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4. MEEXFHR
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7.1 CYP3AREERINIZCYP3AGFEA LA 235
[10.. 10.2. 16.4.1=H]
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lidaiE S AAIOFHE
IR0 7172 CYP3ABHEA| (CYP3AFFEA D
ﬁﬁ%%ﬁ:ﬁb@b‘) :
- 7us 7 —YHEEA (tipranavir+J €
LERRL)
- T 7L
CESELTY 150mg1 H2[mE
A hFaAFV—N, FhIAFI=, T T
y2auvA v
Z oMo SR CYP3AKEEHA
(nefazodone. 7Y Au~A ¥ %)
tipranavir+Y b+ B, AEFEY, LT
TN, HEWBHEXT LAY NRWEER 300me 1 B2
SIEA (NRTI) & UenfuvirtideZ 2 0t &
DIt
DUR 058172 CYP3AFEEA| (387172 CYP3ARHE
AIOPEHZL) ¢
- I77ELYY, ThTIEY Y
YT vETY 600mgl H2[E

7.2 1[H300mg. 1H2E% EE 2% - BETOREMER R 2%

XRESZ LT W e Wb (B 5 REBR Y e ) 6

7.3 BRERE(VLTF=0 7Y 7T A(Cer) <80mL/min) 2%
HY. BHECYPIAEEA 25 LTV 2 EFETIE, B
DETITSL T, RORERBRUHREEZERIRET S
Lo 122U, ThoOREGHBORMICH T 2G8MMERVOTL
HIIHEZEIN TV WD, BEOEKEREZ T0ICBET
HZEBHEAT—%), [9.2.1, 9.2.2, 16.6.13H]

5.1 AHIIC & DRI BT Ik, KRB S EHT 5 & AR cor
[8.3, 8.45] R - . <80mL/min
5.2 CXCRAFIE & | IR 2 1 LA (HIV) - | BREE. RS PIAIRTE O s mmomm s
CCR5/CXCRAZEIZIRAEMMEHIV-IEREEE L, BE5L {#ﬂ%ﬂ‘—? P (300mg % 1 2[5 fE42)
TnZ & B, RERUEEGREDOBE TIEEICCCRER A7 FLFELT UL
HETAINAPHEHSI NS D, #IT L -HIV-UERE TIECXCR4 RS 150mg % 1 2/ fi 4
SRR O B AR AT A LA At & 12 BEOHIA S ‘
N 7 =
i e U KOS CTPSABEROH
6. AENUHE cHFFENAY b ELPERR
EE. A I n s &L TlEB00mgz 1 H2EREDO# 59 2, -uE¥SEL Y FEL, S 150mg % 24k 48
BB BEICBEL TR OFHIVEEZ AL, ARG T FEL+Y MFEL, THYF
WEMHT 52 8, ARG, RHOEBIIHDETRETE 5, B+ ) R e, k3T
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8.1 BEMAZRRE LIZBERABEICBWVLT, RANCK S &&D
N57 LVILF—ERZES FRESIfIHRESN WS, Fi2,
WRBOEEICED S THIVEREE 2 0tRE L BERREIC
BOT., FHEREEFEOEMPFBEESRESNLY, T
— R3R 4P D HAEREBE R E OBMIZBD sNah o7z, K
Rl E5%ICHF %S 5 VIEEFET LILF —1ER (2 D RS,
FEERRIEM. IgE LRE) 1RO 5 NHEICIE. /5 E2HIET
B EHERMBEITH T L.
) T NEERREE L — 7 (ACTG) 7038
2 AROFERICEL TR, BRSO LA R4 0 ZE0ORFOE
WEBEIC, BENIBFIIRDAETHEIC, ROFIEICD
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PUE# & OHIVEIYE ORI LS BIR % FAE Uik 5 T
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BT E,
- AENIHFREA AR ZR T e D520, RATOL2
TOERZHYERICRET 52, £z, KEICREDICHIC
oA = RAT 2541213, ERNCESEMICHRT 52 &,
8.3 VA IV ADIRAMEREILX. BRESHEL SN -ESRERHE
kDTS T e AN ADIERMER. BEOGEE IR
BAEOKED SHRT 22 I3 TER VD, BHOBETIE
FEMEEZERT 5 . (5.1, 8.45H8]
8.4 VA NADIBHENELT BT END B0, fFHRERER.
BbIOBEZEBT 52 . [5.1. 8.35ME]
8.5 VA I AZMMENSRD 5NN - BRI, BRERED
FERICD 2D S TRF OIS IR s W WL,
8.6 KF % ECMHIVED ZAINHBLEEZITo - BE T, REH
HEETERB ARG SN TV S, HE5EB%. REHEENSEE L.
TERED AL 6 TEEREEMEBE (A INITYTLTE
TLAVT VYT A, A MAFAIAINLA, Z2—FYRAF
AZICEBHD)HEIINT BRIERISHRIET A ENDH 5. £
7o GIBHSEED EIEIC AV E TR B (RIS AETTERE, 2
HMEmR. ¥T 2 - NU—IEBERE. T RUBERE)PSEHAT S &
OHENHHDT. NS DMERZFM L. HERICIZEE) %
HWEETEERET AL,
7 KANZ, GEHAOCCRS I LE Y —%2HET A N5,
YYERRED G 2 A S B LA REEP H 5, AEFHRSHIL.
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WMEZ{TH T &
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9. HEDERZRTIEEICHT IR

9.1 BIHIE - BIEEFDNSG 2 2E

9.1.1 EERVEERXR T ZDEIEEDS D EE
DHEMNEZBCIBENDGH 5. [11.1.15H]

9.1.2 BE! - CRUFFRDEE
JFEEPELT 52BN H 5. [9.3. 11.1.22]

9.1.3 EEIHEMEDEIEEDH 5 EE
BEVHEEINEEZB I BENFDH 5,

9.1.4 BEFRZEI HAREDKRSZRITVREE
[10.2244]

9.2 BiEEREERE

9.2.1 EENEHKERENGDBE
BEOHMKREREZ+DICBETHI L, 7—A P LIKAlE
Tur 7 —CHEHEAZHAT AR, KFlomMPREY LR
L. BifkEmEZEC SRS 28 ThlH 5. FiC
W7 CYP3AMMEEERZHE T 27 ur 7 —CHER EHAT
HRIIEET B L. FRADMPREN LRI BTN H 5.
[7.3. 9.2.2, 16.6.1=/]

9.2.2 EHXEEEE (Ccr<80mL/min) D % BE (EE D EBHKEERE

EDHZEBEZRL)

KAOMARED EFAT 2BENNH 5D, [7.3. 9.2.1. 16.6.1ZH]

3 FFRERERE

JFRREDEIL T 2 BZNPH S, [9.1.2, 11.1.25H]
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BB, ARICHAZEA LW ENEE LV,
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[7.1. 16.7.2%08]

HIVZu 57—+
Z# (tipranavir+ )
FFELERL) A+
VT TFY
[7.128]

HRIRE BRRRER - BB BT - AERT
HIVZu 77 —¥H|AREOMFEEN Ecnso T as 7 —
EHAl AT 2BZNDH 5| LHEHRIZCYP3AS

7YY FELRE OT, KEOHE% | ORBEEEEZHET
18 150mgl H2ENCEE| 2 720 AREIO I
TYFFEIER TS &, BEPERTLEZ
H+Y M FEL nNnH %,




g BRI - BEAE| A - ARET 11.1.2 FFEZE. FA2. FERLE. FREREES(LWIhd
NNRTI KEOMAEELSEZ h 5 0 % FHl1Z 0. 5%3Ai)
FIELI Y XV|BT BBENIH 5| CYPIA4DRBNEE [9.1.2, 9.328]
JLEEE DT, KEOHE%|#HET 570, &K 11.1.3 BiR. BiEHYIFRE(VTNH0.5%HKH)
[7.1%08] 150mg | B 20811 5 & | Fl o 1 o e g % 1 11.1.4 BEE, BB, B, RIRERE (L 9nb0.5%AKiH)
FEEH 2z, T AEBENLH B, 11.1.5 JRMERGHAME. FRERRAME. U2 /VEE (VL 1180.5%
A rTaFIy— i)
AT, 11.1.6 478 (0.5%31)
[7.1. 16.7.25H] * %11.1.7 fizpch, BEGEKR. TAD A INBIETAD A, EE, B
A E#HEME. SR-1-0ONY—., REBEER(WTNB0.5%FK
7S5 20T ATy )
FYRATA T 11.1.8 BARE(0.5%Ki)
(7158 11.1.9 IFIRESE, SESEE (9N H0.5%FKiH)
F5 LN 11.1.10 B3R, BB (W31 50.5%K)
(7.1, 16.7.2208)] 11.1.11 B (0. 5%k i)
nefazodone 11.1.12 BER2. BRI H0.5%KiH)
NNRTI AFEOMAPBENSC NS O A 11.1.13 EEHIRIRAEIREY (Stevens-JohnsonfEIREE) (0.5%A1)
I77ELYY |ETT 3B %N H|CYPIA4IDRENEE 1.2 Z0fDEHER
IhTEY Y HHDOT, BN Z2HFEET L0, K 2%k 2%
[7.1. 16.7.2%0B]|CYP3A4REEAR % Of FlO MR E S KT Al AT Ry MED, NE
HLEA] AEFTICINEDTEBEINDTH S, s Jav yEAd, G EREE
V7YY |EER MRS T 5 f . GIEREGHAD . /MR
[7.1. 16.7.22R]|$H&. FHOHEZ b
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[7.1. 16.7.22H] (B2 TFEID., VA |\ 2FET S0, K R ZAIE
AR OB ERL | Al O EENE L NHRAE HELE, 5OR. BER
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_ FFREE R E ArigfE A, #E
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MERD SENIIGEIZERE 2T T 22 @ ZMBZITH T &, KEROET BE. BAal. ToRE,
.1 BABENER e A, BRI,
11.1.1 [DERREMT (0. 5%K ) . A, 75 EERE.
[9.1.1%M#] FAak
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15. ZOfthDER

15.2 FEERAREHERICE D < 1&3R
A AJRFNVITBNT, & MI300mgZ 1 H2EES LBED
ZNETNOR[BROIUEOMEEFRET, QTHROEENED 5
nrehe

16. EHIEHRE

16.1 MR

16.1.1 BERORS
TR B 12611 A#I1300mg % 22 ISR B AR 5% 5 L 72 B, < T KOs
13# 5441 .5~ 5. O (Fh o B 143, OB 12 B I A PR (Coma) 12 B3
U720 Crmax % OV IMAE A — BERET AR R TR (AU Co-in) D $4 (a1 E (B
1550%) 13 % 2N 736ng/mL(42%) K 02763ng - h/mL(29%) TH V. &K
FHOTHRA R (t1/2) O BT THE (EERE%) 1313, 085/ (23%) ThH > 720
TBRERAE A %2 M RICAAIB00mg % BEREOH S Lck, v I eu 7 i3#HE5E
0.5~ 4R (Fh ol 13285 R) TCmad CERE L 72V &
fERERIAZ MRICT I 0 71 ~1200mg™ % BERFEOHRS Lz, v IE
07 OEMEEIIRESRBICHAIL 25729 BEAT—%),

16.1.2 REEORS
BER AN UCHIVEREE I I YO 7 215 L 72FOEFIREOHEE)
BT X =% Z2RNUTIRTY HEAT—%).

K. ERBEARUHVEREEICY S EOT 2185 U BOERREDE
MENEE/NS X — 5 (Fi5fE)

EarA =840 WU;&Z Chmax AUCn Chmin
H& (ng/mL) | (ng - h/mL) | (ng/mL)
g?lﬁiﬁj; 300mg 1H2[E | 64 888 2908 43.1
SHERE (G
HIVEZEEE | 300mg 1H2E | 8 618 2550 33.6
(55 )
BREEOS 300mg 1H2[E | 94 266 1513 37.2
VR 150mg 1H2[E
(s | (CYPSA4IREE | 375 | 332 2463 101
I OFF)
EDBEFOMEFRET -5 2 HV 7 BHEFENERRETICE DE/IT X
— Y EHEE LT
16.2 ORI

16.2.1 REDE
BERMAZHRICY 71 7300mg % SR & (BAR) ST E L7k,
VI B0 DCnaxk PAUCHEIZBE R L7 o HIV-IBREE 2R E
L7z igs R B CIRBRFIRZRET 5 2 &2 AR UREMEAIR

ENTVE7D, YT IEBRFEOREICIPDLOTED S N-HER
VRHB2HRE5T5Z &N TESY WEAT—%),

16.2.2 NAFAT7RASEVUFT 1
fEEERAICY T BT 2100 mg® 205 L7ZBOMETHINA + 7 _A T
VT 41323%TH D7 | 300mgTIEBBEHEFE SN TS FHEAT—%)0

16.3

16.3.1 DHEE
BEMAICY T 027100 mg® 245 L 2O HARIEK194LTH >
720 (AEATF—%),

16.3.2 MIRFEEBEEE
In vitroTO< SO 7Dk MMIEEAKARIINTINTH 729

16.3.3 BF5EHA
In vitroT, XU 7ET7ILVT IV ROCaBEBER & hEEOBME
ERTY

16.4 X3

16.4.1 ELHER
L MBI ARBLEUOL MIFI 70V —LAEHKBBERRI OV —LIKB
3 Bin vitroREH» 5. v I ¥ 0 ZIEEICCYPES L. HIV-1IRY 5%
BAfkl- 2 WREMICERENEZENRSNT WS, In vitroT. £
RETEERIZCYP3A4TH V. CYP2C9. CYP2D6. K UCYP2CI9D i
ANDFEEIZNSVTERSENT NS, [7.1. 10.3H]

16.4.2 In vivosER
MC-v 7 ur300mg#x BEREO#S Lck, mhiciddE e UTREL
(w5 7)BEE L. EERL TV A BETREDRI42% % 57z, ik
FOEZRBMIN-LT L FNMICE > TERESNZ2HBT7 I THD.
AIEER L TV ARMETREDR22% % (5 72, T ORI EY) I BHE 70 5
Hid2 V. ZoMOREIIEE ) BLETH S0, MEEFORETHEE LT
EMERA TH 7129710 (NEAT—%),

16.5 HEtt
BEBAZNRICT IO 2ROKE LR, EFREICBUIS<S
vu s ORKEOFEHIE, 14~ 18 Th 7z, “C-~vF L1 300mg
ZHEREG L2 ANT » ARBICBWT, H5%168 R THRETEEDK
20% A RAICENN S N 76% A EERICEI S Niz. RAEROHEERAE
FELUTREMMGE LTHtSh, Zh 258 D8% K% U25% (F5
B) TH-o7. TOMIZREME LTHRtanL? GEAT—%),

16.6 HENERZEI DEE

16.6.1 BiEEREEEE
2SO DET YT 5y AL, CYPIA4ZIEET A OIEHRE TR
VT 52 ADKBTHBHH . HRARETIINT0%Z 5D 2T RN 5 2.
EHAEEREERE LB A2EMBROT I 2L —Ya VREHER, S, 8
717 CYP3AAPEEA & OHtRRICIZ, v T a7 OMFEESEINT 57-
O, BEREZFET INENH 5.

(1) BHEEEHE #BrE o], EE (Ccr<30mL/min) BHeEEEEREH. &
CHE3EIEN 21T > TV 2 EH6HlICY I L0 7300mgHE# 5 %217 -
7oo AUCnt (ZBIRE%) 13, B REEF#58% 1348.4ng - h/mL(61%) .
HE T WA E B E4367.7Tng - h/mL(52%) . BT EE GBITRE5H)
2677.4ng - h/mL(40%) . BT EE BRI S5 #)2805.5ng - h/mL
(45%) TH > 720 Cmax (BEIRE%) IZF N2, 335.6ng/mL(87%) .
801.2ng/mL(56%). 576.7ng/mL(51%). 478.5ng/mL(38%) CTd -7z,
BB XIEATOBENT )T T > A (EEFE%) 1336.4mL/min (33%)
ThHholz(BEAT—%),

2) BHWEEERBREHIC~ I o 7150mg (128/4E) & FF L)L
1000mg+ Y b EL100mg BIDDOHA. & (Ccr>50~ =80mL/min)
EHREREREZOMIC~ T Y a7 150mg (24R5EE) & F 7 E)I11000mg +
U b EL100mg BIDOGFA, F%E (Cerz30~ =50mL/min) B AR
EREOHIC~ T w7 150mg (48KfEE™) &4 F - E)L1000mg+ Y+
EIL100mg BIDOBHIC C7THRERORS 2 Uiz i, BHEEFRHRE &
HANTCEEERERERE CIZAUCHn Cnadd ZNZEN52%. 21% L7
[4\ menti43%{&T l/f::o g 7‘:\ EP%)%%&E@EE%%%T“LIAUCWM16%
ERF L. CoaxZ U Conld ZNZ129%. 85%(E R L7z,

L7 o T, BHERENH V. 5 CYPIAAEER 25 L TWHHE
ETIR. v O 058 %150mg QDICHET ZLENH D, 2B,

B 5[0 % 2400l L& L7GAE. #5824~ 48REo~vIea s D
BRI BAREEN B2 (NHEAT—4). (7.3, 9.2.1. 9.2.25H]

16.6.2 FTHEREIEESEE
v a7 ZEICHETRESNHEET 2. BE (Child-Pugh/r#8A : 8
Bil) i REEEE (Child-Pugh47 %8B : 8fl) OF#EERE 2 BF T 2 BHFIC~
T YU 7300mg% BERE Lo~ I En 7 OEYEESEET S Tw»
%o FFHEREDIER 7ot 5a % (801) & Ll U CHRE O IFHRERE B E O Crax
KOAUC (FE) 1 EnZN11% K% 025%. FEEOFHERERE T
ZZNZNINBRVA6BEVEZR LY » BEEOFKERELZET S
BEOEYFEIIMFT SN TRV HEAT—%),

16.6.3 IR
INREBEICB T ARAOEMEEIIHILSN TRV HEAT—%),

16.6.4 i
BRRES [ M. B Nl R OB IHEER T — & = A - R B &
DFEFR. FEi# (16~658) DHEIIED b Nz h 7220 (HEATF—%).



16.6.5 14351
FEREE TR OE TaBRER T — 4 2 AW/ BEMERY S RERIT O R,
Bl (2t 960, REMD23.2%) 37T 07 DM EEICIIFE2 RIFS %
W EATRENTWVEY? , BRI K2 AEREIIARETH D (HEAT—%),

16.6.6 AfE
BERES TR OE TaBRE T — 2 2 W - REFEY ST c k. 7
I7 N ROCEN(14F) & ENndz. BEFEMBEMTICBENT
TITNEFET VT ANQGLH) TABOEEARFT L LIATITAD
BEEH26.5%E\\C EARENA, BRI X 5E A (120]) &
7 O7N26) O Tk, HEMICENBEOHEIIRDSNE P>
720 NEICE DL FARHFASIEAETH S SHEAT—%),

16.7 EYIHEE(ER

16.7.1 In vitroiE&

(1) 51 - BERICBID B SV RAR—9—
In vitrollBW T~ 7 u 2 3PHEEHE (P-gp) XU'OATPIBIOEE T
HO. P-gpzEMHET S (ICx : 183uM)? .

(2) (XiB2RIES
in vitroC. EEKRMICEKD » 2 EETCYPIA2, CYP2B6. CYP2CS.
CYP2C9. CYP2C19. CYP2D6. CYP3A4DIEEZIAE L A -7210

16.7.2 HAENIS EOT DEYEREICKRIFTHE

(1) CYP3A4X 1. CYP3A4KUP-gpZIRET 2HHIDO baF =L, I
M FEL, BFFEL, BEFEL - Y v FEL, THYFFEL, FLT
B, 75 7LVELIE, WITRb T ITET Y DCnax K PAUCHE R S
72($£2). CYP3A4FHER O 7 7LL VY, ThSEY VRO T 7
YEYUIEY IO T DOCnax K UCAUCEE NS H /2, [10.2208]

(2) tipranavir+Y b3 E)L(CYP3A4EE R UP-gpA B FHZE T 5) 1.
VI OEFREOEFEBICHELTIIS kr o7z,
TSR TOBZ )7 T Y AICYPIAMRER OIEMERETIZ, B2 7
TV ADKIB%TH 77 o« BTHETHEHE VI 07 DERSHE
THABEELSHHA. FUANTVL - AT 7 A FFHT—LEHI(H
VAN LEEAFF VEEEEE)ROT / AEL(BTHR) R, ¥
SeuyOEMBEICHELE RIS -1 GHEAT—%).

RLFAENISEOTOEYEBICREFTRE

—_— YIEu s OEYERE/ST XA -5 DI
S (PSR FI B /FE DR ER) T2 UN90% (5
s = i =t
PRRRCRR PR D22 X (8 72 L =1.00)
= Cmax ‘ AUC[QU ‘ CI“H\
CYP3A4Y1Z, CYP3A4RUP-gpE ET 2 %A|
ykar S —af |, [10omg] 338 5.00 3.75
400mg QD BID |(2.38, 4.78)|(3.98, 6.29)[(3.01, 4.69)
U R FEAT00mg| o |100mg| 128 2.61 4.5
BID® BID |(0.79, 2.09)|(1.92, 3.56)|(3.37, 6.13)
YFFEIL(VT N
1
g}yz%aww ST | | 10omg | 478 (3;; 1.3
L000ms + 100m BID |41, 6.7) 5\ |69, 14.1)
BIDI&)
° 2 o
L m;? | | oomg | 107 3.95 9.24
00mg BID BID |(1.66, 2.34)|(3.43, 4.56)((7.98, 10.7)
75 F CLd0mg| | | 30mg|  2.09 3.57 4.19
QD® BID |(1.72, 2.55)|(3.30, 3.87)|(3.65, 4.80)
TYFFEL+Y b
FEL | | 30mg | 2.67 4.88 6.67
300mg+100mg BID |(2.32, 3.08)|(4.40, 5.41)((5.78, 7.70)
QDlé)
FILFEIL+Y hF
e | | 1s0mg | 2.29 4.0 8.00
600mg+100mg BID |(1.46, 3.59)|(2.94, 5.59)|(6.35, 10.1)
BIDI())
777 L EIL750mg 150mg 7.8l 9.49 10.17
i 4| or8l e, | g | 63,
10.32) | 11.39) | 11.8)
CYP3A4iZ. CYP3A4RUP-gp% il 2 %Al
I 7 7EL Y 12 100mg (ggsg (8222 0.55
16) . ) . i
600mg QD BID | e | ooy |04 072
\ 0.400 0.468 0.609
o
;:H;,ZE ) > 200mg) ), 3(])30$g (0.282, | (0.381, | (0.525,
0.56) | 0.576) | 0.707)
DR S <A 1 100mg (8328 (8322 0.22
16) N ? N ’
600mg QD BID 14 431) 0.413 |17 0.2

| e R SR B
s N E-30) S S V90%1F
RERORR PR 222 R (8 % L = 1.00)
- Conax AUCau Cuin
FESTEUE)(+5
ITVVHTIARE
) g | 300mg 1.54 1.01 B
200mg BID (+ BiE [(0.94, 2.51)](0.65, 1.55)
150mg BID +
300mg QD)'®
CYP3A41E. CYP3A4K UP-gp4 IHE K OFHE T 5 A
av¥FeL -y rF
5”’+I77E‘” | | %omg | 125 2.53 6.29
400mg - 100mg BID |(1.01, 1.55)|(2.24, 2.87)|(4.72, 8.39)
BID+600mg QD'?
FFFEL(Y T b
FILHTEI)+ ) 8.4
rrEL+TZT 7 E 1 100mg 2.26 5.00 (6.46
Ly BID |(1.64, 3.11)|(4.26, 5.87) 10'97)’
1000mg+100mg ’
BID +600mg QD'¢
FILFEL+ T
EA+I Ry |1 150mg 1.77 3.10 5.27
600mg+100mg BID |(1.20, 2.60)|(2.57, 3.74)|(4.51, 6.15)
BID+200mg BID'
tipranavir+\ bt 1.02
L D 150mg 0.86 © .850 1.80
500mg+200mg BID |(0.61, 1.21) (1,55, 2.09)
2D 1.23)
CYP3A4X13. CYP3A4KUP-gp# BHE K UFHE L 7 LA
7 L7 77 €N [30mg| 0.79 0.86 0.90
400mg BID BID |(0.67, 0.94)|(0.80, 0.92)|(0.85, 0.96)

E1) v T e 7 BB O RERAE & O HEk

16.7.3 ¥ S EOI HMHAEROEYENEEICKIF T HE
TSRO 7RYIFY Y (PEEAOREE) OEMBEICEKNICEED H
HEBERITE RN 5T,
vIrurzii. YRT7IVV(CYPLAMI XA RBR OB THEL) XETIT
VU(EICBTHE) OEMEBRRICEEEZRIFS o . IR Y
3. IYVIL, BOMEE(ZFZ LI A NI I FA—LROLAE ) LY
AN UIL) OEMBIEIIZERICERDO D 2 B2 RIS o727
F/z. RP6B-E RuFyalLFV—)L/ a)LFV—LHICHEEIT L,
<50 7idin vivoll BWCCYP3A4ZFE L ZWZ EFRES Y
v IOy OBEESENLESICY IO Y HBCYP2D6% HET 5 1]
HEMEIRBETER WA, n vitto Bk OER FRERBRRGE D & 0 FHEE O 5
BRICHELZ S5 ATHREIEV DEEZOND BIEAT—%),

F)ABOERRBEN-AEROCHRIR, BE. KAICIvSar el
T1E300mgZ | H2EREOHET %, LB, BESICEL TR o
HIVEZHH L, fRFEICSC CEEERT 22 L. TH 5.

17. BRERAGE

17.1 EMMERUREMICET B HER

17.1.1 ;85455 MABERFRENER (A4001027. A4001028)
M OFHIVIEIC X 2 I68ED & 5 CCRSFEAEHTV- VR85 1076/ % 5t
S, ¥ 507 (300mg. 1HIESIXIH2E) P75+ AR & Rl
BEE O L 2R SRR B E M LS R. TR
/e EAT—%).

R MOFHIVEIC K 2EEED S 5 CCRAIEMIEHIV-1RRBE 2R
& LISt A —EERHERIC 1T SRR (1R 54881%)

<Y us+0OBTH) 751K +0OBTH

300mg. 1H2[E (n=426) (n=209)
HIV-1 RNARR—25 184
A > 5 0ZE{LE (logw - -0.78
copies/mL) -1.05(-1.33,-0.78)
HIV-1 RNA&» < 56.1%
400copies/mL& 7% - 7z Fv X1 4.76 22.5%
REFIFROE & (3.24, 7.00)*
HIV-1 RNA&E» < 45.5%
50copies/mL& % - 7z F v AL 4.49 16.7%
EFB DS (2.96, 6.83)
CDAREMHEY > ISBRE A~ 124.07
— 254 Vh5DE - 60.93
£ (/mm’) 63.13(44.28, 81.99)%*

EOBT (Rl s REE) & OFEH
E2) /T RRE#H L DE, FHNIRSREEREE2RT. 7272, HIV-
1 RNABDON—=ZF 4 »ip5DE(LETIAI7.5%EEXE 2R



R2.MhDIHIVEIZ & 2 /8BEDSH 2 CCREMMEHIV-1BRRBE IR
& LB R ESREERICH L THIV-1 RNAEH <50copies/mL
(18548181%) LB BEDER

¥Irus+
OBT#V 75t R+0OBTH)
300mg. 1H2[ME (n=209)
(n=426)
R—=ZF4 > HIV-1 RNAZ
<5.0 logi copies/mL 58.4% 26.0%
25.0 log copies/mL 34.7% 9.5%
N—2F 1 »CDARBGMEY > 3RkE
(/mm?)
<50 16.5% 2.6%
50-100 36.4% 12.0%
101-200 56.7% 21.8%
201-350 57.8% 21.0%
>350 72.9% 38.5%
BEA U 22 HIVER D 2552 9
0 32.7% 2.0%
1 44.5% 7.4%
2 58.2% 31.7%
>3 62.0% 38.6%

1) OBT (Bl & §%1%) & Ot

E2) VBRI UL A VAR 5 2 o TG A RIRR R E L,

I3 BEFHEZEZ I 7ICESL
~vZ¥ur(300mg. 1H2E) ROREESEEZHALZBICAH S NIE
EFF BB 1350.0% (213/42661) TdH - 7z E2BIERAIE. ED12.0%
(37/42601) . FHI8.7% (51/426f1) . FEF57.3% (31/426f) K O'FEIE7 . 0%
(307426B1) T - 7219 HEAT—%),

17.1.2 iB5HERIREIER (A4001029)
MDOFHIVEIZ K BB ED H 5 CXCRAEBREHIV-1EGEH. CCR5/
CXCRAZENIFREATERABEHIV-1EREFEZNRIC, vILa”
(300mg. 1H1EXIZIE2E) P XIE 7T R E s fEEz iR L2
MEEk LR — E SR S L 7.
ZO/ER. v I u 7 IZCXCRAFEME. CCRS/CXCRAZENIZIRATE
FEOHIV-1EEREHR 2B W T, HIV-1 RNAEKRUCD4GHE Y >/ SEREL
XL, BRGEEZRIFEZVW I EPERSNLY GHEAT—%),

17.1.3 B5VERREH5R (A4001026)
M DTHIVERIZ K B IEEE D 7% LW CCRSFEMMEHIV- SR E 2 R,
<7 u 2 (300mg. 1HIEXIEIH2E)® I T 7 €L > & fiHE
(Y7 Y2300mgkvs 7Y > 150mg. &1H2E) 285 Ui SR
HE—EEHEABEER L. BBEREREREEZ AV CCCRSEMME
HIV-V&Z ] = BIR U 7245 5R DURogE»E sz GHEAT—%),

3. DIHIVEIC & BEEEDIZVCCREEAMHIV- 1R EE EHR
& LIS hsg R _EERHEERIC S 1 BERRAHE (HIV-IRNAZDIRHER
SRR &R D IERIDES - SHEEIEANRE)

vsrus |[L77ELyy W SREOE
HH e 5 - FrH197.5%
(N=311) | (N=303) | "" CIO TR
483814
<400 copies/mL | 73.3%(228) | 72.3%(219) 0.6 -6.4
<50 copies/mL | 68.5%(213) | 68.3%(207) -0.2 7.4
96381
<400 copies/mL | 64.0%(199) | 64.4%(195) -0.4 -7.9
<50 copies/mL | 58.8%(183) | 62.7%(190) -3.9 -11.5

KA. (DIMHIVEIC & BEEEDIZVCCREMMMHIV-1RREBE Z R
& U2 st iR — S5 RHERICH 1T DERRRES" RLBRSR50 copies/
MK | SAEREIEEERE)

488 9658
HE wvsv¥us |L77¥Lyy| ws¥us |77y
w58 idenid [ideid w58
VAR Y — 21341 216/ 188/l 184451
)V VARV — 98/ 8761 12341 11961
Z\; ;; ;Ef " 26% 9% 22% 7%
DAV 22% 14% 31% 24%
(aE L))
BEER 13% 49% 15% 40%
S0 20% 16% 20% 15%
FETRER] 1% 0 2% 2%
Z DAl 11% 9% 11% 13%

TEL) TLOVR (7 A )V ZZ£B9Z RIHR & TOHM) 1T & 257l

R5. U A IV ZZHIRBAES| O FERIMHE R G TIER (FfEEEm T

BRICED)
- BRI T Tropism Status
s Dt R5 X4/DM NA
N FIVUFHE
v r# 5.1% 5.1% 0
(AREA R
300fg¥BID MI84VIED 25.6% 20.5% 5.1%
Nz |EZTEVY 0 0 0
B Vit
NEYMVE: T}
7Ly | T3V ER ) gy 0 0
vigsp (SHEER
600mg QD MI84VIED 27.8% 0 16.7%
me I7rELY
(N=18) Vit 38.9% 0 22.2%
DM=dual/mixed, NA=not available, BID=twice daily, QD=once
daily

FEDMISAVI : 737V VEEMEAR

F) AR OERRSNI-FAEROCHRR, [BE, fAC3~vIraoreL
CIE300mg% 1 H2EREOHET 2. 4B, BEICEL TIBToH
HIVEZHAL, HRAREICSC CEEERT S L Th b,

18. EEZNFIE

18.1 {EFtER
v seu sk, HIVAHIRICRAT 2BICFAT 2ME Ak THHCC
Chemokine Receptor 5(CCRS)EEAITH S, vIE T i, M
LEDOCCRSICEIRMICHES L, HIV-1Z o Ru— 7% > /87 Bgpl20&
CCR5& DAHENERH %2l d 5 Z 12k O CCRSHEMEHIV-10 i P
NOBARBET 5, B, vIErurid, CXCR4FEEMEXRFCCRS/
CXCRAZERBEMHEHIV-10MANDEAZAE L2 WY ,

18.2 MU A ILAER
CCRSFEAEHIV-1#REG R D BRI B LT I €0 7 D7 A L A3k
HEFHE LR, v 07 DICHEIRTANVADY T ¥ A TETHEER
E3 L ZTOFEEIMBEFHEROIERESENEE & L70.5/ng/mLTdH
S720 —7+ CXCRAERH ™ AL AP I A NV ZMFRIIRS 2 h -
720 HIV-2IRT 27580707 A L AERIIBE S Tungn
XU VLAY FRUEEBEREER (NRTL: 7N, V¥ /)0, T
LENYTHEY, FITIV, RZ TV, T/HREL, FLIFEs,
DRTVV), R VA Y RREESEREER (NNRTL: 7Ly
Y. IT77ELYY, RETEY), TurT—YHREF(7T T LIE
V. THFFEL, £ IFEL, abF i, ZLT710FEL, Y bF
Bl B¥ ). IHIVEATEEA] (enfuvirtide) & v I a7 %4t
RALGE. AV AEEICHERER IR s N - 7220
) CXCRME 7 1 )L A : CXCRAFE MM X IZCCR5/CXCRAZE R M

A IR

18.3 Mt

18.3.1 /n vitroztB&
CCRSIEMAMEHIV-1EE K 2 Bk % Bk R B LR, w5y
IZHtd B EZEASET LAZEERSSES N, ThonwIEa 7
P 4L Z1ZCCRB M % #H L TH Y. CXCRAFEAMEXIZCCRS/
CXCRAZERAUEADEERO SN h 572

(1) RIRBIME
~Iea v T A VAR, in vitroft T AV AEREEBETY I ¥
027 B10%EEERZ RS RN ETH o722, BRAMEORZEE L
THEEAVSNAICHEIX. vTET7ICNT ZEIHOETICH LD
S5TEHLEVIEEFH D REREMEOHEICITERTIE RV,

(2) BICFEImE
T BEEOERIIgPI2ICEF LTV, L LENs, ZEOHM
DB C EICRB 2> THBD, IN6DEREY IO VEZEE OFHE
S D TIZRWR

(3) ZEMm
EEMEERAWZZT. vIE¥a 7k, NRTI. NNRTI. a5 7—
YIEEA & Cenfuvirtide I 2 F 3 2HIV-1EE KRS BRI L, T
AN AERZR Uiz In vitroTHE Lz S a 7ty 1 L A&,
enfuvirtide R Y FFE IR L BEZHEZHERE L TLwz?

18.3.2 BRERELER
FHIVEIC X 2188E D H 5 CCRERMEHIV-VEREE 2 0R e LK
B (RBRA4001027 % U3 BRA4001028) 12BN Ty A7) —= v THiIM 6N
— 254 VEETOM (4~6AM) T, 7.6%DHEE D7 A VL ADIERE
ACCR5E MM A &5 CXCRAME MM I BERAREEAZL LD
o, MHIVEIC X A2BEROZVWEEZNRE L B GRER
A4001026) I2BNVT AT Y ==V THDH6R—2F A Bk TOR (4~
63ER) T, 3.6%DHEE D A )L A DIERIMEACCRSIE M4 A 5 CXCR4
femE X E ZEARATRREANE(L LT,

(1) CXCRAERD A IV A& 5 BENDRE
T IO BRBENEIN L o 1 BEDORI60%ICB T, JAERK
BEICCXCRAEA Y A VAP ENTze ThITR L, 75 R (RES
EEEOMR) OIRBEKBI CCXCRMEM ™ 1 L A & - BEHIZ



6% TH>7z0 TNHEDCXCRUEAY A I ADEIR A ST B2, 1BE
SHIEICCXCRMER ™ A LA S N7=2061 (= 5 v a 2 EElefl. 75
T ARBAF) DT A NAD T U — Vit 2T o 7z iER. CXCRAMERY A L
2%, FEMMEZ R (CCR5fEmEE ™Y A )L A A CXCRAFEmMEICE(L L 7)1
EBHDOTIE L IWERIOEAERE CIIRET 2 EDTE LR >72b
FTHLBOCKCRMER ™ A L AICHET 22 EARBS N,

N—2F A VBHZIZCCREHMEY A VA ZH LIz B ZFDH%CXCRAMEM
A NADRHE S VAR ER L -BED S 53861, BE5HIE%35HM
Dl EDBHEE#2IT572e TNE3BFID> B, BikEIEE TIZCCR5EM
MRS 2k o 72ERNE. 3FlDHRTH -7z,

CXCRAFER ™ A VAN S NGB KRB OO FTHIVERIC N 3 2 it
INE—=21F, R=2FA VEOCCRMEAMETANAEEDL P72, L
7o T HIVESEE 2 RIRT 2RIIE, R—2A5 4 VEHZIImETE R
WCXCRAER 7 A L AH, R—2 51 VI SN 5CCRSIE™MEY A
LA ERE Uit S5 — > 2B LT WATREN 2 ZE T 208N H 522
(2) CCRS$EMIMEY A IV R = S BB DR

FKIRBME © v 5 €0 712 & BIAB ORI ICCCRERMEY 1 )L A DK
HE N 7580, 261 T~ T a7 Ic0dd 2REHAER L7 A LA
BHOENTze —J7 MOBFITRBZEDETEALNLEP 27z, THE
OEFITIE. AV TIATVADNRRTH >/ 2 L E2RET SIMFEED
Bt 2 WL D EARD 5Nz,

BETEmE  VIL-T07 I )V BERIZHETHY . FLHBETIE
WBEHIDB DD, v S a7 Iiind 2EZHEET BB LBEDE
BIZHS AT N 220

19. B ICET BBLRHER

—f94%5 © ¥ a7 (Maraviroc)

ft % 4 :4,4-Difluoro-N-[(15)-3-{(1R,3s,55) -3~ [3-methyl-5-
(propan-2-yl)-4H-1,2,4-triazol-4-yl]-8-azabicyclo[3.2.1]

octan-8-yl} -1-phenylpropyll cyclohexanecarboxamide

CoHaF2NsO

513.67

g 7 5
o oF B
fegiEgst

CHs

HsC
R H H /=N
\ = \
F P NN
n s
7 7 HyC

HE~MECOBREEOMEKRTH S, X ¥ ) —ILITED THET
R TERZ NI N N-DRAFLT7E T I RXIRT
% 7 =)L (99.5)ITIE T d <\ KITHED THEITFIZ< e
iR (log) = 2.1(pH 7.4, 1-4 27 % ) —)L/KR)

22. @=
60%E iR /Y 7]

23. EEk

1) #NER @ R MR (2008F12H25H %R, CTD2.6.2.4)

2) HWER  KESSHMRER (2008FE12825H%FE. CTD2.6.6.3)

3) HMER  EBERERAZ TSR E U BER O S5 (2008412525 H %
8. CTD2.7.2.2.2)
Abel S, et al. : Br J Clin Pharmacol. 2008 ; 65(Suppl. 1) : 5
HWNER R OCHIVEEEE OEHIREOENE L/ $F X —
% (2008F12H25H%:R. CTD2.7.2.2)
R BERRAKOHIVERER 2 MR E L BEROFEOME
(2008%F12H25H%3R. CTD2.7.1.2.3)
Abel S, et al. : Br J Clin Pharmacol. 2008 ; 65(Suppl.
8) Walker DK, et al. : Drug Metab Dispos. 2005 ; 33(4)
HNER  EEEEICEY 285 (200812525 H &G
CTD2.6.4.4.3)
Hyland R, et al. : Br J Clin Pharmacol. 2008 ; 66(4) : 498
HNER | BERAROFEEEE 2GR E LB EHER
HNER : BEMEYBIRE OB (2008412 A 25 H &R
CTD2.7.2.1.3)
PR SEIEREIC KT 9 R O & (20085E1 2H 25H KGR
CTD2.7.2.3.4.1)
HNEER D 7 Y7 ARUHE AR R & U758 8 5% (2008
F12H25H%FR. CTD2.7.2.2.4)
Abel S, et al. : Br J Clin Pharmacol. 2008 ; 65(Suppl. 1) : 47
PR EYEEIER O#ET (20084124 25 HA&RE.
CTD2.7.2.2.6)
Abel S, et al. : Br J Clin Pharmacol. 2008 ; 65(Suppl. 1) : 19
HNEER  OFHIVEIC X 5 I18BED H 5 CCRFEMEHIV- 1S
BEENRE LSRR _EEHRR
HWER - OFTHIVEIC L 2188 ED & 2 CXCRHUEMEHIV-1ES
BE K UCCRS/CXCRAZEXIFIRATEAMEHIV-VEREE 2 MR &
U7 2t R — EE MR

TS

4)

1) : 60
1 587

H
5=

15)
16)

17
18)

_
L

Dorr P, et al. : Antimicrob Agents Chemother. 2005 ; 49(11) : 4721
HENERE - HIV-1RIREG R BERR I3 2507 A )L R (2008412
A25H%&R. CTD2.6.2.2.1)

) Westby M, et al. :J Virol . 2007 ; 81(5) : 2359

) HWEER R OTEREELD X = X L OEH (2008412 H25H %
#. CTD2.6.2.2)
B IBEREGNIC
B L IBERRBIIC
R IR RIS

B iEAEORE
B2 BEHEORE
B1F 2 CCROFEEMEY A )L 2 DI%ET

25
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*24. WEEERERUEVWEDLER

T30 AIRT A A

B EBEX R 1-8-1

T4 =T NVATT « AAYZ— + F—E R

TEL : 0120-066-525(9:00~17:45 /L HHH KR O L HARZEH 2R <)
https://viivhealthcare.com/ja-jp/

26. BHERTCRES

%*26.1 SHSEARSET

'3«{—7’\":177**1::*1
RREERAIR 1 -8 1

% 26.2 BRZEIT

I59V-AZRI51 VR R
RREBRAR 1—8—1






