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A b7 aFVy—|2EHTEEAEE HEETA|FE /2CYP3A4IC X
v ek, DRHEND,
6.72M |
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[16.71] SPEAT 5 HEE (Extensive|lX, U b F E LA,
Metabolizer : EM) ®IZAHl/|RA Y 2 F V=L D
Y b F ¥ L (300mg/100mgl | 3= 72 JiF 38 By 1% 3 %

Him) &R 9y a3+ v—u
(200mgl H2Ial) % fEH L 7=
Wit R aF V=V ROR
FlO MR REIMRT § 5 5
ENAH B, —J, CYP2C19
DEBEMBE T2 HS v
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PM) U ARHF /) b F L
(300mg/100mgl H 1] ) & K
Y a4 v — v (50mgl H2lal)
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VMBI EA AL, A
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ETNDH 5o
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UARHIZS, CYP3A4
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A H) 25CYP3A4 %
FHET 5o

IVNZAE )V

IOV S A E L O I BE AS
HATDrBENNH 5,
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EM :

CYP2C19:# = FH!
CYP2C19 *1/71,

CYP2C19 *1/*2, CYP2C19 *1/*3, CYP2C19

*1/°17, CYP2C19 *2/°17, CYP2C19 *3/*17, CYP2C19 *17/*17

PM :
1. BMEA

CYP2C19 *2/2, CYP2C19 *2/*3, CYP2C19 *3/*3

ROBWEMDH HbNDL I ENVHLOT, BEEE THIATV,
B ARO NI E I HG 2 kT 5 % B R ALE &

4 x>

192 &,

1.1 EXEEMEA
.11 EEO#RERES, X
L ONFHERERE, F5 1% KM FXbo5bhDL I Wb
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11.1.2 ¥R, BERAEOBERVSIMmYE

[8.4Z 1]

11.1.3 HIM{ER

WP D S DN E MBS RN T2 %55 5% &

WY B WEEITH Lo [9.1.28H]

*11.1.4 QTEE, DE$EA (torsade de pointesz &), BE

JOv Yy (F—E~FE=ZEAVIOYY)
[9.1.1=1]
11.1.5 RISHBERIEEE (Stevens-JohnsonfEREE), £ HHLHE,

hE RS

[8.3Z1]

11.1.6 RBEFEEME R
B IRV A i DTG 5380 O MTIEBI SR ST,
1.2 ZDOfDEMER

1%L

1% Al

BHEEARIH

JeAm, VRIE, B,
Ok,
AVvzay 7, i
B

QT £, torsade
de pointes

AR

B (2.7%)

R RERL T,
B, R, FEik
DE NV, RIS,
FIEARE, REEE G
Bhitn%, EILHURR,
B ITHE

I s

R (1.1%)

s

Hug, Hik

EL Yoy i

W A, 0,
Leol b, {KER

b

Bl (5.7%), W
m(2.2%), T
(2.2%), WILA
B (1.2%), M
(1.1%)

i, b, W%
Wege, 77 5O
PIgE, IR I
KIgs9¢, ik, o
i, Ry, &
wg, Whsk W
Trbiesds,  1RE PR
B, HALTER
o5

BN OB B

s

Mg, HUR, &
W, R,
o, MR, RS
R, BAE ZIR,
SR, PREEIEG

BT R OB
LRk

5% (1.9%)

WABHE, Z 9 HHEIE
FIRE, MR
ARIGVERE G 9¢, it
%, METENE N
105 % A (B,
e B, %
BEAR L, 5% B,
WeBLge, B ARIK
WAE, B HC IR,
ROREE, T

iR M
(O g i

I

PA SR, 2% A
i A, 3 A o8
F—, W,
o, PUMCHE, A
TE, €2 ¥ L
7B &

R RO
HRE

AR, RROT
#E, FERD,
qHIm, Bk, B
B RE, R,
AT v F—v
A, P

R BE5  T53- 93 4i /
R (s, R
ORI, R
1358 D N 15 98,
B2FIR)

I 5

LT, AH

W5 (1.4%)

T3, W, FE

AREbEE, H i

=24
i I, BB,
i ke, KR TP,
Vi
SRR FULE—RIE
o [ (4.29%) |WFRENEA, AT A g, TRE .
DI AR i FEUEA, FERR BT -
: Ak, TN
LML, B
AR O RN, 1
LB REE A VERF VR,

1%D 1 1% Al
AIRIE, A%, 9
D, I R R
RERE, RREY
ik, Wk, V¥R —
OB, B E,
KI5, s, i
Wi, KE, |
N

FUEA ]

KRB

WYY LY v LS
(37.2%), ALT L
A (4.6%), AST
E H (3.3 %),
CKEH (7.4%),
739 — %L
£ (11.6 %),
)X — ¥ k&
(2.6 %), #F xR
WA (4.7%), ~
L s A
(1.5%)
1) 7 L — F3-4ADMHRRAMREE G E LTlEShizr )
B HD 5T, ERRERIZ B W THNE S N BRI AR )

13. BEHKRE

13.1 fEIR

KH129.20% WEAIRF L7-HIVESHEF 12 BV T, M m:
DR T a v 7 ROPREEOMER 2 HE SN T 5
13.2 @

RENE, FCHFBCR# S, EAKBEENEHVZD,
FEFOBBITAHM EZEZ SRRV,

15. ZOMOEE
15.2 FEERARHABR (ICE D 1B
15.2.1 PAEM, TEEM, £HEEH

TYAKET y MIBITAEDPABEERBEICBWT, Mo X
OFEMETEMEIMBRIED AR EH LD, Sy T
EWhd s 4 TOEFEORERIZE ERIEAL N R D52,
Wi~ 7 2 CHEBSER O EABAR SN h o 2 HEICB T
HIEFERIL, & MZ400mg/ H 25 L7256 0BG = 04
RBThb, BHEEEOM< Y X TH S 72 BT IE o
SR R AL, RO MRS 2 28 b (IR EEsE) (o
T A5 RN R IFRBEMOTTEICL 20 LEZ 5N, b
DIFRRFREICB) 2B HEE L OBV EEZ 55D,
AENE, & MEWIY ¥ 283RICBT Bin vitro® Jett R B 3
BCICHENE AL DG D0 b S FHMETH > 720 Amesit
B, 9 v MCBU AR OAZIDNAA BGER, +
(I ODNARERE (2 Xy b7 vt q) OFRIZENTH -
720 BERME (400mg/H) LFBRE (T v ) Xik2fs (i
S v ) OBREFRET, AHNZ, KHL ZHRE R OCRIIE A
B L h o7,
15.2.2 BB T 25 - REMEEETE

T A, Ty MROA X TEG L7 KEE G HEERBRIC B W
T, AFEGICHEME L ZFBOF R E LT, Mifvy e v
T OB B, R O 22 b L IR A A S, M~
v Z TR O BANEIE 2SR b ize RO ZALDTA S
NEHBETOTT A, Ty MRS XIZBU B ARH D4 H5
Tml, & MZ400mgx IHIM#EG LG 0mBE=0Zh
FN0.4~124%, 0.4~4R5 R 0.2~THCTH > 720 i~ R
THHMBEA LA SN ZHRETOARAOERERRIE, v M
400mgZ IH1ME G L2 A0RBEE 0125 TH 72, T v
FROA X TRILEI VAT =)V RO Z IV T — AN
ARHNTZA, ITATIEINSDOELITFBO SN o Tz,
In vitrolRREERIEERERC, AHFNEY P ABEOREE Y LA
Bz es, WRICE BN L 723 A MR R i % %3l et
BdHbo

In vitroBREHBRBIZBWT, AKFEYHF - Ty oo
HHE DTG BY AL R RE RIS L TR WIEREH 2R L, F b
U AT v R OVETIE O SOEE T LRI ) v AR
(HERGIZ X Y = v a—F&END) KOG LRI &
) AR EZBE (IC>30uM) 12, #Vy ™y AER % hE
FE (ICs0=10.4uM) IZFHE L 720 £ XX BITF 50K DAL (G
PEAEIR, PRIEIFEIE R, QTRIFSLER K OCQRSHIER) 25 H
W0 L 7z 208 B 1 G-t B ClgE s iz, BlaggEfi L
7oA XNTBIVT B 2 BRI B G- 2 R R e Y9 H BRI -
FEMERER TIXIEANC B L 2 0B OB A DN h o 72,

TR AR A

BN



16. ZEHEHEE

16.1 MARE

16.1.1 BEIRE
TR A & OHIVIES B E ISR L, 7 % ¥ F E400mg X3 7 & 5 ¥ b300mg &
Y M FENI0megE, TRZNIALIEEY Lz L E0RYHE T 2 — 5 2 FI1C
K. (FHELAIZ B 2 B

#1. R AROCHIVEGEZ ST FFFEV T T ¥ FF ey b ULV z as

LEBITHEG L2 EORFIRBIZBIIZT ¥ FF ENVOEYIE S5 2 -5

7 4% € 1 400mg/ 1 73T ENHOme/B
M5 2 — 5 : . + ) b ¥ N 100me/ B
fEHERC A | HIVIES B | Wl | HIVEGES
(n=14) (n=13) (n=28) (n=10)
Cmax (ng/mL)
BATEI M (ZB| 5109 (26) | 2298 (71) | 6120 (31) | 4422 (58)
¥ %)
Tuas (h)
it 2.5 2.0 2.7 3.0
AUC (ng - h/mL)
AT (ZEB)| 28132 (28) | 14874 (91) | 57039 (37) | 46073 (66)
%% )
P (bz) (h)
BATE M (B 7.9 (2.9 | 6.5 (2.6) |18.1 (6.2) | 8.6 (2.3)
T7)
Cuin (ng/mL)
A EIAE (ZH| 159 (88) 120 (109) | 1227 (53) 636 (97)
%% )
a:n=26

HIVEHBFISH LT, 7% FEn400mg (200mgh 7E V2% 7)) LET ¥
#F Ev300mg (150mg# 7L N2h 7EN) &) b+ E100mga, 1HIE, B
HELBHITHEG L2 ZOEFHIRBICBIT 57 7% F EL KMt % X1
1R T (FHELNIC B 2 Bift)

10000,

100}

—= ATV 400mg
—& ATV/RTV 300/100mg

IR (ng/mL)

10 BFAMHIVIZ A3 % ECan ) 2 (14ng/nl)

St b 0 1 1 16 15 20 2 %
T (h)

M1, HIVERBE IS5 7 7 FF Er400mg (n=13) Xid7 % ¥ ¥ L300mg
LY FFEVI00mg (n=10) $&5HFOERIREICB T 27 ¥ FF VDT
AR E (SD)

16.1.2 RE#”S

T EHFFENVIRIERE O BEE R L, £ 1k200~800mg i P TAUCK O

Conaxd ZHG- A5 2 FIRLIL DL 0B &2 7R L 7zo $25-BiRTR4~8 H T & kg

1L, BERBIH2.3TH -7, 1HA00mgR AL & b ICEHRG Lk &,

RN (n=214) ROWAHIVIERER (n=13) 125 2 @ W IREOH 1R

WNIRTHERT Cd - 720 (FHELAIZ B 2 580D

HARNERE AT T (1261) 127 & ¥ F ¥ )v400mg (200mg7 7L N2%h 7))

ZIHEGH M AT & & ISR EES Lz 0@ wIRE 6HH) oREWEE 5

A= 5 R OSPIMBEEEHERS 2 222 U202 7R ¥

#2. R AICT ¥ FEN400mgx 1HIE6H I AFH & & I EHG L &
DEFIREDOIEWTE ST A —5

KT RA—% BN (n=12)
Cmax (ng/mL)
BTN (ZEBIHRE%) 6238 (7)
Tuax (h)
el 1.8
AUC (ng - h/mL)
REMPEINE (ZETIHRE%) 38814 (15)
Fa (bz) (h)
AP0 (BRAEfR ) 5.7 (1.7)
Cumin (ng/mL)
REATTIME (ZBHRE%) 245 (44)
10000,
1000]
@ 100}
=
=
&®
g 10}
T+ B, n=12
]ﬂ 2 4 6 8 10 12 14 16 18 !‘ﬂ 22 2
K] (h)
2. A (n=12) 127 ¥ F ¥V (400mg) % KEHG Lz 0 EwHIR
T T3 A P A A2

16.2 DRYR

16.2.1 BREOHE
AHIAK E ) P FENVZREL LIS TEE, TIFFELDONL F T
AFEY T4 =KL, EWHREOEBIWMAT %, FHEIAIZB T 2 W)

(6)

F3. RHERAICHEER, BEH2VIEEBHEL & BICT7 5 W FEL400mg, T
FFEN300mge ) b ENVI00mgE WG Lz L&D T ¥ FFErD
Y FE T A — 5

ARSI EAUR SN
NG A= e (EERE %) (909% 15 X /)
M | WA | R | BA/MA | SRR/ E
Conas ATV400mg | 1795 | 2824 | 1795 1.57 1.00
(ng/mL) (66) | (29) (33)  |(1.28-1.93)| (0.82-1.23)
ATV300mg | 2391 | 3341 | 2120 1.40 0.89
+RTV100mg | (49) | (37) (35) | (1.17-1.66) | (0.75-1.06)
AUC (INF) |[ATV400mg | 7392 [12562| 10000 1.70 1.35
(ng - h/mL) (69) | (37) (43) | (1.41-2.05) | (1.12-1.63)
ATV300mg | 2225529807 | 22430 1.33 1.01
+RTV100mg | (45) | (37) (35)  |(1.17-1.52) | (0.89-1.15)
Cuin ATV300mg 275 | 388 358 1.40 1.33
(ng/mL) | +RTV100mg | (50) | (46) (45) | (1.24-1.57)| (1.18-1.49)

a7 ¥ ¥ FENA00mgTIE18F, 7 & HF EN300mg+ " b F EIL100mgTIE40%51]
b7 #HFFEIL300mg+ ") bFEIN100mgTiz426]

16.3 9
TEHFFELDOL MILEERANOHEEIZREICL S T8% Th o720 7HHFE
Wida-FEYERIE T (AAG) RUST V7 I VICHEL, ig~ofaRizzhzh
89% L 1°86% & [MFLIETd > 720 HIVIESBF IR L & H12400mgDAH Z1H1
o], 123 B SR L 73BT, IE B R ORI 5 7 & P E Lo S
720 MRERAHL/ M DOUEE I (n=4) 130.0021~0.0226DFPHT, HHE/ M%E D
o (n=5) 130.11~4.42TdH > 72. FHEAIZ B 2 B
16.4 X3
TYHFFENDL MBI ERAHIE IR O BILETH 5. TOMl,
WRBEOFL L LTRRELRIOTIRARVY, THHFFELDH LV IEZEONREHY
122w, Fvru rigfas, N-E7 v uAt, Boks i Ok % 5 it
PG DFCHER b AFAE L 7zo IAEP 2 & 32HE AL 2kt S 28, wihd
in vitrolCBWTH I A WATGER R RS edroize B MIFI 20 Y — A% v 7an
vitroiREE 5 7 4 HF IV IFCYP3AUC X 2R 22 5 2 LR Sz, (BE
NZB 5
16.5 HEtt
MC-7 & 4 F U L400mg % Hilulf G- L7z & &, BRI RE D79 % 23 M H1Z, 13%
AR SN 7ze F 7z, FEH R ORI~ ORZLE PRI E 22 B
TDRI20% B V7% ThH > 720 GHELAIZ BT B Bl
16.6 HENEREHT 8%
16.6.1 BhEE
SENT % W4T L T Wl E OB RS (30mL/minAi#) 1 AR#400mg % A Y-
L72 & EOChal I FFEREIEHH L D 9%, AUCK U Cuinld ZH2Z119% K T
96% i n > 7275, BT % HidT LT B BRI O TR ES BN 2 HifT Lo 728 &
A NI HE G2 M2 BT 2 AT L 72 & &, Con L PAUCIXTHEREIE R H X 0 b5
30~50%1K A2 - 720 BHT % MidT L Ty 2 W RER & R TR O LB 2 v,
GHENZ B 2080 (7.5, 9.2.12]
16.6.2 FFEEE
7 & HFENEEE TR 220 TR B0 HpAE I~ 5 o B R
% (Child-Pugh BEE14H) J OFCRE2M) 12 35\ TA00mgH [l 4% 5% 0 S B g % e
AL 7o, FRE S 0 AUCIZRERER NN TA5% 0> 720 F 72, HEREGRA D
IR D6 ARER T 2 DIZK L, IFFEES T2 1M TH o 720 GHEAI B
B0 (7.4, 9.3.1, 9.3.351#]
16.6.3 SHpE
A (2901, 18~40i%) L sl (3061, 65i&PL L) OMHEBAIZB VT, Hi
P55 D Conax Je NAUCIZ B DI ATNT % Wi A 720 MFFITH LWz <, 3
Py & NS L 72 4R & B3 G o MRS S kv BHELAS B 2 il
[9.8%:14]
16.6.4 /IR
6~ 18 OHIVIERBHIZT ¥ FFEN L) b F U & ZNEIRERREIRE TLH
15 Lz e EOEHIRBICB I 27 7 F EVOEYBHRE ST 2 — 5 &% R4UIR
o FHEIAIC B B Rk
F4. NRHIVEEREZCT S FFEL (A 7eVA) &) b FELVERGLAL &
DEFHIRBIZBT BT 75 FENVOEYBE S 2 -5

7 F € 205mg/m? 1H 1
+1 b EN100mg/m? 1H 1

6137 Al 13-187% A

(n=17) (n=10)

Pelgat (mg) rhyefii 200mg 400mg
[min-max] [150-400] [250-500]

Cmax (ng/mL)

AT (ZEERE %) 4451 (33%) 3711 (46%)

AUC (ng - h/mL)

BT (ZEIRE%) 42503 (36%) 44970 (34%)

Cmin (ng/mL)
AT (ZEBHRE%)

535 (62%) 1090 (60%)

16.7 EWHEE(EA
7 FHFFENVIIFBCTCYP3AUS L W RS ND, 75 FF EIIECYP3ALE AW
W FLSES %0 ZDOCYP3AMI T 2 B & 1 (Ki) 1320.84~1.0uMTH %o F 7z,
UGTIALZHE L, ZOKiftiidl.9uMTdH %,
7 & HFEMIECYP2CROMERTH ), KifHid2.1uMTH %, 7¥HFF LN
CYP1A2J OFCYP2CO % B3 IO LS L, Kiffiid12uM, Cra/Kiffitt13490.25TH
%o ARANICYPLA2H %\ ECYP2CIIT & 1) ACHE & 42 38y & SEWMI AN % %3
FTHWREENE R SN b, BRHRETHESNLRETT & ¥+ EVIECYP2C19H 5
WIZCYP2E1 % B L7\ [n vivol2 BT, 7 % H 9 EVIEARH H & OfH %
g, F72CYPSAATIUH S 2 A O A ME Lo ARG RBRIZB
T, ARERPONEE6S-L FaF aLFV—)L/alF V= VHEEKT &+,
CYP3A4%FFHEL e Z EARIB S iz,
CYP3AMGME % FHE S HHANIT ¥ FFEND I )T 5 v A% LHSE, M4k
JEARART S 2 WHEMEA S %0 72, AHI & CYP3A4%E LT 2 MLH) & OB
WX 7 7 FF N OMSETIRED ES$ 5 0D B % .
ARAN & OV REE D & 2 WA SIS S B A O EE & L C— MR
ST 2 3] & DS AR B % J20 L 720 BRI S-2°Crnax, AUCK U¥Crnin
IR B E FEROEOIR T FHEAICB T 200 [10., 10.1, 10.220]



#5. BHIEDT 7 ¥ F C I ORYBREIC KT T

T 7S L OEYETE T
P PSR G4k | AFH ¥ G4t/ N A—=Flk -
AT 2=V | A Y 2= VR B RE/JEOE TR (90 % 15 X 1)
Conas AUC Chin
75 /8= |50mg (QD) [400mg (QD) |19| 1.00 0.93 0.74
7~11HH, 19|1~11HH (0.89, (0.85, (0.65,
~23HH 1.12) 1.01) 0.86)
27 51 A2 1< |500mg (BID) [400mg (QD) |29 1.06 1.28 1.91
£ 7~10H H, 18/1~10HH (0.93, (1.16, (1.66,
~21HH 1.20) 1.43) 2.21)
YNFTEL |180mg (QD) [400mg (QD) |30 1.04 1.00 0.98
7~11HH, 19]1~11HH (0.96, (0.95, (0.90,
~23HH 1.11) 1.05) 1.07)
I7 7 YL ¥|600mg (QD) [400mg (QD) |27| 0.41 0.26 0.07
v (EFV) 7~20H H 1~20HH (0.33, (0.22, (0.05,
0.51) 0.32) 0.10)
600mg (QD) |400mg (QD) |13| 1.14 1.39 1.48
7~20H H 1~6HH (0.83, (1.02, (1.24,
300mg (QD) 1.58) 1.88) 1.76)
+ RTV100mg
(QD) (EFV#
525 i)
7~20H H
600mg (QD) [300mg (QD)|14| 1.17 1.00 0.58
11~24HH + RTV100mg (1.08, (0.91, (0.49,
(QD) 1.27) 1.10) 0.69)
1~10HH
400mg (QD)
+ RTV100mg
(QD)
11~24HH
(EFV & [ B
#45)
77%EF Y |40mg (BID) |400mg (QD) |15| 0.53 0.59 0.58
7~12HH 1~12HH (0.34, (0.40, (0.37,
(77EFV Y 0.82) 0.87) 0.89)
& kRS
40mg (BID) |400mg (QD,|14| 1.08 0.95 0.79
7~12HH pm) (0.82, (0.74, (0.60,
1~6HH 1.41) 1.21) 1.04)
7~12HH
(77EFV
5 D108
% 2 D21
i)
40mg (BID) [300mg (QD)[14| 0.86 0.82 0.72
11~20HH + RTV100mg (0.79, (0.75, (0.64,
(QD) 0.94) 0.89) 0.81)
1~20HH
(77EFV Y
& [ )
20mg (BID) |300mg (QD)|18| 0.91 0.90 0.81
11~17HH + RTV100mg (0.84, (0.82, (0.69,
QD) + 7/ 0.99) 0.98) 0.94)
& ¥V 300mg
(QD, am)
1~17HH
(77EF Vv
&l S
40mg (QD,|300mg (QD)|20| 0.89 0.88 0.77
pm) + RTV100mg (0.81, (0.80, (0.63,
18~24HH QD) + 7/ 0.97) 0.96) 0.93)
A ¥V 300mg
(QD, am)
1~10HH
18~24HH
(77EFY >
%5 0121 1
%)
40mg (BID) [300mg (QD)|18| 0.74 0.79 0.72
18~24HH + RTV100mg (0.66, (0.70, (0.63,
QD) + 7/ 0.84) 0.88) 0.83)
& ¥V 300mg
(QD, am)
1~10HH
18~24HH
(77EFV Y
50108 [
Bro77E
FIV L2
IR¢ R A
40mg (BID) [300mg (QD)|15| 1.02 1.03 0.86
11~20HH + RTV100mg (0.87, (0.86, (0.68,
(QD, am) 1.18) 1.22) 1.08)
1~10HH
400mg (QD)
+ RTV100mg
(QD, am)
11~20HH
7 V3 F v —|200mg (QD) |300mg (QD)[29| 1.03 1.04 0.98
v 11~20HH + RTV100mg (0.95, (0.95, (0.85,
(QD) 1.11) 1.13) 1.13)
1~20HH

T Y F L OIEYEE S
e 1Ji‘~ﬁ%%q)¢i'iﬁ% 71&2?'10)‘?9{ st/ N ) A—=F I B
AT 2=V | A Y 2 — bt B RE/JEDE FIIE (909 15 BELIX 1)
Conas AUC Chin
ka7 —[200mg (QD) [400mg (QD) |14| 0.99 1.10 1.03
v 7~13HH 1~13HH (0.77, (0.89, (0.53,
1.28) 1.37) 2.01)
AEIEY  |200mg (BID) [300mg (QD)|23| 0.72 0.58 0.28
1~23HH + RTV100mg (0.60, (0.48, (0.20,
(QD) 0.86) 0.71) 0.40)
4~13HH
400mg (QD)|23| 1.02 0.81 0.41
+ RTV100mg (0.85, (0.65, (0.27,
(QD) 1.24) 1.02) 0.60)
14~23HH
F A7 5V —|40mg (QD) ° [400mg (QD) |16 0.04 0.06 0.05
% 7~12HH 1~12HH (0.04, (0.05, (0.03,
0.05) 0.07) 0.07)
40mg (QD) * [300mg (QD)|15| 0.28 0.24 0.22
11~20HH + RTVI100mg (0.24, (0.21, (0.19,
(QD) 0.32) 0.27) 0.26)
1~20HH
20mg (QD,[300mg (QD)|13| 0.61 0.58 0.54
am) + RTV100mg (0.46, (0.44, (0.41,
17~23HH (QD, pm) 0.81) 0.75) 0.71)
7~23HH
20mg (QD,[300mg (QD)|14| 0.69 0.70 0.69
am) + RTV100mg (0.58, (0.57, (0.54,
17~23HH (QD, am) 0.83) 0.86) 0.88)
7~16HH
400mg (QD)
+ RTVI100mg
(QD, am)
17~23HH
)77 7F > |150mg (QD) [400mg (QD) |7 | 1.34 1.15 1.13
15~28HH  |1~28HH (1.14, (0.98, (0.68,
1.59) 1.34) 1.87)
Y7 7 ¥ ¥|600mg (QD) [300mg (QD)[16] 0.47 0.28 0.02
v 17~26H H + RTV100mg (0.41, (0.25, (0.02,
(QD) 0.53) 0.32) 0.03)
7~26H I
Y b F ¥ V|100mg (QD) [300mg (QD) |28| 1.86 3.38 11.89
(RTV) © 11~20HH  |1~20HH (1.69, (3.13, | (10.23,
2.05) 3.63) 13.82)
7/ & ¥V [300mg (QD) [400mg (QD) |34| 0.79 0.75 0.60
Yy suxy|9~16HH 2~16HH (0.73, (0.70, (0.52,
V7 <OV 0.86) 0.81) 0.68)
300mg (QD) [300mg (QD)|10| 0.72¢ 0.75¢ 0.77¢
15~42HH + RTV100mg (0.50, (0.58, (0.54,
(QD) 1.05) 0.97) 1.10)
1~42HH
A1) 24 v —]200mg (BID) [300mg (QD)|20| 0.87 0.88 0.80
v (CYP2C19|2~3H H, 22|+ RTV100mg (0.80, (0.82, (0.72,
O VI 5 5| ~30H H (QD) 0.96) 0.95) 0.90)
F-%12 L 145 |400mg (BID) |11~30H H
T 245%) |1HH, 21HH
K1) a2+ v —|50mg (BID) [300mg (QD)|8| 0.81 0.80 0.69
v (CYP2C19|2~3H H, 22|+ RTV100mg (0.66, (0.65, (0.54,
O %R AR | ~30H H (QD) 1.00) 0.97) 0.87)
T %4 7% |100mg (BID) [11~30H H
Wit 10H, 21HH

ac BBl S Curwa s 52 £t L 72,

b ARHZ B G-5 B 2MERIRT O 22 IS A X T T — v &

c: 7 HFFENI0mg (QD) DM T TORME KL T, 7¥H¥FEN/) bF
YL 0300mg/100mgt 51 (QD) D Cumax, AUCK U Cuin® AT F-¥fili 13 2 1 2
118%, 103% K U6T1%HM L7z V) M F UV &GS L7z & & DCma, AUC
F O Crin DA P39l 13 F N2 N6129ng/mL, 57039ng - h/mLJ% 0°1227ng/mL T

b7z,

d: ) NFEN/T I RENMGEHIFEE Y M FELBEIEOT ¥ FFENVEST A=
DWHE, 7HFFEN/Y b F EAL300me/100met 5B D 7 & ¥ F L OB
WX, 78 FENA0mgi G L ) bR o7z (B o 3HIDFHIN O Cas,

AUCK U Crin® B Al F39 it 13 T 2 113190ng/mL, 34459ng -

mLTd o7z,

6. T HHFFENEHIEOSY BRI KT

h/mLJ}% 0"491ng/

PEHE O IEWBE T X — 5 M

prge |PHRORGRNAROBGE | ey e g (009% R0 1)
JAT T 2=V | AT a— R
Conax AUC Crin
7+ b7 3/ |1g (BID) 300mg (QD)[10| 0.87 0.97 1.26
PES 1~20HH + RTV100mg (0.77, (0.91, (1.08,
(QD) 0.99) 1.03) 1.46)
11~20H H
77 /u—) |50mg (QD) [400mg (QD) [19| 1.34 1.25 1.02
7~11HH, 19|1~11HH (1.26, (1.16, (0.88,
~23H H 1.42) 1.34) 1.19)
7 51 21 <|500mg (BID) |400mg (QD) [21| 1.50 1.94 2.60
2% 7~10H H, 18|1~10HH (1.32, (1.75, (2.35,
~21HH 1.71) 2.16) 2.88)
IKIALAA © | ARRRALAR | AKIRALAK ©
0.28 0.30 0.38
(0.24, (0.26, (0.34,
0.33) 0.34) 0.42)




BEFHEE O 4 | AH OB 54/

DEMZEDIEBYRE ST X — 5 b

(i ES . oo | o | BRI/ IEDEITE (90 % 5 X )
JAT Y a—= VA | AT =) o AUC o
YNVFTEL [180mg (QD) [400mg (QD) |28 1.98 2.25 2.42
7~11HH, 19]1~11HH (1.78, (2.09, (2.14,
~23HH 2.19) 2.16) 2.73)
FATE | FATY | FAT &
FVINW | FUIN | FVII
FTEL | FTEL | FTEL:
2.72 2.65 2.21
(2.44, (2.45, (2.02,
3.03) 2.87) 2.42)
I F =)V T A |Ortho-Novum [400mg (QD) |[19| =F =)V | =F =)V | =F =)L
bS Y= \7/7/7 (QD) |16~29HH IAFT | ZADT | ZALT
J VI F AT |1~29H H V=i | TVF =N | VF— )b
=>4 1.15 1.48 1.91
(0.99, (1.31, (1.57,
1.32) 1.68) 2.33)
JNVIF | VLT | JVTF
AFUY I AFAY | AFAY:
1.67 2.10 3.62
(1.42, (1.68, (2.57,
1.96) 2.62) 5.09)
IF =)V A|Ortho Tri-[300mg (QD)|14| =F =)V | TF =) | =F =)V
b5 Y%= +|Cyclen (QD) |+ RTV100mg IAFT | ZANT | ZALT
J VA F|1~28HH (QD) A=W | V= [Vt —
A=} Ortho Tri-|29~42HH 0.84 0.81 0.63
Cyclen LO (0.74, (0.75, (0.55,
(QD) 0.95) 0.87) 0.71)
29~42HH 17-77 | 17-77 | 1T-F7
tFN | FNVI | TV
WIPEAF | WPAF | VTAF
A—DbFi | A=hF:1 | A=}
1.68 1.85 2.02
(1.51, (1.67, (1.77,
1.83) 2.05) 2.31)
7 )V 3+ v —|200mg (QD) |300mg (QD)|29 1.05 1.08 1.07
v 1~20HH + RTV100mg (0.99, (1.02, (1.00,
(QD) 1.10) 1.15) 1.15)
11~20H H
AT 200mg (BID) |300mg (QD) |23 1.17 1.25 1.32
1~23HH + RTV100mg (1.09, (1.17, (1.22,
(QD) 1.25) 1.34) 1.43)
4~13H H
400mg (QD) 1.21 1.26 1.35
+ RTV100mg (1.11, (1.17, (1.25,
(QD) 1.32) 1.36) 1.47)
14~23HH
F X 75V — |40mgH. [l 400mg (QD) |16| 1.24 1.45 NA
v THH, 20HH*|1~12HH (1.04, (1.20,
1.47) 1.76)
V77 7F ¥ |300mg (QD) |600mg (QD) ©| 3 1.18 2.10 3.43
1~10HH 11~20H H (0.94, (1.57, (1.98,
150mg (QD) 1.48) 2.79) 5.96)
11~20HH 25-0-7 | 25-0-7 | 25-O0-7°
ATxXF | ATkF | AT kT
WI)Z77 | VYT | VYT T
TFEY | TFY | TR
8.20 22.01 75.6
(5.90, (15.97, (30.1,
11.40) 30.34) 190.0)
150mg (A2[H) [300mg (QD)| 7 2.49 1.48 1.40
1~15HH + RTV100mg (2.03, (1.19, (1.05,
(QD) 3.06) 1.84) 1.87)
1~17HH 25-0-7 | 25-0-7 | 25-O-7°
ATXF | ATRF | ATEF
VY77 | V)77 | V)T 7
TFV | TFY | T
7.77 10.90 11.45
(6.13, (8.14, (8.15,
9.83) 14.61) 16.10)
Rosiglitazone |[4mgHi [ 400mg (QD) |14 1.08 1.35 NA
(RIpAAR) [IHH, 7THH, |2~THH (1.03, (1.26,
17HH 1.13) 1.44)
300mg (QD) 0.97 0.83 NA
+ RTV100mg (0.91, 0.77,
(QD) 1.04) 0.89)
8~17HH
7 / & ¥ )V|300mg (QD) [400mg (QD) |33 1.14 1.24 1.22
vy 7uxv|9~16HH, 24|2~16HH (1.08, (1.21, (1.15,
V7=V | ~30HH 1.20) 1.28) 1.30)
300mg (QD,[300mg (QD)|12| 1.34 1.37 1.29
pm) + RTV100mg (1.20, (1.30, (1.21,
1~7H H, 25/(QD) 1.51) 1.45) 1.36)
~34HH 25~34HH
A Y 2+ V' —|200mg (BID) [300mg (QD)[20| 0.90 0.67 0.61
)V (CYP2C19|2~3H H, 22|+ RTV100mg (0.78, (0.58, (0.51,
DR E AR ~30H H (QD) 1.04) 0.78) 0.72)
F %12V 1 4|400mg (BID) |11~30H H
JAE%) |1HH, 21HH

(8)

I 3E DI T HE S T A —
RO | R o | | DIIREOEWIE 5 A~ 51t

(i ES o R SR I R L R L G EE i)

SRV 2=V | A Y 2 =) o AUC Con

KV 2+ YV —|50mg (BID) [300mg (QD)| 8 4.38 5.61 7.65

Vv (CYP2C19|2~3H H, 22|+ RTV100mg (3.55, (4.51, (5.71,

DI PR EAR | ~30H H (QD) 5.39) 6.99) 10.2)

T %K &7 |100mg (BID) |11~30HH

BB 1HH, 21HH

FITIVV 7 37 Y Y400mg QD) (19| 937V | 9379 | 737

+YFTY 150mg 7~12HH Yi1.04 | » 1,03 ¥ 1,12
+I F TV (0.92, (0.98, (1.04,
300mg (BID), 1.16) 1.08) 1.21)
1~12HH VTV | VTV | VTV

> 11.05| ¥ :1.05 | ~ :0.69
(0.88, (0.96, (0.57,
1.24) 1.14) 0.84)

VRTY |\ VRTY | TVRETY

YITNT | TN | TS

L= 2 =l A =l B
0.95 1.00 0.82
(0.88, 0.97, (0.62,
1.02) 1.03) 1.08)

at FRICHR ISR TR WG EF L IR G2 R/ L 2.

b 7TH HIZBWTARAEG2EMZIA A 77V — V285 L, 20H HIZI3E LR

QMRS L 7o
¢t KRB TIE RV,

NA #4875 % L,

17. BREREZIR

17.1 AMRURELMICET H5%

17.1.1 FHIVERIC K 2AEZEBRO L VERE IS T 2B/ FE M HERKZER (A1424-138
ER)
PUHIVEEL X 2 G REER O 70 WHIV- 1S B 88301 & kh R 12, AH) (300mgl H 1
) +Y +FEL (100mglHLE) %58 (ATV/RTVEE) RUBTEFEL+1) b
F YV (400/100mgl H2[) #5458 (LPV/RTVHE) & LT, ThZhs /KLl
VT F YN 7MERE/ A Y Y7 E Y (300/200mgl H1E) X P X
B, MEVERALA — 7 ¥ WBGRERE JE M L 720 RN TIOMIZ365E (P © 19~72i%),
8% N IN, 69% D HMETH o 720 BH-HIOFIIMAEHCDAY > 78 EkEid214cells/
mm?® (P : 2~810cells/mm?), HIV-1 RNA L ~X)Vix4.94logio copies/mL (FipH :
2.60~5.88logio copies/mL) TH -7V o

1. PIHIVIEIC X 2 BB O 2 WHIV-UR G E 2 5 5 & L2l (AT424-138

SRR 121 % 9638 0 A

ATV/RTVHE LPV/RTVH#
(n=440) (n=443)
4834 963 43 963
HIV-1 RNA&?)S
400copies/mL A 86% 80% 82% 74%
50copies/mLA i 78% 74% 76% 68%
Il S hCn - BHEOHIE?
HIV-1 RNAR O 5 HliD 50| B B B
281t (logo copies/mL) 3.09 3.21 3.13 3.19
CD4Y) ¥ "ERE D51 & D
T2 b (cells/mm?) 203 268 219 290

a : Roche Amplicor, v 1.5 ultra-sensitive assayfii/f]
#2. TRE OGN A S DAL (A1424-1387K0%)

ATV/RTVEE LPV/RTVEE

B asH eI 9638
mg/ | mg/ | Lo |mg/| oo | mg/ | mg/ | o | mg/ |
ar | dre ZAL ALy 21 dare | e ZAL ALy 21
(m= | (m=]| (= | (=| (= | (o= | (a=| (= |(@=]| (o=
120%) | 3749 | 3749 | 3429) | 3429 | 4249 3359 | 335 |2019) | 2019
0y 0 0, 0
Lav x| o | 105 | W0 s | TR g | g | %) g | FIT%
sa—ne |15 |@.n| U257 [14% | (T ) g) | 168%. 5 o) | 153%
DD 5 200 |7 16300 | 1Y 1Y 206) | =Y | 18.9%)
_ +20% 21% 3% +29%
s | 06 |06 B 00| 9915 0% | o |315%. | o5 |8%,
OTT000 gy 05y | 10-07] 93 405y | 00V 10D 39 90y | 10801 31 695)
0, ) 50, 0,
gavar| o | 160 | % | e | TIB% | 10 | sy | TN | g | FB%
mowe |08 | @0 | 1% g 0 |120% | () | g [BLO%. | 5 4| B6%.
SO 00 |2 e | 1715 6 |4 | 26.3%)
0 ) 0, 0,
Ky e| 126 | 15 | S0 | gy | TS ppg | qgq | TSR | ggy | +30%
sare |G| @d)|UB20) (g ) [104% ] 50| (5.q) |8 | (5 ) [UO0%
7 : Prsw) | 160%) | ] 56.0%) || 54.2%)

a EIRILESEC & 2365 % M L72Es (RG-mATV/RTVEE: 1%, LPV/RTVEE:
1%, 48#IZHB VW TATV/RTVE: : 2%, LPV/RTVE : 8%, 96HIZH5VTATV/
RTVH#E : 3%, LPV/RTVHEE :10%) & Tl L7z,

PG (B
B & 483 3963 H Wit & FHI L 72 A2 B 2 A LT
PLDLI L A7 10— Uil & GHIll L 72 B #L
By L

HVERZEBUE (AR SRR EE) 1, A#I300mg/ ) b F EL100mg & M OHHIV

OG- BET30.2% (133/44161) Th o720 FRFEENE, Eld.1% (18/441

Bl), e - #EIRS.0% (22/44181), TH#HI2.5% (11/44180), 56952.7% (12/441%1)

HTHoTz,

$72, VL — F3ADOBRBREMBEE O T2 b 01E, ASTEH2.5% (11/43561),

ALT E52.5% (11/43561), #E VLY ¥ F544.1% (192/43561), V) /8—E L5

2.1% (9/43561), CK -57.8% (34/43561), #3 L A 70— )b 15110.8% (47/434

Bl), WFPERIRAA.8% (21/4341) ST o7z,

o A6 o



17.1.2 FIHIVERIC K 2AEZBRO L VEBE IS T 2B/ E THERKHER (A1424-034

ER)

PUHIVIEIC X % GIREER O 7 WHIV- 1S B #8106 2 1 R4, AH] (400mgl H 1)
+7 37V (150mg) KUY K7V (300mg) 1H2HE5-8 (ATVHE) &7 7
ELry (600mglHIE) +53I7Y (150mg) KUY F7Y ¥ (300mg) P1H2
W35 (EFVEE) & LT, MEEZA b= f Mg 2 L7z, %5 S h7:805
BIOFf T HMEIE 345 (HEPR : 18~73i%), 33%2HAN, 66% A BIETH 5720 5
HIOFHCDAY) ¥ 7Bk E1E322cells/mm?® (#iPH : 64~1424cells/mm?), #5-51DF
IMAEHHIV-1 RNA LX)V i34.84logio copies/mL (#iPH : 2.23~5.88logio copies/
mL) TH-7:? ,

3. PUHIVEIC X 2 BB O 2 WHIV- RSB 2 5 & L7l (A1424-034
R) (2B A48 O 1
ATVHE EFV#
(n=404) (n=401)
HIV-1 RNA#S
400copies/mL A 67% 63%
50copies/mL A 31% 36%
W48 ELIC BT S T g o B4
HIV-1 RI\'IAEO)%':%‘-ﬁM@ﬁ"50)921%)23‘2{!:5: o7 o
(logio copies/mL)
CD4Y) ¥ 7SERE OB G- Hi i A & O T35 2L it
176 160
(cells/mm?)

a

#4. IREOBSHEA 5 O (AT424-034:45%)

: Roche Amplicor HIV-1 Monitor Assay, test version 1.03i%1.5fli}{

ATV EFVHE
P51 483k i 4838
mg/dL mg/dL AL mg/dL mg/dL EX(
(n=383°) | (n=283%) | (n=272°) | (n=378°) | (n=264°) (n=253%)
LDLa L A
s | ® 08 +1% 98 114 +18%
el B 13 +13% | 38 16 +24%
S =
mIVRF 164 168 +2% 162 195 +21%
=B
1 al

T: ) 7~‘d} t 138 124 -9% 129 168 +23%
A4 F
a: FIRIMAESEIC & 1M A MG L7 f (5 aATVEE ©: <1%, EFVEE: 0%,

b

c:
d:

48HIZBVTATVE 1%, EFVEE:3%) EERVCTHRL 720

DGR & ASE DT it & FHI L 72 B 0L Py

LDLI L A7 1 — Wil % 5Hl L 7 8 %%

ZE IR

FIVE S BUBE (RS RE W E) 1, AH & b o HUHIVIE OF I £ 5- 1 T40.8 %
(165/40461) T o720 ERFNERIE, E14.1% (57/404851), H65.7% (23/404
), 56356.2% (25/40481), HE%54.0% (16/40411), #iE - #HHL6.7% (27/40481),
MEi4.2% (17/40481) %:Td - 72,

7, L= F3ADOHRREMBRFEOELZ LD, BEY LY Y E532.6%
(131/402%1), CK E516.2% (25/401%1), ALT E53.7% (15/40261), ~Ero¥
YHAA.5% (18/40261), IFhEkiRA6.5% (26/40261) % THh -7z

17.1.3 MHIVEIC & 285 EBRODH 2 BEICH T 2B/ E NHEERZER (A1424-045

#5.

ER)

2 AV AR R M R R ) BUHIVIEIC & 2 RO & 5 HIV-1 g 84 35841
AR, AHA (300mgl H1M) +Y hFEL (100mgl H1M) (ATV/RTVE),
A (400mgl H1lm) +4FF o (1200mgl H1M) (ATV/SQVH) Ko ¥+
YL+ ¥V (400mg/100mgl H2l) (LPV/RTVH#) & LT, ZhEhs/
FENTYYTad V7= VEE (300mgl H1M) & X 27 Lo FRll G R
FIRIA L O X 2, WAEZALIE T ML BGRER % FE0E L 720 ARR P39I 41
(REPH : 24~T745%), 60%2SEIN, T8% D3HYETH o 720 $5-H O T3 14 CD4
Y v S ER¥1E337cells/mm?® (#iPH : 14~1543cells/mm?), HIV-1 RNA L X)L i
4.40logwo copies/mL (#iPH : 2.60~5.88logio copies/mL) T& - 72c ATV/RTV
WM ULPV/RTVHREIZ 51 548 O it & %5, IEH O£ 517 & 0247 612
RY e ATV/SQVEE (11561) 12317 2HIV-1 RNAROEGHifitiA & O3y bit
1% = 1.55logi copies/mLTa& ¥, LPV/RTVH#E & & Time-Averaged Difference (&
0.33Td o720 CD4Y ¥ /RERE O TIZALE 3 72cells/mm* B L, M4 HIV-1
RNA L~ 75400copies/mLA  (50copies/mLA ) 12#1z2 & h7zBFiTZhzh
37% (24%) THolze FRERIZBWT, ATV/SQVOHE G 1E+5 53R %15
T LIETELRDoT,

F 72, WGHNIM96E %8 U<, ATV/RTVH LLPV/RTVHOHIV-1 RNA#® O
G 5 OPIHEAL RSB L7ERICB W TIHESEE R LAY

WE2B P b LKoo Ta T 7 —CHESRE (PD, BEE R R G R
FMESRE (NRTD, JEERRRSEIRTREFEMESE (NNRTD % & OHHIVEEEIC
BOWTHRA T HHIV-TUER B 2R & L7k (AT424-0453088) (28
V) % 4838 O B

ATV/RTVE | LPV/RTVE | |me Averaged
(n=120) (n=123) Difference
(959 {5 HHIX 1)
HIV-1 RNA®E?)S
400copies/mLAjii 53% 54% -1.1 (=13.7, 11.4)
50copies/mL A 36% 42% -6.4 (-18.7, 5.8)
Il STz B oA
HIV-1 RNA & o £ 5: §i i % 013
5D ZEALE (logo copies/ -1.93 -1.87 . .
(-0.12, 0.39)
mL> b.c
CD4Y) ¥ 7S ER B o 45 5- i il A 110 121 -17.5
5O ZEALR (cells/mm?) ¢ (-45.6, 10.6)
a @ HIV-1 RNA#OFIZALEHE97.5 %15 WX [H
b : Roche Amplicor HIV-1 Monitor Assay, test version 1.5f#f]
c: 78 b3I—)V Edprimary efficacy outcome measure
d: B 501 L 48 DCDAY) ¥ 8Bk & FHI L 72 8% (ATV/RTVH#, n=83:LPV/

RTVE#:, n=94) 1B 5 FHLfLE

(9)

#6.  TREOBSG R 5 OZL (AT424-045:45%)

ATV/RTVER LPV/RTVE
B 4o o6 |fGEi| 48 9638
mg/ | mg/ | . | Mg/ | o | M/ mg/ || me/ |
ar | odr ZAL AL ZAL ae | oar ZAL AL ZAL
(n=| (n=| (= | (a=]| (= | (= | (a=| (0= | (n=] (n=
Y | 76) | 750 | 520 | 520 | 10s) | 76) | 730 | 49 | 439
=119, —119 0, 0,
LL= Ul ygg | g | 790 g | 1% 1 g0 | 103 |, T | gge | T
Arm=l g |G g B | o s S e,
e ALEV g0 |9 g | Y5 g |7 | 55w
HDL= L 7% 5% +2% 7%
=l O]y | come. | 5 sz B B v | e,
» D2 o | oo | 1 ey | ] 1)
—Q0, 70, ()
gavz| s | w0 |, 0 [ | 70 s | 1sr | | s | ST
o | .o || T2 o) [T Ty | g | W% | 57| 60%.
DTSV g0 |7 —aon) | 9|2 ] sem) | Y | )
0, —90;
rooul e |1 |, 0 e | P | w0 | o | 0% | gy | PR
w54k (163 | 0.0 | 2 a6z | T8 1y | aae) | B | ag) | D%
) | 22%) 1 46%) ) | 386%) ] 406%)

a BIRIMESE IS X 23R8 % BAG L 729ER) (35 ATV/RTVH: : 4%, LPV/RTV
4%, 48EIZBWTATV/RTVHEE : 8%, LPV/RTVE 1 19%, 96123\ T
ATV/RTVEE : 9%, LPV/RTVEE : 20%) (3B CHEFL 72,
DI (RRERE)
 PEGIE & 4838 L9638 D i A G L 72 IS BT B A LOFY
CLDLI L AT 0 — Uil % 5 L 72 B g
s ZEfBE
FIVEFZEBURE (RS RE U WIRE) (&, AHI300mg/ ) - ¥V 100mg & B HHIV
PR GHET28.6% (34/11961) Th o720 FRmIVEM I, JE841.7% (2/11961),
TE02.5% (3/11961), o - W9 2% (11/11961), F#i2.5% (3/11961), 5
OHEL.T% (2/11961), HiKH4.2% (5/11961) %THh -7,
$72, VL= F3-4OBRMAMEE O F % b 01k, AST EH3.4% (4/11961),
ALT E54.2% (5/11961), #Y¥ VLY ¥ 1548.7% (58/119%1), V) /8—¥ |5
5.0% (6/119%1), CK E48.4% (10/11961), #3 L A 50—V E55.0% (6/11961),
MY YY) FERT.8% (9/1166)), lih 7 Kopiihs.2% (6/11661), hFrhEk
WA6.7% (8/11981), M/MRIEA1.7% (2/11961) FTd -7z,
17.1.4 FIHIVERIC K 2AEEROH 5 BEICH T 5B/ FEMHERKZER (A1424-043
=ER)
BRI OHIV Y B 7 7 — P RHESE 2 14 & S HHIVIRE IS B W T RA 55 7%
HIV-1& G B H 30081 % K 512, AR# (400mgl H1M) 5.8 (ATVHE) Lwats
YL+ FFEL (400mg/100mgl H2M) $45-# (LPV/RTVH) & LT, Zh
FNRX Y LA YRR G R R LE2H & OO X B, MEMEA{LA — T ik
R SN L 7z R4S I B W T, Ii4EPHIV-1 RNA R A%400copies/mLA:
iifi (50copies/mLA&) Th o7z BHOEEIE, ATVH (n=150) T4H% (32%),
LPV/RTV# (n=150) T67% (51%) TV, HIV-1 RNAROFEGHifEH S D
SEHZEALEIZATVET - 1.590g10 copies/mL, LPV/RTVE: T —2.02logwo copies/
mLTH 720 ATVEEOHY 4 )V AR FIILPV/RTVEIZ K L CH B - 726
WV S B (R4 S0 W) 1, AAI400mg & o HUHIVHE D I 4% 5- B ©
23.6% (34/144%1) Tdh -7z TRFEINENIZ, Fii4.2% (6/14481), TH#i2.1% (3/144
Bl), #93.5% (5/144B1), Hn2.8% (4/1448B1), IEH2.8% (4/144%1), WH:2.1%
(3/1441), VARV A bu 714 =5.6% (8/144%1), KF#A2.1% (3/14481), *
RYARERESE2. 1% (3/144B1), 58952.1% (3/144M1) FTd -7z,
72, VL= F3-4OBRMAMEE O F 2 b 01k, AST EH3.5% (5/14361),
ALT E57.0% (10/14381), #8 € ) VE ¥ 115.25.2% (36/14361), 5T ERIRAS5.6%
(8/14381), CK 1-5-8.4% (12/14361), 1) 73—+ F54.2% (6/14361), L A 70—
WV ES2.8% (4/14361), bV 7R FEHS.6% (8/14261) %Tdh -7z
17.1.5 /@548 1/ THRERERERBR (ME) (A1424-0205K5%)
Ht%37 A ~2L OHIVIEGE #1936 (FIHIVIEIZ X 2 WG HAEER O 7 W B 861,
PIHIVIEIZ & 2 WG HEEBR O & 2 BH107H)) %2 xbRi, AH (7 7w Lo
TH1EEE S8 (ATVE) ROAF (7 VAU EGD) TH1IE + U b ek
L#E (ATV/RTVEE) L LT, ZhZhX 27 Lty FREiREREF SR & 0
BEHIC L 24 — 7 il e HH L 720
AH (5T RH) OFel-% T 726~ 185 A OHIVIE G BB 1056 2534l < 7z,
G- OFIY MR CDAY » /8B, STHIVIRIC X 2RO e W BB OATV
#T326cells/mm?®, ATV/RTVHEE T355cells/mm?®, HHIVIEIZ X 2 HBREOH 5
HBFEDOATVET430cells/mm?, ATV/RTVEET522cells/mm*Tdh - 72,

K7, 6~ 18 KM OHIVIEGEE 2B 296D A (A1424-0207K5%)

o Ao T

PUHIVEEIZ X % ekt | FUHIVIEIC X % G30E
B BHE Bod b EH
ATV/ ATV/
ATVE RTVEE ATVE RTVEE
n=26 n=17 n=37 n=25
HIV-1 RNA®)S
400copies/mL A 38% 65% 30% 40%
50copies/mLA i 38% 59% 19% 32%
I S T 2B oBae
CD4Y) ¥ SERBOBGHEA 5 OF | 431 343 201 335
AR (cells/mm?) (n=16") | (n=12") | (n=19") | (n=12")

a ! Intent-to-treat analysis
b : %551 £ 9638 DCDAY > 2 EREA G L 72

A ERGIIED CBUIE (PSR E) &, A &AM HIHIVEEDE % 53
T92.1% (58/630) JOAHA/ ) FF ¥l EMOPHIVHEH 5 #T97.6% (41/42
Bl) Tholze ERAEFRIE, AHLMMOTHIVESHE S8 CldihIEas ey
WVE UHIINT73.0% (46/6361), I E ) L E Y BN60.3% (38/63%1), LT I
W28.6% (18/63%1), %#22.2% (14/6361), %Mk20.6% (13/6361) 45, AHl/1)
bV LA OFIHIVEEGE G- BE Tl A © ) v E S HIIS8. 1% (37/4261),
M E ) Ve CBNT6.2% (32/4201), Fa&E ) IVE L 8N128.6% (12/4261), bk
21.4% (9/428) T -7z,

T/ UL F3ADBRBAMRE O L4 b0k, AH LALOHTHIVEEGH S
HTIRE Y IV E ¥ 1552.4% (33/6361), kfEkind4.8% (3/6361), ki hE4. 8%
(3/6361), ALT 1-513.2% (2/6361), AST 1-5:3.2% (2/6361), GGT 1-5-3.2% (2/63
B S, A/ N FE OV EABOPHIVE & 5B TR Y Ve v 1566.7%
(28/4201), hFrhERikA14.3% (6/4281) . GGT R52.4% (1/4280), 7 v 7 F=
v E54.8% (2/42 B1), wEIEE 2.4% (1/4261), fKimE2.4% (1/4261), #aL
AT U=V ER2.4% (1/7426) FThHoTz,



17.3 ZOft

17.3.1 DERAOHE
RIS BNT, 78 FF En &5 LB M rh i iE J OB G-k k77 L 72PR
HREOLREABE SN TV 5,
75 R EREE (A1424-076) 12B\WVC, PRIEFEOS-HiflA S O KZELDF
Wfii (£SD) &7 & #F ¥ L400mefk G- (n=65) T24 (£15) msecT, 77%
FeHEE (n=67) T13 (x11) msecTdh o720 TORERIZI T 5 PRIGH DO LE R IX
BEREENETd - 720
F72, T HHFFENOLERNDEH % 726 ORI % o 72 BRI AR 3B
WCHER L 720 7 & ¥ € 400mg, 800mg™ DI 1#%5- & 7 J L A& ik L
el A, TEFFENMIQTHMI (Fridericiad #iiE % Hv72) 2 HARLE Y 72
WM TS o 2o HHIVIEEZ 21 T 517930 OHIV IR B H T, 74
FFENROBR BEOQTEREHEFETH o7, T FFENVERLG SN
7 RE B A SUZHIVIE S FH OV RIC BT h, 500msec 8 2 % QT2
DONLD 5T,
7 &4 F € v4a00mgl H1lal & CYPSAD M TH 5 ¥V F 7 ¥ 4 180mgl H 11 #%
DRFRIEIRERIZ BT, PRESII L THIN 2 BB S, 72, 7
7 ¥ F EL400mgl 01 & 7 7 7 1 —)L50mgl H 1% 5 O B RSB RER IS B VT,
PRIEIF T L CHIMAY 2 3283 R0 SN b o 720 (BHEIAICB ) 2 ) [9.1.1,

1) KGR Z400me TH % o

18. BExhEEIE

18.1 1ER#F
T EHFFEN (ATV) X7 HFRTF FROHIV-170 77 —E¥HERE (PD) Ths,
HIV-LZ &S LM B WT, Afliz 7 a7 7 —BHEENIC X D HIVY A L A
OHEFEHR M (Gag-Pol) (B NI, TOME, BEEZAET2MAY AL
DRI %o

18.2 iV 1 IVRIER (in vitroiBR)
KR MBALMNL, <2107 7 —, CEM-SSHIE K OMT-25 12 ke X 4 7= %l
HIV-177BERRIC B 2 ATVOH Y 4 v ZMEH OECsofii i3, & b ILiEFEAFAE T T2~
5nMTdh o720 ATVIEMIERERERICBWT, HIV-1ZV—7M 7447 A, B,
C. D, AE, AG, F, GRUTOZHEMRIZH L Cilitk % /R L7ze HIV-25#ERR I L
TIZECsofitil.9~320MDEF D & 2 itk % 7% L7zo MNak;RIc B »T, ATVE
IR REHLIER (NNRTEF I EVY Y, 27 7 EL Y Y RUAETEY),
PI (7Y 7VLFEN, £ TFEN, BEFEL, £V T74FEL, JEFELKRY
FXFUEN), WEGREHERER NRTL: 750N, Y¥ /vy, TAM)VSE
V,F93ITVY, VTV, FIREL, FAMVIEL ROV ETI YY), wA
WAERGEHETH DT T VR NEY Y OWFhh L 2RO £ )V
ATEVERER T, DETEEHI M CRPUEINIE D S S, s OMR S 0o 72,

18.3 A4

18.3.1 ML EAER
MR B 2 RER IS BT, ATVICE 2 I MBS L7234, ATVISH S 2 oS
1/183~1/9NAE T L7230 R 7% % 7 4 VAMD SN ze T EDATVEEICIE
HIV-177 4 )V ZDI50L, N88S, 184V, ATIVMUMAGIDT I/ MiA S L T\
7eo o, TI/RRERETOT T —EHABMLTORED SNz, IS0LE AL, PI
BEDMO A ¥ v =57 I B E G A CRLAIRL Y 4 V2T, AR
Bz TikEs@o sh, F2MoPl (7 7LFEN, £y YFEL, 1
EFEN, 2VT74FEN, U FELVRTFFFEN) T BIEZIEE KA
DHNTze ATVROT ¥ 7 LV O@IRMEPER & L CI50L & 150V A2
NRBD SN2, TSI h - 720

18.3.2 AREZER D & L BE TORKRER

(1) HEFEREERO 2 WHIVIE G B % I ATV300mgl H 1R +RTV100mgl H 1 (ATV/
RTVEE) Je OATVA00mgl H1l (ATVE) ©F 379 v +HFitEy = v 7 ¥ v
JITIC B 2 HBGRE (A1424-0897K5%)

F1. 96HEFIZBIT 27 A W R EHRMBI O %R T ATVIRTEIZ X 27 4 Vv RE R

W O A OV A S S o3 HERR B

ATV/RTVEE (n=9) | ATVE (n=105)
SBMBS 1N AFHRBY (2 15 (16%) 34 (32%)
50copies/mL)
BIZTRROEBRZ L2 HT 5 5 17
7AWV AR IR
ﬁgg&TVMﬂw#ﬂw\%m% 0/5 (0%) * 417 (24%)
?ﬁgg};ﬁiéﬁﬁz’ﬁmm 0/5 (0%) * 217 (12%)
?ff;;;ﬁ;ﬁg’“ﬁéﬁ 2/5 (40%) ° /17 (65%) ®

at A VAN ARG 7 A IV A A U T2 o 72 A S OS9G G A v
RN N Y R R UM ED B VIE Y AV ZEBAA 51 L D ER 2 ik
L7-B# %t

b R TR R ORBI 7 — & BAFEAET % 7 4 N R RO R O# S (%) o

¢ ¢ I50/LOEAZALA MO ATVA0mgH 5- 8526 TR SNz, WL ATV
29 % FBUR MR8 & e dr o 72,

(2) TBIEBRD 7o WHIVIE S H ATV O300mgl H 1 + RTVI00mg % #% 5 L 72 5k

(A1424-1383k5%)

ATV/RTVOIGHE B HEHEHIZ 7 AV A% 0 (2400copies/mL) % #&5x L 72 #
BB \EY A WV ARG DI FERT PG & Pk L2 B O~ 7 vico
B OSFRBIRRNT % FE0t L 720 TRATEUIE39B1 (9% ) Td o 720 T DREHR,
ATV/RTVIEHEZ IV —FI2BWT, 74V A2 EHG MR O 1HITIRATVIC
2 EZ YA /561 K F L, LIOF, V321, K43T, M46I, A711, G73S, I851/VJ%UF
LIOMOPIB#E OB RO b7z, F72, HEEAMOTEERSEITIE, M1841 (1))
JIEMI184V (4f) OEIREHFT LT L M) ¥ E Vit L7z,

(3) BRSO 7 WHIVIEHEE ATV O400mg % 1 H 1% 5 L 72 50k
ATVA00mgD HDIHEHE T A N R AR A REER L, WL % o 72835 5 0538k
HTIEZ L OYABOLO A0 S (ATVIEEHIE HS0E ), F72A71V
O EAP LT Wz, T2, 17 AL EOPIEM o @ik (6 2 1XV321, L33F,
G73S, V82A, I85VILIENSSS) ASIS0L & [alkE 12 dh % W IFIS0L 7 LISHBLL Tw 7z,
REGFEFIC BT, EELPIMM R A A S 3 ICI50LO #Ef O AAFBLL 72
AV RS HERRE, ATVISHS 2 HBURIE M 278 L7225, foPL (7Y 7L F e,
4 yYFEN, BEFEN, RV T4FEN, JRFELVEIFFFEL) KL
TSRS 2 W C B2 VD PRFFHIBIGE S 7

(10)

18.3.3 JAERREH T 3 BE TCORKHER
ERRRSE AT AHIV-UEH ICATVIUIATV/RTVA 5 L2 illik, v 4 V2%
TSI % 600 L 72 B 20 S 0l L 7213 & A K O ATV 8k T U, B OPHIC
W BMPEE B L7 3 BREEREBLL, PUSH T 2 S HHIC T 2520 b
720 ATV300mg& RTV100mg®»1H1lE (I 7 2 A E L L IFEONRTI) {H#T
K L7 BB DY AV AERIC BT, e —MINICER0 Sz, V32l
L33F/V/1, E35D/G, M46I/L, I50L, F53L/V, 154V, A71V/T/I, G73S/T/C,
V82A/T/L, 185V UL8IV/Q/M/TTH » 720 TOMDfH L LT, E34K/A/Q,
G48V, 184V, N88S/D/T, M ULIOMASI0% At D B # 5-HEbk TR0 S 7z, BEL
TATVIUFATV/RTVES- BT O BEOHIV-17 £ )V ZZI50L 0 {8 % & L85
DOPLIPEEIRASTAET B YA, ATVIC S PEAVE Urzo T50LIE I, Rk
a4 2 BB ICATVO R G127 4 0V 215l % #55R L 72 8% T b Rl
ENTVD, ATVIHFICE D 707 7 —ERAROZL L EL220, hoo
MU ATVIRE DR & 3HI L 222 720
18.4 3ZEMIHE

PIOHHAREERE AT 2 BAICATVAHS LBRRBIC BT, ATVIRSG Y
AV A G MR O FE R B O EAL T RUBAT & S0 L 7252, B O PN 3820 1 %
RL, ATVISH LT REIMYE %R L 7zo 184V IIFGASVIF I % 47§ 5 4 kk
90% B E2%, ATVICH#PE % /R L7z F 72, L9OM, G73S/T/C, A7IV/T, 154V,
M46L/Ld % I V82IZ it % 479 2 57 HERR D60 % UL EASATVIETH 1, Wizl
DFHRIZIN A TD30NZ 459 % 5Bk 038 % ASAT VI E T - 720 ATV % 7R~
BRI OPIIZ LT REMMEELRL, 4 ¥V FEL, v¥FEL, £V T 4
FEN, U N FENRLOHEFEMIIH L TIZI0% L Lo s, £72, TV
L Eh L CTIE80% 2Pk & /R L 720 iR AE 473 2 B IS B W T, Pliiftk
RS % 7 3 BRIE SN X CIS0LZ Z8 3L L 22T ¥k 7 A v A 53ddkiE, fho#i
BOPHIH LT b AN 2 7R L7z,

19. BFRIERSICE Y 2IEEFRIFR

—#kt 0 T HHF VGRS (Atazanavir Sulfate)

1L4:%: : Dimethyl(35,85,95,125)-9-benzyl-3,12-di~tert-butyl-8-hydroxy-4,11-
dioxo-6-{4-(pyridin-2-yl)benzyl]-2,5,6,10,13-pentaazatetradecanedioate
monosulfate

53 F 3 CasHs2NsOr + HoSO4

5> ¥ 1 802.93

Mt -

H
N.__O.
mng/ CHs - H2SO4

TR 7y FF VR A G~ M RoRETH L, A5/ -V ETY ) —
Vo (95) TR L, ARITHEITFIZ v,
SEEREL (Po/w) 1 646 (1-F 2 & 7 —)v/7K)

20. BBV EDEE
BB A R BT CIRAFT B 2 &

22. @

(LLT B Y HTEI150mg)
604 7N K, /]
(LA 7%y YHT+EIL200mg)
6074 7N K, /NF]

23. EEXH
1) JEAN-MICHEL MOLINA et al.: J Acquir Immune Defic Syndr. 2010; 53
(3) : 323-332
2) KATHLEEN SQUIRES et al.: ] Acquir Immune Defic Syndr. 2004; 36
(5) :1011-1019
3) MARGARET JOHNSON et al: AIDS. 2006; 20 (5) : 711-718

24. XEEKERVHEWEDES.
TIVAMN - RAX =X A7 4 THREH 274 VI V-7
(FET) SO TR XA T01-2-1
(TEL) 0120-093-507

26. BOEHRTTERES

26.1 BEERRSETT
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