.54 (1.26-7.37)
10
- ZI)LFEI (FHE)
+ 0% IEEEXE
~ 8 - U RFEIL (FE)
£ ’ N
oo
3
"
Iy
|
LS
L=
— ——a
% 2 4 6 8 10 12
B (h)

R3 A&F|/U hFEIL600/100mgE 1 H2AIRERE L EEDE
HREICH T B HILFEIRVY M FEILOMERREHTS
16.1.3 7U Y 22 F 1 — 7 #2400mg/800mg
TEFERALZ, ) N Er100meg % 1 H 1IA5 H R AERE 5 dh o3
HHIZ. A#I800mgHi 15t X 13400mgHE2sit % 22 g I3 Ak B
[\ G L7 & & oA 77V ) OV - HIHERE & X412,
WFRE/ST A — ¥  FUIRT, GHEAT—%)

9

8 —o— 400mg &t 2 f& (ZREES)
_ —A—  800mg £ 1§ (ZERERF)
E 7 —e— 400mg §E 2§ (&%)
§ . s —a— 800mg &t 14 (B#)
i i
® 5
=2
v,
=
™ 3
#
W
g 2

1

0 T T

0 4 8 12 16 20 24

BfE (h)

X4 1 bFEIL100mgZE 1B 1E5AEREZOERSFICEH
800mgHE18E R ($400mgfe2fe & ZRERF IS B R (CHERROKRS L
fEEDFINFENOMFEFRERYE (FHEEERE)
F4 U FFEII00mgE RIERORSHICAFIB00MgE
BEZEOHRS L EEOMBERAILFEINOEDPERE/NT X -4

S RE AFH/1) N FEIv800/100mg
REF 400mghi x 25 \ 800mgdi x 15
eGP
N 81 78
twax (h) 2.0 (1.0-23.9) 2.0 (1.0-5.0)
Crnax (ug/mL) 4.87+1.44 4.91+1.33
AUC= (ug - h/mL) 105+65.5 99.5+49.4
tz (h) 16.1+8.33 17.0=17.2
jExpEiacs
N 43 44
tmax (D) 3.0 (1.0-6.0) 3.0 (1.0-5.0)
Crax (ug/mL) 7.03%1.67 6.77+1.67
AUC» (ug-h/mL) 110£35.5 110+41.6
tiz (h) 13.5%4.77 14.0%4.62
toax * FPOLAE (HEPH) IR + BT 2

AFEI/1) N EIL800/100mg % £ H 1R AR 1% 5 L 72HIVI&
Y B F 335 D I 47V F E OV BEAE % F o 72 B4R S B e
WS & 2 FEWBRE ST X — & D% REIC, EHIREICBT 5
FVF EVOFIGIMEE IR 2 M5IR§%, (JHEAT—4)




K5 HIFEIDEYHRE/NT X —FOHEEE (48885, C211518)

AHl/1) 4 EIL800/100mg
LH1E (N=335)

EYBRE T A — 5

AUCz (ug -+ h/mL)

P = R A 93.0+27.1

poefE (EPE) 87.9 (45.0-219)
Co (ug/mL)

P = R 2.28%1.17

i (HEPH) 2.04 (0.368-7.24)

10

—=— &#U/Y FFEJL 800/100mg q.d. 4 EES

mEEh A ILF EILEE (ug/mL)

(N=9)
—=— Z#HIY) FFEJL 800/100mg q.d. 24 38E
(N=13)
—&— ZHI/Y b EJL 800/100mg q.d. 48 388
(N=10)
0.1
0 4 8 12 16 20 24
B (h)

®5 &FI/V rFEIL800/100mg%E BHICIBIERERE L&
ZFDEFIREICE T 3 HIFEINOFGMmIFRREH

16.1.4 ME
FHEMSE BT O R, B CORFOBREE R ITBMIC L
L16.8% 72725, OMBIZERNERII WY, GHEAT—5)
16.2 RN
16.2.1 EXHRINS A TXAFEY 5 1
ERER LS, AFIE ) N F UV EERICHEHES L7z & X 0AH
DHERFINA F T XA T T 1 1F, KA G5-FD37%0 5
820\ L 722, (WHEINT— %)
16.2.2 BEOHE
AHFN/) N FENV400/100mgx B L HIHEG L S0 F V)
YLD Conax L NAUChastld . Z2JEIERR - & i L CRI309%n L 72,
B bNEOESH (B0 —13240~928Kcal) #EL7zE &,
HHONEIZL D F IV F ENDCrmax Jt WAUCstl 22T A 5 L7 7
5729, BHEANT—%)
16.3 9
FF O NIERARKERIINBBTH ) . FICMmEalE
MHEEREE A L 72 (n vitroitlif, RSN
16.4 X8
v MNFIZ ey —2axH\Woin vitroifR T, IV FEVIREIC
CYP3A4IZ & ) BALIICR SN D 2 EAURIBE N2 ST E
VO FEAHW LMD 1) . BERHIVIRICH § 2353w h
L RBIEDI0BLL T TH - 720
FERERL A MCRE L L 72 AR%1/) b €v400/100mg % Hilal 14
HL7zb & MR RGTRED KER 5 IE REALRER TH 5 2 LA
RENLD, FHEANT—5)
16.5 ittt
REHER A MCHE R L 72 AR H1 /1) T E1400/100mg % Bl 14
L7k &, GRS DRT9. 5% H Iz, #13.9%H AT IS
Pt s sz, F720 REROIERIE, £ H41.2%, JRH
WHIT 7% T > 722
FVF EN150mgx M CHIIRNIE G- L7zt &oeg7 )77~
A1332.8L/hTH Y. U FFELMI0mgE PR L& X4y s
)75 Y AIE5.9L/hTH - 72 FHEAT—%)
16.6 HENEEEH T IEE
16.6.1 FFipepE=s
R R EEFREERSE (£861) ICAKF/ Y ML
600/100mg % 1 H2[ iEHS L= & D ¥V F ¥ L 03y Ehe 2
fREFERERT L I L 728 &, BE L EITFRO LN L o720 B,
WEFREERE T IR E LRBRITER L Tnaen, [9.3.25
B ]
16.6.2 BHpEEE
AR EEE R (CLer$30~60mL/4)) %A 5 HIV-1&je R
(2061) 12BWT, BEIECKTICL Y FIVF EL oY Hhhe
EERENLN EATREN, EEBREE IR EREES
AT AHIV-UEEEZ BT 2 RBITERBS N TRV, ¥
FENVEEIHHETRB ENLZ Lps, BREEEETYLVFE
VNOEFEI7 )T ARMET LAanEHERE NS,
FVFENEY M FELVOMEEAKEGRIIEVI 26, 1
WOBAT R JEIEBNT 12 & o THRE SN B ITREEE IRV,

16.6.3 iTi7. ERADERS
AR P OHIVIEGL RS (1160) 12, A%/ b F E)L600/100mg
ZlH2MFG L2 &, ¥V F ENDCmaxs AUC120 8% FCrinlZ s
HEES (6~123 ; 1161) & ik L T2 2n28%. 24% M U17%
WA L7z RGRE (1161) T, ¥V F ELOCrmaxt FAUC2n
X ENZEN19% KL O17% WA Ly Coinld2% LA L 720
LRI OHIVIEEGL B E (1661) 12, AH/Y b F L )L800/100mg
ZIHIREFG L2 &, NV F ENVDCmaxs AUC2u0 S O Crinl
EER (6~123 : 1561) X KL TZN2N34%. 34% V32
%A L, IR (1461) Tid. Z2N31%. 35% K 0°50%
W L7z, [9.5.28H]

16.7 EHEEEA

16.7.1 HIEERIDRE

AHKI/1) N FEI400/100mg (TH2[E) & F X 75— 20mg (1

H1E) Xix5 = »150mg (1H20E) ZHHLEE, F 27

TS NVRT=ZF T EFTNFENLDCrnax B FAUCKIC B %

F\ZE o7z, BHEANT—%)

17. ERERRIE

17.1 BEHHRORLMICET 58

17.1.1 BHE MAEERREER (C21458% (TITANEER))
HIVEOHEBEERH VO EF )L - ) b+ EL (LPV/r) 12
£ B HIERERRDS I WHIVIE G B F 5950 &2 /R & L7z ¥ v
600mg % O°1) k F ¥ )r100mg® 1 H 2[5 (DRV/r 600/100mg
BID) 1 ¥+ ¥ - Y b+ ¥L400/100mgdl H2M$% S (LPV/
r 400/200mg BID) OME(EA SIS 12 X 2 IFEMAE A Hei b
FHEM L 72, MEEE QI RERITERMAEEL L /2PtHIVEE % H
Wiz, WO BEE =N OEEFEICR D XA 53 DRV/rff
29861 D AE i I 13405 (FiPR 18-68) . FHMEAT7%. AFEIZH
A54%. B A18%., b Z2/8=v 715%., T T ANI%THh 72, #%
SR HIV RNA& 134, 33logiT ¥ —/mL. CD4FE
V) 2 SERELo U3 235/mm® (iR 3-831) Td o7z, 96:EEE
DR % LR T,

F1 BERREOBIE (C214:5)
DRV/rk LPV/r#
600/100mg BID | 400/100mg BID
+0OBRI +0OBR#
N=298 N=297
7 AV AERER (HIV RNASE)
<4007 ¥ —/mL#)- #2) 66.8% 58.9%
<503 ¥ —/mL*) 60.4% 55.2%
UESRTEN 7
(S ogos /)™ 152
B 1) S ) SERF L A P
7 A OV AL GRS 11.7% 22.9%
BRI s 7.4% 13.8%
DALV N 4.4% 8.8%
AV 2 % LIS & B G-l 0% 0.3%
FECTEERRI L 245 H 1k 7.7% 6.7%
MO & 2857k 14.1% 12.8%

JE1) TLOVRT V=) X A CHiise

1E2) 96IEA<400T ¥ —/mLTh > Td [HEHEMHIm] oBFLER)
HEEALL 72

##3) NC=F CH#ist

1638 S OHIV RNAE75>4002 ¥ —/mLT& - 726

96:8IF  CTIoHIV RNAEAT<A002 ¥ —/mLICE - 7245, 963814 <4003

Y—/mL Tl %o 720

963} ¥ TIZHIV RNAEAT400T ¥ —/mLIZE & % 42 72451

Optimized background regimen : Fjlfbt X /- HFHFOME

(2NRTI=NNRTI)
BIVEHIZEBIERIE, 74.2% (221/29861) Td - 720 F2BUWEHIZ.
THIO6H (32.2%) . HELSHH] (18.5%) . 953761 (12.4%). &
) 7)) FIESSHE (11.7%) . BEHE3361 (11.1%) . BE5R30
Bl (10.1%) TH -7z

17.1.2 @5 TbiEAER (C202/C2135%8% (POWER 1. 2:ER))
EERPIIE L~V 2 R $HIVIE B 2 50 5 & L7220 0 fiEfE
Ty B & B R e R 2 F 0 L 720 DREMRIT ORE R,
DRV/r 600/100mg BID# 131610 45 el 1343 (#PH 27-
73). BYEARI%. AFEIZEIA81%. FEAL0%., b A= 77%
Th o7z SR OMTHIV RNARFIHMEIZ4.61loga ¥ —/
mL. CDAFGIEY ¥ /8 BkE o i yefii12153/mm® (#iFf 3-776) <
B olz. BIHIVEOGREE (CF3EH%) (&, DRV/riE (PI2%4
#. NRTIASH], NNRTIZS1H]) & xJHEPIEE (PI7%4%]. NRTIA%
#. NNRTIA1A)) & FETH Y. Enfuvirtide (ENF) oOfE
IZDRV/r#EH320%. % HRPIEEAS17% Td o 720 968 i 0 g B i ik
% FATRT,

14
15)
1:6)
E7)



K2 BRREIEDBIE (C202/C21355& Hr&mEIN)

x5 BRREEOBE (C229:5%)

DRV/rk

DRV/ri
800/100mg QD |600/100mg BID

TR e

+OBR'™ +OBR (95% fEHAIX )
N=294 N=296
AV AR 1.2%

HIV RNAS <502 ¥ —/mLED 212 (72.1%) | 210 (70.9%) (6.1:8.51
HIV RNA& OG5 5 OZAL s 180 =004
CFH#HfE ; logoa ¥ —/mL) ’ ) (-0.24:0.16)
CDARIEY) ¥ RO 5 HiH 5 108 12 -5
oA (F9LfE ; /mm®) * (255 16)

7E1) TLOVR7Z VI A A2 &Y Hlise

#2) BUSHE (%) OEOIEHELIIES

##3) LOCF (Last Observation Carried Forward) #fise
) P

##5) NC=FTCHis

#6) Optimized background regimen : Zi# k& 72T FiGHEOM A

DRV /i .
+HE iE7)
600/100mg BID | *HPLEE
+OBR# OB
N=131 N=124
7 AV AR
:}‘HV\HIE‘I\%W??‘I Olog ¥ —/mLEL I 6 5% 9 7%
%% )
HIV RNAHA<507 ¥ —/mLiE) 38.9% 8.9%
A b AR 29.0% 79.8%
TEFERIIN Rl 8.4% 53.2%
1) 8y RiED 16.8% 18.5%
A O AP L 3.8% 8.1%
SR EHRIC L 25k 9.2% 3.2%
HMOFLHI X 23551 5.3% 7.3%
1) TLOVR7 V1) X 4 CTHlSE

#2)
13)
14)

75)
116)

963 DL Ologo T ¥ —/mLEL B Tdh o TH [THEMIIELR ] o
HITERDP S L7

N—= 2T A VE 5 120K OHIV RNALZ0.5logio T ¥ —/mLE_EDjgd a3
RO BN o 726

HEAIAOHIV RNALZL . Ologio D ¥ —/mLI LD 5 172755, 96:8
131 . Ologio T ¥ —/mLEL E DR AR & I ie h o 72451

9638 F TIZHIV RNAAL.Ologio T ¥ —/mLEL EOJKANZE S % 0o 7261
Optimized background regimen : ZE# L S N7 FRHEFOHM A

(2NRTI+ENF)

7)) MEEEEOPHITEF /) MFEN 1 36%. (RA) 7T LFEL:
34%., X FEN 135%, THHFEL 1T%THY ., 23%DHEET
boosted PIAS2%IBH & 117z,

EHAWMRE (SEFREBITROCRBREN AO71ILIEH
%R : POWERMER & O'DUET#EL 2 315 2 DRV/r 600/100mg
BID#% 5-61 O Pf A AT % K3 N FRAITRT o R GHI O EET-H
fERTTIE VI, V32I, L33F., 147V, I50V. I54LXIZM, T74P,
L76V. 184V IIL8IVOM AR A3OL LGB 5N B 4.
DRV/r®D 7 A v AL HRIREIED LTze B GRIOF IV F L DFE
HIRBENT L7 A )V AR RO T RN 1T - 720

xR3 EAMMRE (BEFREN FI/ENFRSIIO24EEO
DA IV AEZIR (K500 —/mLOEFEE|S) : POWER. DUET

HERDOGFE BT
RS ) 41 N asd’ | ENFyss
4ol 45% 39% 60%
o (455/1014%1) (290/74141) (165/2731)
0-2 54% 50% 66%
(359/660¢1) (238/47711) (121/183f)
3 39% 29% 62%
(67/172f1) (35/120%1) (32/5281)
> 12% 7% 28%
N (20/171%1) (10/135%1) (10/36%1)

) ARFHN/ ) N F AT B BB A RS S5 T OZRO (V1L V32L,
L33F. 147V, 150V, I54LJLIZM. T74P. L76V. 184V LIZL8IV)

R4 EFMHERE (RIREEN) BI/ENFIRERD24:8EED
LIV AZRR (K500 E—/mLOEEES) : POWER. DUET

BIVEHIZEBIERIE, 42.5% (125/29461) Td - 720 FE2BUWERIZ.
THI42060 (14.3%) . FEL3861 (12.9%) . FEIH2061 (6.8%). 345
2061 (6.8%) . MEJA1460 (4.8%). WEIH1361 (4.4%) TH -7z,

17.1.4 iBSA S MAEAER (C21158 (ARTEMISEHER))

PLHIVEE O RO 22 WHIVIE Y B E 6896 2 xt R & L7z 4
VF ¥ L800mg K N b Er100mgd1H1EHS (DRV/r
800/100mg QD) LT ¥ F ) - ) FFELD1HESES00 -
200mg (LPV - r 800 - 200mg/H) ®MAELAERIFIC L 2K
AL EGRER % Fhi L 720 WL 7 /KN (TDF) 300mg
KOz b)Y &Y (FTC) 200mg% WRiG#E Lz, WO
HET 5 OB IR D 13 A SIS, DRV/r#E34361 O 4R G
FROLE X345 (FPH1S-70) . BEAT70%. AFEIXF A40%. EA
23%. B A= 723%, TV T ANI3%THh o720 ¥GHiO M
HIV RNA&FI3fE124.86logoT ¥ —/mL. CD4BtEY > 7 SEk %L
DO IJLfiEI3228/mm® (HPH4-750) TdH - 720 1923 E O i PR B &
" RO ORTIRTY,

%6 ERARMEDOEIE (C2115{88)

DRV/r# LPV - o
800/100mg QD | 800 - 200mg/H
+TDF/FTC +TDF/FTC

N=343 N=346

7 AV AERER (HIV RNAS)
<503 ¥ —/mL*™ 68.8% 57.2%
<4007 ¥ —/mL"*Y 75.2% 65.0%
i;%;?-lg itil)oig)lfdﬂfl'f—/mL) #2) 2.35 -2.03

O UV

7 AV AR S M 16.0% 20.5%
DALV 11.4% 14.2%
v A )V ASE O] 2 LEY 4.7% 6.4%
BRI HEHFRIC L 285 R 4.7% 12.7%
MO X 235 k) 14.3% 12.4%

Bt
FFELD s
phenotype™® 4fl E%F;"{\‘j/\ﬂf / ENF#isi# 55
(R—=2F 1 VH) -
All rances 45% 39% 60%
& (455/10141) (200/74161) (165/273#1)
-0 5% 51% 6%
- (364/659151) (244/47741) (120/182f7)
1040 29% 17% 61%
(59/203%1) (25/147%1) (34/5615))
_ 8% 5% 17%
(9/118%1) (5/9481) (4/24791)

1) TLOVR7 VT X A2 & 0 flise
1E2) G (BeGrhukpl) o2zl LT

E—/mL T3 7% 0o 7261

(<500 —/mLOBEDEE)

7:3) 192K F TIZ W A )V ARAE0T ¥ —/mLIZE » 7275, 192K (X <502

74) 1923FF F T2 AV A RA<BE0T ¥ —/mLICE S &b 7261
1E5) FDAK A & » AIC#D L 192K O5EE (7 4V ASERIBRA D)

R7 HRE5RIHIV RNARZID Y 1 IV ZZEH R

DRV/rit
800/100mg QD
+TDF/FTC

LPV - rif

800 - 200mg/ H

+TDF/FTC

<100,0002 ¥’ —/mL 69.5% (157/226%1)

60.2% (136/226%1)

>100,0002 ¥ —/mL 67.5% (79/117%1)

51.7% (62/120%1)

i) Fold Change (FC) : ECsod =2k

17.1.3 BHETHEHER (C229: 5% (ODINEER))

PHIVIEEO RO H 2 HIVEG B ESI00 2/ R e L2y
JVFEN800mg kU8 k¥ v100mg®1H 1A S (DRV/r
800/100mg QD) & # )L+ ¥ r600mgh %) b F ¥ r100mgd1H
2[a#% 5 (DRV/r 600/100mg BID) DMEAEAE D 712 X 59k
B A P sk B & 920 L 720 WiBE & 12, 28ILL - ONRTIs
W& BHEBERDDH Y. FIVF EOVIF R EZE R (V111 V321,
L33F, 147V, 150V, I54M. I54L. T74P, L76V. 184V, L89V)
L WEBTH -7z, MEEOEETE RN OEESFEICRY 1
A BT, ER YL Z405% (FFH18-77) . FBMEA%64%. AFfiL
FIA36%. HA26%, b A=y 718%, 77 A% THh -7,
5RO M P HIV RNAEFIME 34, 16logi ¥ —/mL. CD4F;
) o SERE O gL 13228 /mm® (#iFH24-1306) TdH - 72, 48
JARS O B R BGE % 512773,

BIERZEBIRIE, 65.6% (225/34361) Td - 7-. ERBIERIZ.
THILI66 (33.8%) FEFE60HI (17.5%). HL5561 (16.0%). 5
953561 (10.2%). BEMH3260 (9.3%). WEH:-21%6] (6.1%) THh o720

18. FERpFIE
18.1 {ERER

FVFEVIEHIV-17 05 7 — ¥ 028 R0 OB 6 1 % [HE
5o AANIHIV-UEGAMILIZ BT YA IV AD T — ¥ %Gag-
PolR ) B EE O 2 BIRMICIHE L, ZORHE, Btz a
T BT A NV AOTER & JfT %0 ARHKEAD4.5 % 10 *mol /LT
HIV-1707 7 —BIZ@WEitE2 A LB ), HIV a7 7 —+¥
FBELEFIT LRI A R O D Z T 12 o Toe LRI 20 138
Ot b TaT T =BT L HEEHIZRO SN e o7t 79,

18.2 51 1 L Z{EH

AAENT e P THIEM. & P RMIMEZIRE e b HER/~ 2707
7 — VI BMEIEGE & 72 HIV-152BR 2 0k e OV R 7B Rk . B O8I
HIV-25 B4R 12 0h LINEIER (ECsof © 1.2~8.5nmol/L) % 7R
o RHNIHIV-17)V—7M (A, B. C. D, E. F. G) RO~



W— T OD GRS HERREE X O BERREE (Zin vitro THIY A VA
1k (ECsofi - < 0.1~4.3nmol/L) %R, In vitrollBIT AR
FIOPLT AV AVEFIE. 50%M LA % 7% 31 (87~>100

umol/L) X1 b T4V TRO 5N 5, RHOECsHHIE
b M AE AR T Tl i ©5 4 mve RFNZHIV 07 7 —
FHEX (7 7LFEL, ZVTA4FELVRTY FFEL) &
PERT 2 LK D HREERAZRL, X7 Ld Y FRUEGRE
EH] (7XAEV, V¥ vy, ZAN)YIEY, FITY
LM EVTY U VY I U RV R TV V), X7 LA T
FRAMEEBERELR (57 REN), EX 7 LAy FRifEE
BEREMERN (b y, 2778LY Y, FIELI Y, R
ESE KR VEE) v), HIVZ a7 7 —YHEH (755
Y, £ T F U, ¥+, $F 5 YLK Utipranavir) K
O A HER] (enfuvirtide) &HFHT 22 &12 X D AHEMER % 7R
L7ze RHEE ZNEDOIEH & DOHFEHICB W THRETUERIERD 51
&f)‘of:&“ \58)0

18.3 FEAImE
F NV F CNEAET TR L 2B ERHIV-12 S TE Y A )V A %1%
L7212, SEYDLOBMREBIRLIZLI A, ETAVAD
SEBAED ST Witk A Vv A28 L TARKNZ400nmol /L %
25 W CHEIIR Z R L7z (n vitro) s S OTHE™Y £V A1,
AHNH L COEZHEA23~50fFE T LTCBY, 7u7r7— i
ZFI2~MH DT I VBREWRAFL TV SNHEDTANVAD
FVFENVIERTFE 7O 7r 7 —YNO T 3 B2 B o B
TRRD SN oTze HIVZU T 7 —YIHERMELREET 5
IRDOHIV-170 5 # IV F EL Otttk (ECsofii 2553 ~641154:4L)
%in vitro CHER LR, YV EVitttko 7a s 7 — ¥
22207 3 BRERMSHI L, 2o HLI0F, V321, L33F.
S37N. M46I. 147V, I50V. L63P. A71V K UI84V D% B 1k
SRR DB0%BIZFED H LTz, FIIVF ENVIE (ECsfED I 5
fold change [FC] >10) & 7454121, SNS5DERD ) L RIS
BOHIV 7 v 7 7 — CIEAMEEEE RS LETH Y . ) H2MHE
OERGTCICTOT 7 —EHEETFNIFEL Tz, Ty 7L
FEIN, TH¥HFFEL, £ I FEN, ¥EFEL, RIVT 4 F
v, ) FFEV, X FEND L\ idtipranavir (ST PEO B 5
BIERRL, 130K, SIE ONIC HEY HER IR R BRC 202/ C21 3784 [z 1°C208/C215
FRERIAAT LA A A AL S 72 BB O AHN ¥ G- Bl AT O 55 BERE886
BRizBWT, RFNZH T HFC>10 (Fpdefli) Z/RL7Az01E, 108
2 LHIVI U T 7 — EHERMEREEE R 2 o 7207 7 v
— T DOHRTEH 729 6,

18.4 X XtsE
HIVZ'u 7 7 — EHEANIIZE L ED RO SN T v, 70T
LFEN, THZHFFEL, £ I FEL, TE¥FEL, 2NV T 4
FEIL, U FFEL, FFF )V Xidtipranavir i xf$ 5 &Kz
PMET U 72 B PR 0 BERRS , 3098k D90% 12/ LTy # Vv F UL DK%
PR T IRI0ERBTH D . 1 FEAEDHIVI O 77 — L HEHIC
LT ERT ANV ATV FENVOEZEIRFES N Tw
7oo HIVZ T 7 7 — ¥ HERM AR 2 S IR L 72 47V F EV I
M2 IR TIRD ) BTRRIZOW T, tipranavir 2§ A i A E X
. TRED 9 BH6RETldtipranavir 26§ 2 EZ AR T AVNE Do 72
(FC< 3) Z&MbH. #IIVF U ktipranavir & D5 LM IZBRE
M THodIEIRENTVE, EAKRFEOENLS, X7 LT
/27 LA F FRFEGERERIEN, EX 7 LF D FRERE
EEIHER], BRERHER & 7L+ E b DRI L34 Uz
\/X&%t/%_ ﬁ)ﬂ%w‘ 61)O

19. BRI ICEET 2 E{EZHE

— WA FIVF UL Iy — AN (Darunavir Ethanolate)

b4 © (3R, 3aS,6ak) -Hexahydrofuro[2, 3-b1furan-3-y1[ (15, 2R) -
3-{[ (4-aminophenyl) sulfonyl] (2-methylpropyl) amino}-1-
benzyl-2-hydroxypropyl]carbamate monoethanolate

53738 - CorHarN3O7S - C2HsO

53 1 593.73

[ TN = R XY S

= S

CHs

A s 100~105C

SAECIREL - LogP=2.47 (1-4 7 % 7 —)V/pH7 . 0% 1K)

BIRE N, N-VAFIVRIVLT I FIZBDTHETR T, 7E b
SPUNICETR T, AY 7 = VIRREITIZL,
% 7 =)V (99.5) 122K L, 2-F a8 — )V R OUKIZ
RO TEHEIFIZ Vg

22. A%

(FV T X 428£600mg)
605 [R hv, /¥F]

(T Y Z8F 4 —T§E800mg)
305 [RPv, NT]
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