20244E6 HGT (BB 1LAR)
HAREYER a0 R 7 87625

EERAIVAIEL—T+—L

H AR BeSEAIRT 2 OIFFEHE 2018 (20194 BUFTAR) (CHEHL L CHERK

o4 LR e EEAE
) b EILEE

J—E7 % 100 mg

Norvir‘Tablets 100 mg

#l Fe | 7ansa—F 0k

BISE, AT

1] | VAN
RA DR E R D EE s on s L S -

BB & E| 1ETY FFEL - 100 mg
o = A
_ i % g : U b e (JAN)

PEA, - Ritonavir (JAN, INN)

HERFTARRBFERAB | WERFTEAREAH 20114 2H28H
EMAEEISEEFE R B | EMIAEMENEFEAH : 20114 3H18H
R SE B A & B B | IR B 44 A H : 20114F 3H31H

HERT (WMA) -

R#E - RE=#H A BERFTT . TvI 4 ARSH

ERFHIELEDERE

T v BRSO MEERE

T108-0023  HURUARHE X 2 Hi3-1-21

7 —X A/ 0120-587-874

R BIRE AT AR — AX—  http://www.abbvie.co.jp/

KT FIX20244F6 HGT OB AL SN 3CE FEFIRS0 GR6hR) ORE#ICE S UGET L.
RATOMHRIT, MANATBHEN I ERPERR I O O BRI BRI — U THERB L T &,
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1. BERA VA 21— T+ —LIEBORE

R EIE S OEAN 2 ZRER S LT, EEHERMMICE CIT, B3 2bo. ERBST
PR - SEAIATSE O PR R A H 275\ B 2R PR SR i O 3 (B8 G R 2 15 9~ 2 BRI, Wi SCE Rk
ENTAERE L T 2 FISFHEMRERSVELRBENH Y, RESEOERBERMAYLE (LT, MR) %~
OIEFROBMFERSCERICLVIEREMEL TE NS, ZOBRICHEREREZ RN ATT D72 DDA
HUARMELTERBA X Ea2—T4—25 (LT, 1FEIET) 2334 L7,

1988 4EIC H AP EEAIBIS (BAF, HWE) 2658 2 /NEEEN T FOMEMNT, [ Filfsek, 1F
WHEELKE L, EO% 1998 {12 HIRIEFITE 3 /NEE DY, 2008 45, 2013 4RI HpEEIRN REZ B SR
[ FRRdiEsHOWET 21T > TE T,

I FodiZEeE 2008 LI, 1 FIZPDFSOBETHT—X & L TIRMTE 2 EBFAIE o7z, Zhic kb,
W SCEDO EERSEET NS - G AT ORILT — X 28N L7 [ F RS itshs L Eo
oo WHO T F ik, ERBERESBAHEAME (LY, PMDA) OERAERLERBREDON—
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (ZCTAB I TWA. HIHIETIE, 2009 FF L FHEEMLD 1
FOERERSTIMEE LTI a—Tr—LMRFE] 2REL, a0 1 FARMNCEEZMTET S
WIEM ARG E L ClEb»EE - RETL TV D,

2019 FE DU SCEFRMEEOE R I G, 1 FldliZE 2018 AAK X, 4% TG EIRS ORFERE
MERUNEENCBET A A N7 A > ) ICBET 2RO 720, ZOHEHREHRE L.

2. 1F&IF

I Fid DR CEZOBREMTEL, Ehl - EHIMEOEREFFICE > THEEBICKNER, EELO
SEEH OO OER, WHTERFOOOER, RAOZOOEHR, ERLHOBEMEHODOER, HE
W72 77 OO DFERFNERN SHRER MBI OEEMFHREL LT, BRENTHEHELREL,
AR 0 72 D17 ML EHE L O BEMRGE ATGEIT# 0 D 2B I ER R R A L TV D AN E RN &
MEMTHND.

[ FICREHET 2THAESNI AFHIKSRE Lz 1 FodlEEmic L, —Sopistz k& A&GR O O
WATHSND. 771, MESROMESICEDS b ORUFIAE A DOSFEM - Ik - 2~ S FEs
F I FOREFHELIEZRL2. S0 2, MBEAENLIRIEINT T FIiL, FIAE B SR - Il -
EREAT A L &b, LERMHTETILOLVIZHMEAFHFOZ LEFHEE LT,

I FORMIIFEFT—F 2 HAL L, WM COMAITSHEATIER.

3. I FORARAIZH=>T

EFEAEO 1 FiX, PMDAOEFRPERMLIEBRIRBOS—ITBESTIPIHRE SN TN D, B3RS
MEIALA A B2 —T 4 —2MEROFF & | (- T T F 2Bk - 12869223, 1 FOREEZME X, ER
BHGICAR LTV DEHRC T FAERREIZGEE LD EREIZ DWW T RSEREOMREA~D A # B a—I|Z
KVFRIAEB OB ERESYE, [ FORMAMEZEOLILERH S, £z, FREET ShAHH EoEE
BT AEHICE L TE, I FAKETENS T TOMIT, MEAENRET AUETNAREZH ST LI
L HOIWVEIEFEOERMEREE — AR L VAL SR8 EHT L L L bic, [ FoMHCH
Teo T, OB LEE PMD ADEELEFERERMBON— Y THRTILERDH D.

RE, WIEMHRLLEVEDOREROENST/HE SN TS V.5 RS < (X1, &%k, [XIIL
%) ICET2HEFIIEREZZT TORWERDEENIZ ENRH Y, TOBMYFNICITHIEET X
ThD.
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I. HEICEHT 5IEH

1. RAROER
UMFEMIKET Ry b A7 M —X BKRET v 7o h) THA BB INLHLHIV (B MREREY A L R)
ERZET2ILEWTHY, HIV a7 7 —BEEZEET 2 Z L ICE VRV A NV AERZRET 2.
KETRY N« TRT N —XTIEEMEICERT 28R, L= oz & LT RL77 I ) —0 HIV 7 AR
NT 47 - TaTT7—CBHERDO T v 7 THFAL AR A2, HRLIAbEmEA7 ) —=0 7 LERERY, A
Fix HIV-1 KO HIV-2 ORIFET A )V ARE, & HIZ HIV OERRTEERIC S8V HIV IEEZ2 R T2 ER A L. v v
A, T v b TOROBEGIZBIT 2O EIL 2500 mg/kg PLET, AERNAARIMoRFERE (HIV 705 7 —PH
) AR THEL, RAOEGROMPHEEEER bRV RS Y.
Z DB DGR ARBREIEICIESEKE TRy M TR T b —X T 1995 4 12 A 21 HIZ FDA ~FHKRHGE LR L,
1996 4F- 3 H 1 BIZHE A 7 H R ORI DO 7RGR A 1572
ARIZBWTCIE, 4 TRy MERSHE BT > U4 GRS BKET Ry b F87 N —XDF—X % L1 1995
11 A 2 BIZHDBFAERLIEERFE 21T, 1996 454 A 1 BIZIBEE =)=, #H 7' AANZOWT 1996 4 7
A 23 HIT/AGBHFEL, 19974 11 A 20 HIZIGE4 [/ —ET « 71 100mg) & L CORRBERE L. 20k, 17
TAFIFIZY b e ORI T A RIEN A L, FOMRICEEEETEEREARE LD, AARICBWT
LREMIEOMBE D=0, NREFIZZERFET 2 &/l 2070 1998 4F 8 A 21 HIZAFHFEL, 1998 4 9
A2 HIZGES [/ —E7 - UXy R LU TKRERS Lz, LnLaens, [/—e7 - UXxy R [ I=¥ /) — L%
KEIZEDEZDIRELEORMERb 722 000, KETRY F « TRT b —=XIZBOTHIORR ORI ED S
2. Z0%, U N ELORBENETEMTDE0ICHB LEY 7 M 7 EAAl (SGC) MRRR Sh, KEIZE VT SGC
DOARBEENTOIL, 1999 46 A 29 HIZARSNZ. BARICEWTY 1999 47 A 27 HIZARBFENTHOIL, 1999 4 8
AH25 BICRGESA [/ —E7 « Y7 M A72100mg) & L CTERERS LZ. LLARD, Y7 M 7 e AT
BETIMENRDY, HEHIIRETHLZ 0D, KET Ry b TRT N —RXERIBTLRERT 4N Da—T 4 7
FETHD /—ETEE (100mg/FE) AH7-ICBA%E L. SEEMERERBNAGICESE, RKERUKINES (EU) 1280
T20084E12 H 19 HAW 11 A 21 BIZENENR /) —E T EEAIO A HFE 24TV, 2010422 A 10 A XUV A 25 HiIZEN
THAREZD L. BARICBNTS, KEKROEU TRBEINZZ & &5, BEUICE W CIRFEARBFEICHW &R
OWEM T 201049 B 7 HIZAFEHFE L, 20114F2 A 28 HIZIRIE4 [/ —E 75 100 mg) & L CAREZRS L.
BB, BRINAGBENWRARD ) — 7 « A7/ 100mg 1%, 20024E2 H 22 BT, /—E7 « V7 A 7EL
100 mg 1% 2012 4E 5 A 31 AN CAGRAIKHE L=, $£7/2, /—E7 - Uxy RN, TEEERZYIIET 5700 EE,D
FORFI K OMRGEA OILY W MTOWCY (2000 459 H 19 AFHESEIEEE 935 5) (D%, BERFHP xR & LCTliae
BEEDOTOONREBFHEBFE LTV, 2009 46 A 26 HIZHKGEH [/ —ET7NAK 8% & L THERBEEEL, F7- 2018
3 FIZIGER IR, 2019 4E 3 HICRGE A E IR 20 T L.
WIE, /—Ee78EELT, Y7 b TEAA (100 mg/H 7 EN), EEAl (100 mg/EE) K ONEA| (80 mg/mL) 23 JR4%
ETEARENTEY, U MFEAELTIE600mg % 1 H2EOME - ARTEARIN TS, 72, HIV OHETICHE
T LR RO I RE TR T BT C RACEDZTRR AN R b D LT 572, hofiL ha v A L 23 E DT
HIV B EE OIRRICER ST 5.
) A TERENTODHELOCHER M@, BAZIZY FFen s LTI IE 600 mg (KA 6 §E) % 1 B 2 BA%ICKROKRS

L., HEWAX1IE300mg A 1 H20E, 28H, 3 AHIX1E400mg % 1 B2, 4 HEIE1[E500mg % 1 H2[E, 58
HUBIZ 18 600 mg 2 1 H 2 [MBHICRENEET S, HEICEBL UL, L TMmoFtHIVEEFRTIZ L. ) THD.



. HEOBRPNRHE

1.

%)

AANT HIV OB R NEREAEOARERET 2 HIV 7 a7 7 —EHEETH S.
(TVI. 2. 3EEMEH] 0HHZBH)

. ARFNX HIV-1, HIV-2 IZHT HIV /ER 2392 (in vitro) .

(TVL. 2. 3EEMEH] 0HHSH)

. AR AZT Wi HIV I B HIV B 28 L, RZEMEZZED 2 (nvitro) .

(TVL. 2. 3EEEH] 0HBH)

AN HIV 7177 —E D Asp-Thr-Gly IZHEA L, BERIERA 2B G ET 528, FRMICHIV Ve 77 —BIZH
FtEE R L, E RT AT v 7« T T —B~OHEZ/NEZV (invitro) .
(TVL. 2. 3EFR{ER) ©EBHR)

L PRI 3~ 4 BT 0, 1 H 2 RS TH S,
(VI 1. Uil oHeRs ) OB

AHN L 7T 8REDOEGRBICBOCTAAIZE SR (600 mg 1 H 2 [\IES) TiE, CD4 U REkE, IfH HIV-RNA L
L OWENRFRD T,
(TV. 5. ERIREGE OHESH)

AFAI1E 600 mg 1 H 2 [AF5IZL Y CD4 U 2 SERE L QLA HIV-RNA LU 3 5 48 B I2B W CH R GRTIC I
NYFEEZRDT-.
(TV. 5. BRG] OHEZH)

FRREWERE LT, b, TR, BERE, m, OEFERTERE, WHERE, SR, WREESS, CK bi, 6

R ORGRIEE), mfRME, b, TH, M hY 27 UkY RN (FEAEKTE) 2S@GIhTns.

FTo, EBRZRWEH & LT, S8EL, KERUE, Bk, &b, BERW, R, HFRS, @EE, kR g

JE (Toxic Epidermal Necrolysis : TEN), FZEHEIRIEMERE (Stevens-Johnson SEFERE), HIMAHM A HE STV 5.
(T'V. 5. BEIRRGRE) ROY VI 8. BIVER] OHEZH)

AFTEBREN TV AELOHEIL T, AKIEZY e s LT 1 [E 600 mg (AHF68) Z 1 B 2 BAZBICRAKSS

5., HEWAIX1IE300mg A 1 H20E, 28H, 3 AHIX1E400mg % 1 B2, 4 HEIE1[E500mg % 1 H2[E, 58
HUBIZ 18 600 mg 2 1 H 2 [MBBICRENEET S, HEICEBL UL, L TMoFiHIVEEFRTIZ L. ) THD.

. EEOBF PR

1.

AANTEO~EROD T 4NV b a—T 4V TEETHD.

(Mv. 1. A OESR)
J—ETHE100mg (XY M VEES T REEEY Y v 7 RITEMRL, TR EHE L TEBEEZER L TV D.
ZOHMIZE Y, U M FEANERBRE LTES T REEEY B v 7 APICHEET DI LT, IBENE S
, SEAMEAFREE 72 o7z,

)ik, AFENIO VR TERAEE KERE S : 22100AMX00433000, AR H 1200942 7 18 H) 0#ETRIAL TWD b0 L
FETH 5.

. EEGERICE L TRNT R EH
PR L
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0. AFICEET 5IEH

1. R4
(1) Fn4 :
J—ET7®8E 100 mg

(2) %4 :
Norvir®Tablets 100 mg

) BFRDAHE
B LIKET Ry b« IRT N —X BEKET v U4 th) OFE4 (NORVIR) OLFIUEL 7.

2. —fg&
(MH#& (4%
U ~FENL (JAN)

()4 (mai%)
Ritonavir (JAN, INN)

Q) AT L
b MMuEREY A LA (HIV) 7as 7 —EEA : -navir

3. #BEAXTRER

—N  CHs 9 OH S
HsC (j

CHs

4. FXRUHFE
4373 1 C37H4sN6OsS2
T 720.94

5. k¥4 (4% XIFFHE
(+) -5-thiazolylmethyl [ (aS) -a-[ (1S, 3S) -1-hydroxy-3-[ (25) -2-[3-[ (2-isopropyl-4-thiazolyl) methyl]-3-methylureido]-
3-methylbutyramido] -4-phenylbutyl] phenethyl] carbamate

6. ER4%, 4, BE wBEES
IRERE : ABT-538
W75 : RTV
CAS B8k3% 5 : 155213-67-5



M. AT 51EE

1. MELEHEE
(D58 - 1K

AE~REBEOHRRT, ZoPWHEZELIEbH5.

(2) BfRE
KEBED) b FELDBEYE
TR R (mg/mL) H AR {57 D PR R
7K <0.001 FE A EBT RN
TERh=FU L 18.9 RRETIZ W
TER=hrULK (1:1) 66.4 KRBT RT N
CAFNLRNLLT IR 593 TR
AH ) =) 573 A WA
X ) —) 165 TR
AV Tas ) —) 417 RRBET TN
D7 A=2=F.8 Vg 602 IR
VA NA = M= N 456 TR
Helf o F L 1.5 Wiz
ZA=R=F: Y 7NN 675 TR
[\ 2.2 W<
NTH 0.1 FEAEBT RN
BERbpHIZEFE) FFELDBEE (FR)
TAfR % © pH R (wiv%)
pH 3.0 0.05 mol/L KH2PO4 <0.001
pH 6.0 0.05 mol/L K2HPO4 <0.001
pH9.1 0.05 mol/L K2HPO4 <0.001
(3) Bt

1 # A, 25°C, 75%RH OINREAETIHLIE L2V,

MDphm (DR, HBa, HEES
B 123°CAhE

(0) BRIE E AR E 2K

pK1=pK2=2.8+0.2 (W75 : 268~278 nm)

(6) STELFRER

1-4 27 % ) —)- ) ERAEENR (0.05 mol/L, pH 7.4) (Z31) B 45Ei4R%  4.7X10°




(D £ DD E G REE
pH :

MR L OKIZIEE A W R0 T20) (998 HEME)

FESLEE
la] 5 : +88°

TN AT B

(2.5% (wiv) A X —VEIRT)

TER=bFUAK (1:1) FTOENINARZ b, FE 197.5 nm & 240 nm (TR AR L, 210 nm 33T

IR HET 5.
SEEE A

gk L

. AMRSOEBERTICEITARE.

RIE MR
BB SDRERICE T RRELEEER
Bk 18 FiTYses o PRAFTETE FRA7 IR jRE S
40°C 52 3# 7z L
50°C *‘3@“‘4’%;% 26 3 e L
S T7a e LT N
60°C — — Sk 13 @ el L
80°C FILI Ll 13 3 4 LA T DN
105°C 634 6 HTERE 10%LLT
HET 6 6 I CHEAELLT
e _ *kﬁék -
HOEHTF vr— L EIZ . s .
(10760 Tux) 138 1 CHEBMELLT
25°C 75%RH B S A T v 313 e L
9 0 o CHEAY=F L URIC A 7
25°C 609%RH IRT 7 A S— KT A 3nH zfes L
N siftE 77 2
9 _ Ui
5C F o 12 % A Eibe L
THEHRYF LR
o 0 o o AT 74 8= FF A -
R 30°C RPN Ay T, 12 % H Eie7a L
F v 7 #A
o TEARVZFL R
40°C . _ 6 Bz L
J— - - A7 7 g ri—ksn | 7] i
j N Siftasr7 2 o

EHIDRIC K DERY

CWBEEBRESNT, IMESMT, 80°CE TOIMRSM T TiE 13 BMZE.




1 CESGaN
KT OBRFAA T TIIERANK I RA R & IR, SR & 2 WITIRR-M L ~OBRFE T L 0 B R & BN
IR PRIERA, 105°CONMEGRAT T TR AL Uz,

M ey
W, N i"' i k% i 3
TG g\éu e

YV hFFERL

[23( ll)’t/ KR ORE N | KiEORE {lz.‘lﬂ:

1 ‘/O (O

}C' I :/I\“ " ,/Y\i)\II(' I/L°/Y\'
b:/\(\ ~ -‘3{. L OJ/\(\ J
BEIK S RR2E AR 3 Ap% 7]

) pﬁ*l{;’ﬁp

IR
) b F ENVDSRR

. ARERSOHERBSRE, ERE
ERBRRBRTE « FROMBILA =2 b AVRITE R
ERIE Wk u~x 7T 74—



IV. ®KI|IZE§d H1EE

1. #lfg
(1) Ffz DX R

T4 ha—T T

(2) B&| D 5871 K UK
FITE - Pk HEE~EHED 7 4V ha—T 4 VT §E
L T il
571‘ éﬁ Y i o Y e S
W ) ) L
ox X £ (mm) FfE (mm) JEE (mm) HE (g)
17 9 e #0.79
= — R NK
Q) #EANa—F

Fordppn o (1Y,

(4) "E| DYE

. () WHIOHEL L OPEIR ) OTEZM)

BEHME - TIV. 9. IR DHZMR

(5) ZDith
FARYYA

2. BEOMERE
MBEMES CEHERES) OEERUHME
W %2 4 J —¥ETHE 100 mg
RN 158 Y R EJL 100 mg
aRre Ry, B/ TV VBRI AVE R, BRERKT AR, T~VBATTULF N DA,
woom Al KUY BKRFEANT TN, v Au—R, BeFH, ~/raT—/1400, £ k¥ Fov
Nkem—2R, Zy, =7 m A= 4000, RNY Y L~N—| 80
(2) EMBEZDRE

M LR

Q@ RE

FARYYA

RO

4. HifE
FARYYA

. BiTEREOEBRRURE




. BAT RN D & 55

U b e VR

10
M

2)

@)

4)

11

12.

. feFEDEEEILL (HEEFHEL)

gk L

. B

AR EHRBRE B2k OSFWE) ) ITkD

B A

TBARELGRSR - %, NENRKRLRR - @8ECHT HER

RO

2E:3

30 58 DR, N7

FRHEE
M L0

RBOME
B :PE RYxTFLv
¥ 7 PP KU TubB L

AER#Sh SEME
B LR

Z 0t
A RBRANA

. BAOEEEHTICBIT2REN

PRAFGR1E AR PRAT IR FE R
60 mL HDPE 7R /L 24 % A PEey

25°C/60%RH - -
100 mL HDPE 7~ kb 24 1 A
i 60 mL HDPE 7R k/L 24 5 A ke

30°C/75%RH - ;
100 mL HDPE 7~ kb 24 % A A

* HARTOMUEERREIL 60 mLHDPE (R#EERY =F L) R L B0HEAD)

REREAT O L&, BURICEATS.




V. JBEICBET HIEH

1. SHREXIEIZHR
HIV [EYE

2. HEERIEHRICEET HFE
BRE SN TWHRN

3. RERUAE
() AERUVAZED#EHR

WE, BRAIZIEY M PeArE LTLEI600mg (K6 88) 1 A2 BIEFICROKRET 5. 2720, BE5WAE1[E 300
mgh 1H2E, 2HHE, 3HBAIZ1E400mg% 1 H2[E, 4 HEIZ1/E500 mg % 1 H 2\, 5HBMURET A 600 mg

1 H2RRBICRARETS.

BHIZELTE, STMostHIV EEJFHTHZ L.

) RERUVAEDHRERRE - BRI

PMIRAIETHD ) — T « I P LVHERORERRBROBRE LY

4. RZERURBRICEET 5IE

RE L.
(rv. s.

(3) MESISTRFEAER ] OHZM)

1. RERUVHAEICEET HEE
1.1 AR OEEYHITEBNT, @i iz & BIERSSEEICRERT 2EAARO b TV L. BEMIHICET 5
B IR E L BIERREEL A BT 2720, EHENOREGEZMMT L.

#5H 1 [\l 5-f& 1 H#&5EE | B 55
54 H 300 mg (4Kl 3 £2) 2 [A] 600 mg
2HE, 3HH 400 mg (AH 4 §2) 2 [A] 800 mg
4HH 500 mg (4 5 $E) 2 [A] 1,000 mg
5 H HLARE 600 mg (A5 6 $iE) 2 [A] 1,200 mg

1.2 AFNIMOFLHIV EE AT 2 8. HRICER L UIRF O A RTA4 U 2ERTH 2 L.
1.3 KA & Y EREZAOMEIRIN 7 (T —A X —) & LTHRATHACE, fHHEOE IR (HE - HE, /AL
DEELE) MOEHFOHA RT7A4 LV 2WiRTHI &

5. ERERALAE
WERT—2/\v5—2
AL L

(2) B PREE R ER
1) BAEtEER

HARNDREFERR A 6 BTk L CTAAI 100~800 mg % ZEfEFIZ HimIE G (I 7 - U Xy R) LRSS, DERKE

FH, RS, KERPE PR AR AT,

FAMEAO HIV BBrEEE 10 filicx LTAK 600mg (B 7 &) %1 H 2 [EE

%, 28 HMERS Lo, HEERG LR, RS OHLRRORER HBL L.



ESE
LR L

3) QT/QTc FF{@EER (SAEAT—42)
fERERA 45 BliC ) R ELdh 7R Hl 400 mg BID % 3 A (4 [8]) &5 L= & &0 QTcF MW LD K FEHE
(BT 95% FIREHERAE) 1% 5.5 (7.6) msec TIH -7z, QTcF MMEA— AT A )35 60 msec L EZE{L L7272 500
msec X T-HIX2hvo7-. £72, 3 A HICBWTEE O PR BREE RS b7z, &k PR kI 252 msec Tdh -

7.

H) AR TERINTWEAELOHEL M@, RAIIEY bFELE LTI1E 600 mg (RFI648E) % 1 H 2 EREEZICREOEE
T5. L, BEYHIZ1IEIZ00mgZ 1 H2[E, 2HH, 3HEIZ1[E400mg4 1 H 2, 4 HHX 18500 mg % 1 H 2
M, 5 HELIEIZ 1A 600mg & 1 H 2 [M&HICRAHRLG TS, HE5ICBELTIE, LPTMMofiHIVIEE AT Z L. ThD

Q) AERSHFRFAR

1) BNELAERAR (112538

HERHE
B # HIV JRYLEBRE BT DARA O AN, etk Oy giies 77 R & Hmire s
HEBTHA Y Zhask LR, —EER, BEAL, 77 'R xRk
xR A D HIV EGYE B3 84 B
18R LD BE
CHIV-1 BUEYSECTH 0, 3HEBoORA 7 U —=2 FHMHIZ 2 BILL L CD4 U > )BRE > 50
/mm3 BRE ST BF
. ; - M O HIV p24 HUF =10 pg/mL O B
EEREE «HIV-1 707 7 —EBERGEELZ A L nwEaE
* KPS (I)Vv /) 7AXZ——fEgREZaT) 1870 LI L
< HPED ATREMES 2N MR
kP b1 oA L RFRE R T T D BT BRBAA AT 2 B R ORI & 3% T 7
FRA D HIV BYUEBE 84 Blaxtges LT, Z—71 (RAIO%H 300 mg BID B, 400
mg BID £, ROV T vREE) ICEEAICEHD 1, BYAERE SNz Z0—7 1 0l
SHERAE IR, D by 2 WEERE S, BatbicHERV ST S Z0b, Zr—7"2 (500
mg BID #, 600 mg BID #) 2HI0 i bh, HIEHEEHRSG I, BEHFITHTHh
b4 E LT
NOZREEY, 7 4 v oYy —DEMRE £ 7213 — 0B E S BT O W L - Tl
1 R NP DY el
Py Sy FIEFLNB LT A NVAZREIZONTIE, 7T AAL - T Y ZRE L —ehliE s %y
e FCE-T, ZNZROARBRETHIRT S 2L & L, APMEHEEE O~_R—2 5 A L n
b OB SUTRREDOZIE, TN t R X O Wilcoxon BAZFIMEIZ L - T
[ i RSN B el
+ CD4 U > ek
BT mER « HIV-1 p24 $iJ5
- HIV-RNA &
weMEmER | "
=Ry =3 VL F X =] Vi = \/:D N =~
49y B A A B e AR R B, BRI, 7 7, PR, Rndorz 7T "
[# £]

84 FIOWBRE NGRS, 74— 11239 6 (300 mg BID £ 13 4], 400 mg BID &f 13 #il, 75 wREE 13 61),
J—721Z 45 (500 mg BID & 15 5, 600 mg BID Ff 156, 77 ®ARE 156 BNEO T oNni. X—RF 1
DN AL 6 DDV T F N —TFF T TRBEOMER 2R L=,




A

CD4 VU 7 BRk%, HIV-RNA #

4 FME O HIV-RNA B CEEE 1SR ) 1%, N—A T4 2B LT 1 B T HIV-RNA & p24 HURICH &
IR HFRD, AKFY T IN—TFTRTCTA4BEEE TR L. (W7 —7L b 0T 77 EREEE O T P<
0.01, t#RiE) 238 H LK, 400 mg BID #, 500 mg BID #, 600 mg BID FEIZIU T, CD4 U o/ ERELDEIMASBIEE S
Nz, ZHH0ENE, 4 BHE TS, T XTOMERATT I BRI bARICEN-T (P<0.05, t HE).

HIV-1 RNA EDTFHEDHEFE HIV-1 p24 iR D h LEDHFE

1.0 25 =
2 05+ c 0 «~/_:/“-“~—"‘7
b} X g T~
2‘ 2 00 E—— e ] § §, 25 -
2 § [ 5 ~50 -
g2 %] g
5§ &
g 1.0 1 759

~100 o
=15 ) T T T A 0 1 2 3 4
Weeks
CDA &1 1) 2 INEREI D P RIEDHEFS

150
€
o
3 100 + Rotpnavir Placebo
ég @300 mg (N=13) AGroup 1 (N=13)
‘g 2 50 W400 mg (N=13) AGroup 2 (N=15)
g8 0500 mg  (N=15)
3 0600 mg (N=15)
: 0

0 1 2 3 4

28 H# OARAIE GO M+ HIV-RNA i, £ 5-8iff & H_T 0.73~1.11 log copies/mL 8’0 L, F7= CD4 U v Ek#k
1T 5-RIME & Fe X 70~140 /uL B L 7=.

NR—2F A CD4 U 273D 100 cells/mm?® K> 29 FHF 22 FlTHRAT 100 cellsrmm?, #d 55 8 Hilif 200
cells/mm? HEIN2SERD 57z,

x££ K

43 H ¥ TIZAAKIEE#ED 300 mg BID £ 88%, 400 mg BID £ 94%, 500 mg BID #£ 95% % O¥ 600 mg BID #f 100% T
DI L 1 DOFEERNWE SN, LA EFELT 300 mg BID ¥, 400 mg BID #, 500 mg BID IRV T
FAvh T (& 41361 31%), 71361 (54%), 71561 (47%)) %ETH Y, 600mgBID BEIZIBUVNTIETH, 1JEFH
R BENL 715 6] (47%) ThoT-.

ALT, AST, 2L AT u— /LK ONTG E EFIE, A#AID 500 mg BID #£ K TF 600 mg BID FEZRBWT, #5BRMG 1A
WCHIIN L Tz,

I L RATr—/VEONTG E EAT, B2 E U TR L TR Y, TR TOEEHTR—ATF/ vnbalbAra—
JUAE S 30~40%, TG EA 200~300%E5 01 L TV 7z,




2)

Y FRE

U b e omEREEY, B5EICHAILTELS D, 21 BEOEYOEHO R NFO 7 VT 7R %, 5B

T N—TE T —EDEE ThHoT-.

MR, 400 mg BID #f, 500 mg BID #f /% O} 600 mg BIDg & T3

LA ETRTORERESUIZB W Tinvitro TI0% DNENRH D LHEE SNTZRED 2. I mgmL #8812 7-EE ThHo7=

1’5 IEMRICE T EEVMBRE/NS A -4 (FHELD)

300 mg 400 mg 500 mg 600 mg

(N=12) (N=13) (N=13) (N=10)

Tmax (hr) 2.1%1.1 2.8*+1.1 33+1.8 33+22
Cmax (mg/ml) 57%25 7.1%x2.7 10.9£2.6 11.2%+3.6
AUC (mg/hr/ml) 29.7+14.6 39.7*t16.4 58.5£18.5 60.8+234
Degree of fluctuation™ 1.26+0.24 1.09+0.36 1.19+0.38 1.14%+0.36
Curough  (mg/ml) 1.2340.88 1.90+1.09 2.81+2.14 3.03+2.13

Tiz (hr) 3.1 32 2.7 32
CLr (liters/hr) 10.0£3.9 9.5+3.7 7724 8.9+3.2

s R T R

) A CTERRBIN TS HELROHER @, RAKIZY hFeErE LTIE 600 mg (K65 %1 H2EE®ZRICEROZES

T5. =L, HEYRIX1EI300mgZ 1 H20E, 2HHE, 3HHIZ1E400mg% 1 H2[E, 4 HHIX 1A 500 mg Z 1 H 2
[, 5B HLAEE 181 600mg % 1 A 2 [MR%ICREA#EET 5. #5ICBELCE, Lot HIVE AT 2L THD

6) Danner SA, et al.:N Engl J Med, 333:1528-33, 1995.

B IAREER (134X &HER) 7
AR E
B ® HIV EE BB 1B D AKNOF N, ZetkOEyEiEs 77 2R & R 5
HERTHA sk, EAERL, 77 AR, CEHEERRER
xR A D HIV EYE B 67 4
« HIV-1 BB E B
« CD4 U > /RERES 50~500 /mm? & HIE S - B
FIEIREE - MAEH D HIV 7 A L A 823 225000 /mL O H£E
¥ =2 =T VAT A ANV =TT D THLUNDOT S TORT AV ARRE L fEHHEZ +
EF2zEE L
RN EE FEWNRIFREN S DB
R, vy a7y MR QEE), EBEXMMET T e _EERY 4EM, T#&
), HESHMA S HERE, [EEMRD 2o bh, 2 EMORREZET Loigc
X, A= F7vD U M FEAREESIT.
I
T —7" 1 IZAH] 200 mg X% 300 mg % 1 H 3 [B[# 5 (200 mg TID #, 300 mg TID #f
Bk ZFhEN 1 HOREBEERIZZNZN 600 LTF900mg), b LLIET T B RBECE/ESIC
AR H0 YCHh.
T N—7" 2 [IAH] 200 mg 1% 300 mg % 1 H 4 [E] (200 mg QID &, 300 mg QID £, <
NZEN 1T HORKRFEGET 800 LN1200mg), b LIET 7 BRBIZEH Y ¥ ToHilz.
PR
BEMOARRRIIZDOEEOHELMHEL, 71— 1 B2 07 7 B RFOHERE
%, 200 F 7713 300 mg DARFBEGFED VT NIICTT o Z LITE S THNT-.
N =Ry I S 1
AMEEHEIE B - CD4 U > RER¥K
- HIV RNA #
REMFFEIER HERL
FEMENREETEE B MmEF DY ~F ERE




NR—2 T A VRO GHEMZEI I T TV —BED T 4 v ¥ v —DIEMMEERE, N—A
S42 CD4 U U NI HOWTIZZ FAHNL « T+ U ZRRE, 8L OMoBEEER D5y
BT 2 O TR L 7=,

HMEtFi& MAEF DT A LA RNA DR—AT A b OFEEAOEGRMZEIZOWNTIE, —FHH
ST E V.

CD4 V2 /7 EREDONR—RT A )b OEOBEREMZEX, Wilcoxon REIZ & - TR
L, IWERITT 1 v ¥ v —OEMEERE Z HViz.

(# &l
4 BB FTOMEHD HIV-1 RNA EQEFHZEL (FHELSD)

g 0.01 -

a

k-]

E

-4

g -0.51

3

<

g

- 1.0

k<]

g

2 OPlasebo (N=21)

= -15d i . . i . .| @Rotpnavir 200mg TIDE (N=11)
% 0 5 10 15 20 25 30 | ARotpnavir 200mg QIDEE (N=10)
f:) A Days HRotpnavir 300mg TIDEE (N=10)
g ®Rotpnavir 300mg QIDEE (N=10)

BH-BHAAED & 0 2~3 T HIV-1 RNA 3R K TR 1.7 log A L, 4 B & TOARFIFED HIV-1 RNA 134T 0.83
log B L7z,

MR HIV-1 RNA O OFEgMEIC- OV TCiE. 200 mg TID BEAR 472 <, 0.5 log L EEMERF L2 b 01X 769 1
FITH 724, 300 mg TID BETIE S Bl 4 BIHERFC& 7.

12 BFOMmEEHRD HIV-1 RNA EDEFRHZEIE (FEHEXSD)

g

3

s 0.01

k-]

E

g

g  -051

Q

o

<

2z

@

> 104

= 1.0

b

2 O Placebo Ritonavir
§ ©® 200mgtid ® 300 mg tid
_g —1.5- . . i . : ; . A 200mgqid @ 300mg qid
2 0 2 4 6 8 10 12

5 B

S Weeks

3

=



TN—T 1 OKRFBGRED CD4 V27853 (PRfE) 13 114 K090 cells'mm® Td o 72, Fb—7 2 TIIAAIE G-
TIE 25 V63 cells /mm® T, 77 BAREETIL 20 cells /mm® Tdh - 7-.

438 H ETO CD4 Y U EREOBIMO P JLEIE, 74 cells/mm’ Tdh-72. 12 #E %28 L TAFID 600, 800, 900, M
1200 mg/ H & 5-7£D CD4 U > _ERB OO P RAEE, £ 137, 60, 140, K59 cellsymm® TH Y, 414K 83
cells/mm?® CT&H - 7=.

=z & %

ARBHIFIZEBNT, o bZMESNTAEFEFLZIINTNORSHICEWN TS THIEHEIH Th o 7.

M DILIRME P, ZF TR TCOEBRE VP AEEFREREL, KHZBESNTZOITTHT, WV TED, FUH,
AT 7.

BARAEICBSNT, mMiE Y 7V kY FEQMET I/ F T AT7 27 =B ERARA LD LN, AEHRED:Z
D 3 BIPERIEORGZPIEL, FONRIT 1L FPESK O, 260230 FE, ERRECAERET ThoT.

g 7o REE QHEE) - AT —
B (N=21) [n (%)] 48 A 128 A
(N=41) [n (%)] (N=60) [n (%)]
TRTOHEEG 18 (86) 39 (95) 59 (98)
T 5 (24) 19 (46) 37 (62)
S 1 (5 6 (15) 9 (15)
M 5 3 (14) 10 (24) 18 (30)
I i 0 5 (12) 9 (15)
R 1 (5) 2 (5) 3 (5)
i 7 53 1 (5 4 (10) 10 (17)
HEN 1 (5 4 (10) 7 (12)
PINIE
1 J& 0 6 (15) 9 (15)
AW 0 3(7) 35)
FI5 2 (10) 8 (20) 13 (22)
GEbE 6 (29) 11 (27) 17 (28)
FEEL 5 (24) 3 (7 10 (17)
I S R i Ja 1 (5 2 (5 2 (3)
HERER 4 (19) 3(7) 9 (15)
ii:2ra 3 (14) 4 (10) 6 (10)

*AFB GRED 4 WP OILEH O 8 WH TRET LT N TOHREZET

AFNO MG PR, F5% 2~4 FFUNICE—27IZZ L, 2HE L~V TORKIEEIZ 2.1 mg/mL 28 % Tz,

4 BEOFEHED 4~11 BRU 22~29 BIZfThh iz 2 DOEMENEHR

200 mg TID # (n) 300 mg TID ## 200 mg QID #f 300 mg QID #f
1[HH 2 [\l H IQEIE| 2 [\l H 1[EH 2 [\ H 1B H 2 [\l H
(n) (n) (n) (n) (n) (n) (n) (n)
Towe (hr) 2.6+1.0 24+14 32*t1.4 3.1%t1.5 2.0%x22 3.8*t1.8 3.62.1 3.6Xx1.9
(11) (10) (10) 9) 9) 9) 9) (8)
Co (ug/mL) 6.71t3.6 53+29 8.7%£3.7 6.2*3.5 5.0%3.1 42+25 9.0+9.5 7.8+59
(11) (10) (10) 9) 9) 9) 9) (8)




200 mg TID £ (n) 300 mg TID ## 200 mg QID #¥ 300 mg QID #¥
1[HH 2 [\ H 15lH 2 [\ H 1[AH 2 |1 H 1[AH 2 [\ H
(n) (n) (n) (n) (n) (n) (n) (n)
o (/L) 25+19 | 14+09 | 3.6+21 | 1.9+1.6 | 3.1+28 | 23+1.5 | 3.7+40 | 44+46
roueh HE (11) (10) (10) ) ©) ©) ©) (8)
Coer d(ieUiitewal] 35.119.5 [24.4+12.7|49.9+21.8|35.6+22.2(23.6+18.1| 183+ 11.1 | 37.9+41.9 [36.9+29.5
’ (ug/hr/mL) ' (1 (10) (10) 9) ) (9) (9) (8)
* S+ SD

T2 SO 2 B G RM O IR L dhR O T O SR E R

) AFRTHEREINTWD FELOHEIE TEE, mAIEY e d: LTI1E 600 mg (OAF 6488 % 1 H 2 [EAKICKRAKS
T5. 7L, BE5WHIZ1E300mgx 1 H2E, 2HE, 3 HAIZ1HE400 mg % 1 EIZIEI, 4HABIZ1E50mg% 1 H2
[, S HEHLEIZ 1B 600mg 2 1 H 2 BIBZICROKEST 5. BE5ICEL L, S TMmofHIVELFATLZ L. THD.

7) Markowitz M, et al.:N Engl J Med, 333:1534-9, 1995.

(4) HRET RO BR

1) BRI

Oy EMAERER (247 3HBR)
%9 » ALl R GEESRRLESR (BAMCSUIORA) 2 RAHh o 12 F Ll Eo HIV EYERE 1090 FilZ%xt4: (55 4 4
TR A AR EAT 2y B ERAL) & LT, AHI 600mg BID ¥ 58, & L <137 T v AR5 EEMELAI2E D 11T
16 B M 512 L 5 Sk —HERaid BRI ERARBR E LCER L. ok, BB S1ThbitCunizif %:@E%
FIESRIC L 2T T O E ik L. 16 MBS OAK B GH T, Tl HIV-RNA 8134 EI2ED L
(EFTNTEDTAKIRE 80 i, 7°F BARRE 79 Bl47 M), ¥ CD4 U o/ EREUTAEITHEM U7z (RIFRICAAIRE 108
B, 77 2REE103 FIEFM). 2055, fH HIV-RNA B2 FGR1E X 0 90% UL LD LIZER OZIA 1T, ARAEIH
HRETA5%, 7T RFEGRETIZ0% TH o7z, F72, CD4 U U /SEREA R ERME X Y 50 /ul LA_EHEIN L 72 EF o0 E|

B, AFIBEERET29%, 77 BREEGHETIL2% THY, CD4 U 2 o8EREDS 25 /ul BL BB L= SEB OEIA 1T, K

R HGRETA5%, 778 RBEEGHT3% CThoT. T, IEROEITEEIAFIER GHN T 7 2R GEHIC L LETO
UR27%56% (P<0.01) Bidb &9,
AFIEGRE (541 61) (1280 2 ER2AEEGL, TH 287 41 (53.0%), &K 275 i (50.8%), MEM: 152 61 (28.1%),
M JE PR B8 139 51 (25.7%), FROBFEF 103 6] (19.0%) STH-o 7.

247 HBRTHASA TV -HEERAMEEE

TSR (n=545) ** AHl (n=541) **
n* n*
URTVr (AZT) 262 261
Y=L 7T (d4T) * 137 158
P2y (ddC) * 105 120
DE ) (ddD) E 110 81

*2 FOFHABIH D
* kBB A IR L7223 o 72 4 ) 2 s
T BRI T




Z{Li

HE5HMEN 5D log HIV-RNMAEDFEHEILE

RERMEA 5D CD4 ') 2/ Bk% (MfE%R/ v L)

02 DEHEILE
90 -+
0 Jo [ IS P — A .
I KB 80 +
(n=79)
02+ 70 +
-04 1 60 +
50 +
-0.6 4 -
$ 40+ Y hFEB
-08 4 Uy M FELRE = (n=108)
(nwi 30 +
20 +
0 P— A —— ——— .
14 . , , : ; P D e e r—
2 4 6 8 10 12 14 16 10 : : ' ; ' '
AR (G8) 0 2 4 6 8 12 14 16
AR G8)
FERDHETE
14 .
g 094 - J(n|\=§-4l:§))l'g¥
{0
Q 08+ i
'ﬁ 074 Tt
5087 R
R o054
&
w 04+
£ o034
gl 024
K o1+
a 0 +——+————— ]
0 50 100 150 200 250
ZEHAE (8)
5) Lea AP and Faulds D:Drugs, 52:541-6, 1996.
2) REMHER
BOVEMMARER (169 35K
BRI R
B M HIV BYIEBE BT D ARBNORME 51281 2 HIMEL LM EZRFT 5
HETHA Y gk IR, —HEHRRER
xR A D HIV EGRE B 76 4
<18 L Lo BE
cHIV-1 BUESECH O, 3EMDO AT U —= ZHIRHFIZ 2 [BILLE CD4 U o /)BR-E > 50
/mm?® NHIE S o BE
. . - MAEH D HIV p24 HUF =10 pg/mL O B
b P .
ERERER « HIV-1 7'm 77 —BEANRERE A G LW EE
*KPS (I 7 AF—— g RERAa7) MR 70 L E
« HEDRREME N 2\ W e B
RPLL b a oA NVREE RS TV 5 BEIRERBIAARTIC 2 B ORI 2 5% 1 7=
FHBRNEE Bk L




A D HIV EYERE 76 Blaxtg & LT, 792 112 RS ki, R—BEIZHT
HER LR UHVE - HEAZME L TREG L, IR E2#E LW =BEICIEE UBEOAH
HERAE DOHFEEED 1) 7.

- ZV—7"1 (AF#1300 mg BID #, 400 mg BID #)

- 7 v—7"2 (AKH| 500 mg BID &, 600 mg BID #¥)
NEZEREEE, 7 0 v Y Y —DOEMREE 23— TR ES BT OVNTRNC L > T
wWdAsZEE L.
FIEZRB L O AV ZZRAEICOWTIE, 7T AL - T U RRE L —TohlE S B4y
rick-TC, TNFhORBHBCHET 2L L, AMMERHMEERON—2F 1
B OEBE TR RAEDO AL, T t RER L O Wilcoxon NEALFIMREIZ L - T
e i R R DY el
< CD4 V) R ER%EK
BAMHTEER « HIV-RNA &

PRI AAIA

wonmEEg | S s
(& 2]
112 BRI 5| F X 25 A 17 76 A KR L L7
5

16 38 B LA, 300 mg BID &} O} 400 mg BID #£ HIV-RNA O FEHJREE L, HOW—R T A UEICESE, 328A *
TOWTNORFRTS, ZOMBERICERRZTRED beso7c. 20 HEH B LE, 500 mg BID # Ci¥ HIV-RNA O
SRR/ S < A5 7248, 600 mg BID Af T IRIZRHGE L7-. 32 @ BICBW T, 2 OMEER O HIV-RNA O
FENIEH R A B R 2380 bz (P=0.010). 600 mg BID B TlE, HIV-RNA O_— 2T A L5 O M SERREE D
BT EE)IT 0.81 log TH 72 (95% CI, 0.40~1.22).

& 512 600 mg BID #E T, 32 @O 5T CD4 U L /3ERO @ N FEGEANCHIN L, 7 # TIE_N—R2 7 A 235 230
/mm® OEEMDFED HAL, 500 mg BID # & OMICARENRED bz (P=0.030, Wb tRE).

CD4 1) U INHBDR—RSA UM SDEE (PRIE)
Ritonavir dose (every 12 hr)
300 - ® 300 mg m 400 mg O 500 mg o 600 mg

Increase in CD4+ Count
(cells/mm3)

No. oF PATIENTS

300mg 15 6 4 3 - <+ 4
400mg 17 9 7 7 6 5 6
500mg 19 13 11 10 11 13 13
600mg 16 15 14 13 12 10 9

NNBAW



HIV-1 RNA O E¥iRE
Ritonavir dose (every 12 hr)
® 300 mg m 400 mg O 500 mg o 600 mg

0.0 A

N— %

Change in HIV-1 RNA
(log copies/ml)

|
—_
nN

0 4 8 12 16 20 24 28 32
Weeks

No. oF PATIENTS

300 mg 15 7
400 mg 17 9
500 mg 18 12
600mg 15 14

5 4 5 5
7 6 5 6
10 M 12 13
11 11 9 9

wWwo~NO;
N oo

-

=z & %

4 LR E L7276 BloD 5 6, 32 B LARTZ 25 B GHIE L, 205 HARAIE OREBEGZ TBEdH 0 ) &l
EN=boix, WK 3 Fl, ALTHM3I B TH -7z,

T2 EFESLIT 300mg BID #, 400 mg BID £, 500 mg BID #ICBWTIIWTN G FH (% 917 61 (53%), 11/17 5
(65%), 12721 4] (57%)) % TiH v, 600 mgBID BEZ I TIZ T 1221 6 (57%), FJEFRERE S5 1121 6] (52%)
Th-oT-.

6) Danner SA, et al.:N Engl ] Med, 333:1528-33, 1995.

) A TERBENTWDHELOCHEIR LEE, RAIKIEY FFEeL e LT1E 600 mg (K68 %1 H 2 EERBICROZS
T5. L, BE5WBEIEZ1EI300mg & 1 A20, 2HE, 3BHEIX1E400mg% 1 B2[E, 4 BEX1[E 500 mg % 1 A2
B, 5 HBLARRIZ 1B 600mg % 1 A 2 [ERBZICEAELET 5. FH5ICBEL T, Lot HIVIEE AT 28] THhD.

(5) B - FEAHBR
M VPR L

(6) ;AEERIEM
1) FARERE (—REAKERE PEEARERE FARBLEERE), B2ERTET—IR—XHE &k

SERERABRONE

FEAMERE
TRARRMICIESE, PR 9 4E 11 A 20 B DR EEFNCER Sz, Pk 12 4F 4 ASiE, fEolu:k (EN
30 Jiigk) TORBEXGE LIZFREIC TR 194F 11 B 19 BE THEME X7, EWN 59 gk LV 916 FIE I
7o, BIERFEBIRIL, 48.7% (446/915 #) Th o7z, EREIEREKORIERRIRIL, BKBRAE 16.5% (151 41),
R R OVSREFEE 15.6% (143 1), BIBEE 155% (142 1), NFIRERFEE 10.5% (96 ) T, JEBLL7ZE/0R
YERE, WHEMLAE 84 {1, My 70 {1, AV LE BN S6 1, FRIS4 4, N Y 2 Y'Y REMNS3 M, mE
UV v ME 42, IFHERERE 35, @ bV 7 U U NIJE 33 #F, R 234, vy - AFIN T UAT 2T —
BHIN 22 #F, FFREE 20 ThH o7z,



BEFEARERE
3 BT PN J O 3 Bl 0 AR ORI A TEANAE S, 2 BRI 6 EoRIVEA (ElRIME 2 #F, &, T#, Ik
EROEMAES 1), 1 8o HAERIC 3 toRIER CRAR— @M, (R X MRS L v A IEES 1 14F)
BROLNT. WTNHIFEETH Y, BIFREIEO 2 4 (G5 MAER O& mAES 114 DOMIEITE IR TH -
7.

2) RBEMEE LTREFEONERERIE L 1-HE - RROBE
LRk L

) 2Dt
PR L



VI. EEB(CEET SHIER

1. ¥EZNICEESHSLEMITLEME
A 2 F EIVEREEE T 2 — AN
FH T LA VR
FIVT 4 FEN A VIR
|y I 2
7 XY EVRRERE
RAT T U eI T BRI
Z)VFENER ) — VA

XA LTT N, BXFENKRPRNVT 4 F EVITHRIER T IR

2. EBER
(D ERERGL - YEFR%F

AFNTHIV 77 7 —EOaHN FERN) EETHY, SUEHRAEY 2V ClliE S HIV 7 a7 7 —BlE
IEPE Ki=0.015 0M TH 5 Y. X REIHEOMITIC L D &, AFNITREEBRRETFr /L LT HIV OT7 A0
T A w7 - TaT T —EOIENINL Asp-Thr-Gly BCFZEREANICHE AT 5 Z E AR ENTWS Y. RANTARAIC HIV 7
a7 7 —BICHEERL, E hTARLT v T - TaT T —EA~OREI NI,

AFNZ KB HIV-1 TOTF7—EOEHEMBENR (/n vitro)

Furr—+%

FExt ICso (M)

HIV-1 Protease

<1 (Ki=15pM)

Human Gastricin >100000
Human Pepsin 10000
Human Cathepsin D 24
Human Cathepsin E 8
Human Renin 53,000

Q) ENEEZNF 1T B AEMRE
1) o4 IARER (in vitro)

MT4 #faZ vy, &5 HIV-1 208k (HIV/IIB, HIV/MN, HIV/RFE, HIV/TR17) K OVHIV-2 (HIVIMS) @ ICso (HIV
DHFEZ 50%[HET 5 & & DIRE) [ZOWTARFDOH T A NV AER 245 L. MOI (&Y% HEE) =0.0032 O & X,
HIV-1 12595 ICso IZLL F @Y THh - 7=,

BIEHIVOBERIZRT 2 FFELDIAILRER (in vitro)

b ICso (uM) ICo0 (uM)
MOI=0.001 MOI=0.0032 MOI=0.001 MOI=0.0032
HIV-1/111B 0.025 0.039 0.081 0.183
HIV-1/MN 0.006 0.014 0.156 0.205
HIV-1/RF 0.057 0.108 0.27 0.55
HIV-1/TR17 0.041 0.046 0.297 0.476
HIV-2/MS 0.113 0.242 0.834 2.809

MOI : Multiplicity of Infection (&Y% %)

TCIDs, : 50% of Tissue Culture Infectious Doses (50% 552 /lfn GG E) YA &E)

MOI= [1000 (3200) TCIDs, H.fiz]  [1X10°MT4 #ifa] =0.001 (0.0032)



2) EFImits
HIV OBFERFERELLT O Y b EAAFLE FIZ MT4 ML & 0 K9 2 & TR O BekE, 1918, 22
ROMPREEE TIIHRED IC50 23 0.03 M TH D & X, ZNEH0.18 uM, 0.8 yM IZHIIIL Tz, T b D v A )L
ARROHEIEEINZ TR D &, 184V LN M4A6T DZE BAFE N o 7.
Fro, ARG EFHH (site-directed mutagenesis) & L W 55BN ERED Y h e ISKHT 2 ST
%, WERIRT R I8AV & VRF OEERNESZ AR S 5. VI2F/184V X° L63P/V82F/I84V D —H, —HOXE
BTETA N ZAOBFERENRE Uz, fOBKICH T 285K TIX V82F, V82A OZRIIMEES Ki) & 1 A—¥—K
ELTHRY, MEDHBIIKIR L TG 2 10,
KEN PG SNT-BENSEES - HIV O REESI2 PCR (5 THRLNZ. UA LA T T 7T —PEETF ol
W IEACS B OZERIIAFNC L DIEFERNC bBE SN, AR L 2IBEATGONEEY A VA L OER RSN
o FRNTERE L C36FHA L QFHOT X/ BEERLRIIAFICHFEINZLERTHDIEEZLNEZY. $1-2h
DOERITH—-EROEMLDLEZOND V.
— AT AR O E S B OREZ L, BRITESZ M) o THET MR H 2 V. BFOZERSLT U biliE
ZMELTVD EIEFRLRNWDT, TORENG, (1) BA~OMMHEERITEE O HIV ICBFEO LD TH L & I1XR
57, MHICABIBIFET DRI HAET D, Q) MiREOARBOIFIETER BB ZMH T2 LHESND. X1oT,
B 5 BEOHINCWIRTRERLEK & OJFANTERZ BB S FH#H LTWD B2 6ND.

(3) Ve PR R TRRERE - FHisuRERS
MUER L



VI. EMEREICEIT HEE

1. MPREDOHR
(N AaELEMGOPRE
in vitro OB TIIAFN G 2 B2 M A ELERAIIE L Y HIV-2/MS #RD ICo0 13, 2.809 pM TH - 7= DT, FK L ZE
BEZ3.0uM Q2.1pgmL) 2 LEZ 55, 600mg BID OKEHGHETIZ3.0uM 282 DM FEE 9 BRI ST
W5,

Q)RR THRASAOGRE
1) BEEEORSE

(A FEILF : ERN)

fdw B+ 30 Bl % 5 BEIZSy ), AKI 100 mg, 200mg, 400mg, 600 mg, 800 mg % ZEfEMFICHEREA&ZE Lz & &, i
R RECERBE VTR OAREICEBO T LG 2~3 Rl TREEBEICEL, 3.4~4.8 BRI cEk Lz (F
BJ). Cmax 72 HONT AUCol I EITPEVEIN L7228, #BRE OB b o 7. IR ~ITR 1% 48 BjfH £ Tlo&k b5 #
D 0.4~25%BPAREE L LCHit & 7.

EHNOHEEH#REGHRBRIZIIT D Cnex, AUC OfEIE, HESLD 200~500 mg B 53BR 21T B IS D Cmax, AUC &1

FREETH 7.
100
-0— 100mg

310

£

P ]

5 14

Y

-

£ 01

®

g

001

000! +¥———v—-r—e————————

0 4 8 12 16 20 24 28 32 36 40 44 48
5 H&BEM (hr)

HEZESHOMBPREHERE (THE n=06)
H& Bl Cmax (ug/mL) AUCo... (ug-hr/mL) Tz (hr)
100 mg 6 0.63 5.11 4.8
200 mg 6 3.79 22.55 34
400 mg 6 10.46 72.74 3.7
600 mg 6 15.83 121.43 3.9
800 mg 6 20.52 213.80 4.1

H) ARIETERINTWEAELOHEL M@, RAIIEY bFELE LTI1E 600 mg (RFI648E) % 1 H 2 EREFZICEOESE
T5. 2L, BEYHIZ1IEI300mgZ 1 H20E, 2HH, 3HEIZ1[E400mg% 1 H 2, 4 HHIX 18500 mg % 1 H 2
[, 5 HHLAEIZ 18 600mg 2 1 H 2 BIAZBICROTET 5. #EICEEL T, L PMoRHIVEREHFHTIZ L. TH5.

(AFELE : AEAT—4H)

HIV B5t, IEEREVES T-H8RE (18~4575%) 12 H% 1 #EL L, AHIEE 8 #l, 77 RS 4 HlTHREBREZIT- 7.
600 mg & G- RE TIT LR & BB ICRIEA B T 7. ZOMITZEERR G Th 5.
ZEfERER G O RE & TSR T, RANTE G ORI S, A BRFMIINC Cna, AUC X EHT 28, 237253
U b AR LRy o 72, T 135 B 3R CE— 212 LT,



2)

HEKEROMBHREHERE (FHIE n=8)

100

Dotted lines: Group |
Group I e Oes 100mg
—e— 200mg

Solld lines:

Plasma Concentration (zg/mL)

Time (h)

BE (TR BRE5EOEMBE/ S A—4 (FHE£SD, n=8)

(Fastin ) AUCO-oo Cmax Tmax T1/2 CL/F Clr

& (ug * h/mL) (ug/mL) (h) (h) (L/h) (L/h)
100 mg 3.92+1.73 0.416%0.146 38*t1.6 6.4 31.0+15.2 0.084=+0.025
200 mg 15.4+10.7 2.10£1.50 22+09 5.1 19.0+11.3 0.064=+0.035
400 mg 36.31t9.68 5.30+1.76 34+14 4.9 11.7£3.21 0.045+0.026
600 mg 81.1£52.6 9.34+4.00 2.8%1.1 2.9 10.7£6.53 0.077+0.027
800 mg 111%x49.2 12.64.61 3.0x1.2 33 8.6613.85 0.088+0.037
1000 mg 123+31.3 12.7£2.36 3.1%1.1 3.5 8.611t2.21 0.103+0.034

(GE# - o)

R A ZXIG, —ETEXITY 7 b TeAfEEE (PIENE) BB 30 512 100 mg HEHRR DS L,
VT NATRAANKET B ) — BT EEOEM PRI EMEOFMNI AT - 72, ZOREE, U M FE/LOIEYEFE T A —
Z AUC LY AUCAZ DWW TAMZHMNCRZE TH -7, L LARND, U M FEIL Cra O SHEEMIZEELED EIR 1.25
EHOTNCERY, Crax OFRAEIX Y 7 F A T EAFNZLE AR 26% D EERH BT,

) FFEILDOEYEE/NZ A —FDLERVZD 92. 8%IE5EXH

i PR FAXH A AT A T LY T 4
NTA =X / —E T §E 100 mg V7 N Tl SRHEEAT 92.8 %05 HHIX[H]
Crmex 0.367 0.290 1.264 1.150~1.389
AUC 3.154 2.780 1.134 1.068~1.205
AUCs 3.253 2.949 1.103 1.040~1.170

Sk RPELD e N 3RS D b et BAE HagE
+ XD/ ZFTFHEDE (/) —ETHE 100mg— Y 7 N T EAH]) OB HafE

1) AFRTHARENTWDAEL ORI TEE, mAZIEY hFELE LT 1IE 600 mg (AF 6488 %10 2 [EAKICKRAKS
T5. L, BE5WBEIEX1FEI300mg % 1 A2M, 2AH, 3BHIX1ME400mg% 1 B2, 4 BEIX1E500mg % 1 A2
[, 5 A BLAEIT 1R 600mg % 1 A 2 [ERZICHEAELET 5. EHICE LT, LT Mot HIVIEE AT 4. THhD.

RERS

(A TEILE : ABAT—4)
HIV BB 10 BIHCARE] 1 Bl 600mg, 1 B 2[R, 28 AMIXERS LG4, #5521 A H O Cmw X 11.2 ug/mL,
AUCo.121% 77.5 pg-hr/mL, #5HERIO b7 7 AL 3.5 pg/mL Th o7z



(RR&H : fARAT—%)
HIV BEERE 72 Bil% 6 BRSO, 7 78AF Q) 2E0eBEHITLIZ, 1 H2F 28 ARIXERSG L, #521 A
DOIEMENRENT A —Z ZRE LT, HYBRENRT A —FTLLTFO@EY THo7z.

RE®RSE (21 BE) OEDEBE (FHE n=12)

JrE | RESR 300 mg BID 400 mg BID 500 mg BID 600 mg BID
Cmax (ug/mL) 5.69 7.14 10.93 11.19
AUCo.12 (pg*hr/mL) 35.56 48.76 71.60 77.46
Cax/dose 1.90 1.79 2.19 1.87
AUCo.12/dose 11.85 12.19 14.32 12.91
CL/F 10.0 9.48 7.66 8.85

Cuax/dose, AUC)y/dose |35 5-& 100 mg 4729

TE) AFRTHARENTWDAELOHREIL TEE, mAZIEY hFerd LT1E 600 mg (A 688 %1 0 2 [EAKICKRAKS
T5. L, BE5WBEIEX1EI300mg % 1 A2@E, 2AH, 3BHIX1ME400mg% 1 B2, 4 BAIX1E500mg % 1 A 2
[, S HEHLEIEZ1E600mg 2 1 H 2 [BIEZICROBEEST 5. B5ICELTE, SPTMmofHIVELJATE L. THD.

(3) hEE
HMUEE R L

D EE - FRAROZE
) BEOXE

(V72 rATELE : SEAT—H)
ZEfGER G L B E L DL (600 mg iR ) L7-BEROEYEIRE /ST A —Z X TLOMY Tho7z.

INTA—=H BH (h=57) ZEJERE (n=57)
Tmax (h) 55%2.0 44+3.1
Crmax (ug/mL) 13.64+5.40 14.53+5.83
AUCo.. (ug-hr/mL) 121.4+53.7 108.5+51.7
AUCo.. (ug-hr/mL) 121.7+£53.8 108.7+51.8
B (hh) 0.175+0.032 0.165+0.036
Tiz (h) 3.96 421

) A TERBENTWDHELOGHER LEE, RAIKIEY FFEeE LT1E 600 mg (KK 6§E) %1 H 2 HERBICROZS
T5. L, BE5WBEIZ1EI300mg & 1 A2@, 2HE, 3BHEIX1E400mg4 1 B 2[E, 4 BEX1[E 500 mg % 1 A2
b, 5 FHLAREIZ 1R 600mg % 1 A 2 [ERBZICEAELET 5. FHIZBEL T, Lot HIVIEE AT 24 THhD.

(&2# : HEAT—42)

J—ETEE 100 mg OEMEAEICKIETRFOEBIZ OV TRFT 5700, MR Z 3SR 30 4
%, IR EERU 30 20tk K OVZEREIRFIZ 100 mg HEIRR OG- 21T\, NAFT XA F VT 4 12OV TR &2 1T -
7o. ZFORER, ®EHEITN ¢h%ﬁ@ﬁmﬁ@)k+twqm&0mm , ZERERRICEEAR, £ 20~23%04 L
e, BFEONE B mIENE vs PIER) IC X2 ETRD ool

B, V7 MNTeAANCBIT A RFEORET, Qmﬁomm&%ﬁﬁ%%_ BERETRD R ho Tz

J —ETEE 100 mg ORERGEFORYEIRIL, V7 b SR RORBZEGEFORpERRIEH L TRBY, /-t
THE 100 mg (XY 7 M T EAKI L FRRICERZICR O T2 2 L8R IS, /2, YT M7 EAAILD bR
HORBLEZTROTWVWI LD, BREELTOIILENERETHDL LB ZD.

U M ENOEEAIE BT EAAIEZEN 100 mg BHEHEEEE LI L72E 25, AUCo-ZR%S TH 72705, Crna
IZEERID 26% (92.8%CI : 15~39%) E&H- L7,




N g f R A A T <A T 7 ¢
EHEONE e pi— SR
(GRBR vs %I HR) INTA—H - e SEHE AT % fZHE X
G 100 mg 57 L S HEEE 90.0% 1= #H X i

. Conax 0.384 0.501 0.766 0.659~0.891
vs AUC 3.044 3.981 0.765 0.694~0.842
22 AUC.. 3.137 4.049 0.775 0.704~0.853
T—— Conax 0392 0.501 0.782 0.675~0.907
vs AUC, 3.135 3.981 0.788 0.717~0.866
22 AUC.. 3218 4.049 0.795 0.724~0.873
R Conax 0.384 0.392 0.980 0.866~1.108
vs AUC 3.044 3.135 0.971 0.886~1.064

SR YRS AUC.. 3.137 3218 0.975 0.890~1.068

kSR D fie/ s TS O 3ifi kB
+A DO BN TR DFE () —ETEE100mg— Y 7 N FRAF]) Ol fE

1) AFRTHARENTWDAELOHREIL TEE, mAZIEY e d: LT 1IE 600 mg (AF 688 %1 0 2 [EAKICKRAKS
T5. L, WA 1FEI300mgZ 1 A2@, 2HAH, 3BHIX1M400mg% 1 B2, 4 BAIX1E500mg % 1 A2
[, 58 HLAET 1F 600mg 2 1 A 2 [MRHICREA#EGT 5. #5CBELCE, LMo HIVIEE AT L. THD

2) EYMWEER GHEAT—%)

(M) in vitrozBg

AFHNT CYP3A LHHTHRWETIMEZ R L Y, CYP3A THMLEN B4 OO AR O % 5 A0 lET 5.
AFENT TN o s et L, CYPLA2, CYP2C9, CYP2C19 ##FET 5 2 Lvbhno TW5 . BRRHHEAID M
WEZKT S8, BT 255 CIHEAOBEFTENLIE L 25 /RN H 5.

BEREERNC L DU P EA DML E DL LR

OF F A U M FELVOELE
DA A AUC 35% |
Ta S —u AUC 12% 1

AEIAGERAEROMAPREICKREF

FE (FA)

THIS N D EDORE
FAHE | AR ' AUC %1 AUC HS5EE 1 AUC HASEERANN R B ' AUC b
AN (>3 4%) LB (15~3 %) | D WIEED ARk
PR SR 36 Tz H=L i AFvaRy LARALZ DN ATy
TAT 2 B RS R—b ! (LAAM) LELE R
: o Fea Ry ot : N Ko =E L
o VA=%D e T LT
: : ARY D
: : AR
FEATOA R CruzaF s FT AR N N A= R N
PSR 3 LV E T aiAY RS AT e
— — — 7=V | AN
AT TFa Tz :
: . A RAZ
PIREERASE |7 344y () KA OV EIIR LR HA =R
JLhL=F P AX LT :
FA=PAVEW A : -
= !
A=K




TH S 2 BEORE

A | e T AUC %] (AUC A TAUC F5 AN | AW | AUC b @
VEEIN (>3 4%) I (1.5~31%) 1 B D e L ATREME
S bR — ; — ; — ; — - AT U
~r7uIA R EV e A R !
RIVEME ! e ! . .
HiC Amadk AR BEY [ safEsn | 7= ) AL EIYSLT Ry R
— ' T RAZ VIR — 2= ' TE R X
E E E Tx=h A
SRR K TN TFI | REtey
1 ITT IV '
AT TI
_ — v TEFY e —
VAN
LRUTTI
! TYTTII | |
B ok E A el s TAREYIL I TTaE A
—_— VI D I DA =L A - ! !
' T TR ,
IREES ' PEEVEY
. . . Rl
it g hay TR/ RART AR ETTIF
— — L RETE — LU '
, ; ' TR ARV
D N D e S e S |
kAt — — S -
PXafy—
TIPS | — EET - | — | - -
mERTE (T mLg YRRV Y
HE R e 2 — — T _—
b TT v
EEES V75 TF — — . — TFAFIR -
U 3 F=—% TRIT = I TANUE Y T R AT T
FBIK 5 ' A =Y =
EUAZ I
AN
A S |
, L RUARLEE—b
ML T YTTI |
| VAAT T =) :
JiRiE S ‘A R Fro— §7°E17°?/D>—/I/§J\“5'%VB>—/L

LT hm—
LBy Ra—L
T —)L




e

Qﬁ]ﬁt—

TH S 2 BEORE

DR

| AUC %8
VHE (>3 %)

VHED (1.5~3 %)

AUC %5

| AUC T ERIN | R

LB DT

|AUC b 0
oy

VAN
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GRRZ LB S P ARY v i i i
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TH S RO
K | |AUC E1] LAUC AR L AUC RN | A | AUC b &
VHEID (>3 0%) B (1.5~3f%) 1 HAVITRY L ATREME
IR |7 eI 8T M ARy LV ET A =B A CPANN
P23 T ' ' LAY T A
TALY T A VTR T =
TNTERA G VAUN
IHVT A '
NV .
2T mA FER — TXY AR AT K=Y ! — . —
FRRX Ao ek L7 ' B e PAF LT o=
3 — — I TXART 2T 17— b ! —
I AV ; ; ;
(] P A 56 58 O 3 % BT

@QHINV JoF7—EHEEELOHREEA

A VT EERRE (h=8) 28L LERRICBWT, U M ELDOH FEAA 400mgBID & A VT E
Jb (IDV) 400 mg QD OHFHTiE, IDV BEAM#EES (400 mg QD) L EE LT, IDV @O AUC 725 5.5 1%, Cumax 25 2.1 1%,
Coin 3 133 512 B L7z GFEIANT—4).

KT 4 FEAF L HIV IEYIERE (0=10) 2R E LIZRRICBWT, F/7 4 F A% (NFV) 750mgBID & VU b
F YD 7 HAI 400 mg BID & OFFHIE NFV Bl 5 (750 mg TID) &t LT, NFV @ AUC (160%), Cuax
(121%), Cuougn (123%) 23 B5H-L7z. M8 (NFV OIEMERGHY) D AUC 1L 347% LA L7z GEAT—#).

WA DTN, RAT 4 FEMTBTERTE T I

H) ARIETERINTOEAELOHEL M@, RAIIEY bFELE LTI1E 600 mg (RF648E) % 1 H 2 EREEZICEROEE

T5. 2L, BEYHIZ1IEI300mgZ 1 H20E, 2HH, 3HEIZ1[E400mg% 1 H2[E, 4 HHIX 18500 mg % 1 H 2
M, 5 HELIEIZ 1A 600mg & 1 H 2 [M&HICRAHELG TS, HE5ICBELTIE, LPMmofiHIVEE AT Z L. ThD

@HN A o T S5—EHEELOHEEEA
TNT T T eI BRI EO H 2 EERITRD STy GHEAT—4).

2. BUEERNIAS A—F
QF 2P
PR L

(2) RS IR E TE
HUEE R L

Q) HEEEES
22 [iE I 600 mg B [A14% 5 oD if. FF 280 Tz 13 2.9 iR, %R G- OZ T 2.7 B CTH - 7=, I E E4501T kd=1.25 /hr2®
CHEESILTVWD.

WIUTIVR
PR L
<HE>

M93-107 B2 TR D BT fE 5 O Tl JREEIICIIT D CLR=0.08 L/h TH Y, BT D2 U 7 5 > & CLIF(=AUC/dose)
=6.612.0~6.82.7L/h (FEFG~EE5 16 HH) Tholz.



OF: Xt~
HUEE R L

(6) ZDh
iz L

3. %A (RFaL—L3Y) @i
(1) &4 ik
BRI L

QD NFTA—FEHER
HMEE R L

4. BRI
NAFTFRLSEY T«
AR L (B FTIRES TV ARN,)

<BE>
~ T AT T42%, HET » FTT70.7%Y, A X T 37.4%, YL T29%Th-7-. 58 (mg/kg) MIEIZ LD Cma/D, AUC/D
e hEWET D L, Cun/D TlEt MIA X EFER, AUCD TIEWTHOEME Y B FAEETH 7.

B IR ER 4L VL

T ENE - EEERAB A 6 BC 7 L] 100~800 mg A ZE SR IC BN O 4% 5 U254, AR Mg 3%
B 2~3 BRI IR S L 232 L, 3.4~4.8 FERI OO 0 T2 L7, Cmax BTN AUCo-oo (BT RV VB
Mi7z. (HARANT—H)

) A TERENTODHELOCHER M@, BAZIZY e s LTI IE 600 mg (KA 6 §E) % 1 B 2 BA%ICKROKRS

5.0, HEWAIX1E300mg A 1 H20E, 2HH, 3 AHIX1E400mg % 1 B2, 4 HEIE1[E500mg % 1 H2[E, 58
HUIZ 18 600 mg 2 1 H 2 [MBBICRENEETS. HEICEBL UL, L TMoFiHIVEEFRTIZ L. ) THD.

5. 9
UC-U M ENVS0mgkg 27 v MIHEEIREO#S Lz L &, IFR, &%, W, B FIRIRcRE 3 RERE I R E HER
HBEREIR E 2380 1273, 48 BEEITR IS E S 5R 8 B NI DI 2 Th - 7= 2.

(1) I % — R B8 P @ 14
HC-U R EL 50mgkeg &7 v MCHEIROEE L & &, fmfililkh R GeiRE 258 0 5 %5 3 Rl t: D IR,
0.88 mg/g THAMART R LDV E DO TH o7, M—MmHPERELIE, 0.12 (0.88/7.62) Th-o7- .

(2) ik — AR BEEAPT @B 14
Z v FOERFE E BRI R e E 1S, 35, 75 mgkg/H =Nk O®KRE Lz &, WINLIBR~OBITER
W=, UL, BERBRLIEGRITRO behoTz.

OEREN-ZH
D R EAEE RRURICBATT S T LS ST D 19,

) A~ BT
PR L



5) Z Dt DB~ DFEAT
HUC-U eV S0mgkg 2T v MCHRERROFEEG Lz L &, LiloomMmkisMe, M, Ok YRI5, Epgy o S8, M
i, MOAR, BISZARTR & ~OBATERDIZ Y.
A 2 pg/mL \ZHT 5 b MMLEF OMEKBITEIL 11.4% TH -7 (invitro) .

(6) MTEPHEEE
1) MFEABELOHFEEER
ARANTMAEEAE L EETHET S, 8 e b MIEEAE~D UC-Y M FELOREARY & TRIRT.
mIFEAB L OFEEER
AL SAIE (ug/mL) HAE (%)
77k 97.2~99.2
s 98.9~99.4
T OOI300 69.2~99.2
el 99.3~99.5

2)

HIV Bt o0 SEESE e 55 F IO AR & KA 5 L 72356, #)H BRI G Ti% 98.13%, 8 H H 2% 98.09%, 16 H H2 97.81%
ERELTEWVESEEZ R L. b b a-BEREEAE (AAG) BXOE MLET LT I (has) 12 C-V hFEL
% 0.1~100 g/mL 12725 X 5 WML TREGREZHIE L7z, AAG IE 0.1~2.6 pg/mL OEiPHT 96.2~97.5% DFEEHRT
Ho7=, TugmL UL ETIHIKTFL, 50~100 pg/mL Tl 59.2~63.0% DFE &R Th -7, HSA L “C-Y hFEANR I
~10 pg/mL TIX 97.8~98.2, 50~100 ug/mL T 96.3~97.0% ThH - 7=.

thF L DIESIZE T EHRE

UhFene, BEKEL /I RAa~vA vy, YUFUEE, UALT7 DYy, AT 7a7xy, F7uxty, 7
faFy—rlor MUEERERAGOMABEERZBRE L. SEAOMEFREL, A# (200 pg/mL), ¥V FL
fg (250 pg/mL), Y77 Uy (10pgmL), 4 777 (25pugmL), »7uxtr (50pg/ml), 7 b=a)y —
v B5pg/ml), 77V A< AT (5.0pugmL) &5 K oFELL. FRE LT, KHOMEEDE~DORAIE
AR SN MF O MIFEAGOBSIC L DEBEZ I -T2, £, U7 7V y Qugml) ZIETMZ, &5
\Z “¥C-U M ELE 10~40 pg/mL 12725 K52 izb &, L7 7V OMEREEE L O/BERITY MFELR
FEVCBAfR72< 9% L ETHY, U R FENMTTUNLT 7 U U OFEERIZEE L otz

MFERE L DHREERICEITHEYMEEER

TEF 2 DAl U M FELOVEREAEE (%)
U M e VEM 98.9
ro )Ry 98.6
OnNT7y v 98.6
A T7TaT x 99.0
Fraxt 99.2
U F LR 98.9
g haty—n 98.8
K 99.0
50% % ) —/L 98.8




6. @
(1) BB AL B DL R B

BB O HEE SRS ¥ 2 RKIRT. A X THEREE E R Me) 27 V7 v U BRAeR (G-1)
ELTfREENS. T b, 4 XKDk hTIX des-thiazolyl carbamate {54 (M-1), isopropylthiazolyl F&{k#) (M-2),
desisopropylthiazoly {b&# (M-11), £727 v b & A XTI N-hydroxymethylurea {X3#{# (M-10 7 > F, M-7 A X) D
2< & ATRO EEBILAFHM IR DO OND.
thiazolyl heteroatom FE{LIA TH D M-9 137 » FIZIFITAEMT 5. ZIRMRHTIX, M-1 & M2 ITFEICB{bEh, T b, A
X, EFTEMS ZAELS. 7y FTEM225 M-2084ELC%. A XTEM-1 225 M-13 &72%. Ty beA XTI
M-10 & M-7 2% N-hydroxyurea X4 (M-3) &£72%. M-7 34 X CIHAAKRG2 L4 5.
7RE, M2 IIRZE(LHR & FRROHTHIV &M 2 8T

) b ELDOHEE R BIER

S BIOREFEHEBRH I 1MC- U kT LU 600mg (100pCi) 1R MTEE L, #5466 ARICDTZ Y mifg, WR& 04 R L,
HOHRERLEE £ 0 51 7= AFIOBEE L, HPLC ¥CBIE L7-ARIREIHIE & A DN, I 2068 LT 0
RIS BARLAAR T o B L HEE Lz,



YC-1) b EJL 600 mg BEER G KD FHMTRBETER VUREILKREHSE (n=5)

-h
o

e Mean Ritonavir

ey
N

(-]
Lot ot ol s sl 31y

O Mean Total Carbon-14

-
o

Concentration (ug/mL or xg eq/mL)

6
4
2
0 T Y
0 4 8 12 16 20 24
Time (h)

QRHIEIES 2EE (CYPE) OHFE FE5XR
U e, EIFF 7 m—2AP450 (CYP3A4) TRETEN DA, CYP2D6 IZBWTHARF N 5.
E MFIZ7mrY—24, v PSRRI 7 v Y — AT HBL I 72 cDNA-CYP3A4 KO CYP2D6 O S hintH: % [ 34 B bis
WERE L TRR L7z, CYP3A4 Tt M-1 A2 9 5 Km % 0.08 uM, M-2 (% 0.71 uM, M-11 1% 049 uyM THY, Vm
X M2 ARRICH LRE)vo 72, CYP2D6 Tix M2 OAAERK L, Km X 10.0 uM & BBV Vm 13 1.41
pmol/min/pmol CYP & K& 2v-> 7217,

F2oRY—LRUF I B—LPBO Y T24 TOREH

M-1 M-2 M-11
FRX710*
Km 30.8 23.8 13.9
Vm 0.19 0.54 0.04
CYP3A4
Km 0.08 0.71 0.49
Vm 0.03 0.12 0.06
CYP2D6
Km - 10.0 -
Vm - 1.41 -

Km (uM) : Vm (pmol/min/pmol CYP)
* RFP—MmoBte MFI/7e Y —A

) DEBBHROBARRUEOHE
AR L



) REDOFEORERVEMSL, FHELE
B M-2 [3RZALIR L [REROFLHIV iEPEZ & . B MIBT 2 REHT >V T,

10.

11.

5, R, FEPOMREW NS
7. B51% 148 BT E TITHUHED 97.6% 3 HEH S, P2 D 86.4%, RS 11.3% ThH-o7= .
TR E R, FEREYIIM-1, M2, M-11 Th-o7=7.

“C-1) FFEJL 600 mg BEIREHRDREIARVREVICET HENEE/NS A—4

U R e M-1 M-2 M-11 M-5 other

plasma n 4
AU 95.6410.25 ND 3.19+2.82 ND ND ND

0,

Jedose 35+1.8 0.6+0.2 6.4-+2.0 03-+0.1 0.1+0.1 03+02
in Urine

0,

Jodose 33.8+10.8 35+12 24.0+55 9.4-+3.0 39+1.1 117422
in Feces

EHfE = SD

AUC (ugreq-h/mL), ND : fgii&d

%dose (0-148 Wfi] D, JRY-> 7 L)

. B

TR I YCHEFR Y R EL 600 mg Z HER AL LIZ54A, %554 148 Bl £ Tz, &5 L7ZHEHEED 86.4% M3
FHA~, N3%BRTF~ETNENHEE STz, £, REMER 33.8%BFEA~, F35%BRF~PEEEh=. (BT &

JVA)

FSURAR—2—(ZET SR

gk L

. BFI & BREE
PR L

HEDERERT HBE

DR L

Z 0t
iz L



. &£ (FRLOIEF) CEATHEE

LERALZTNDER
EI TN

—r
g

2. RBRRBLEOEH

2. B2 (ROBHIZIFRE LN L)

2.1 ARANO 3t LiBUE OB O & % BE

2.2 ROFERN ZHERORE | =T UK, X7 DVHEREKT, 7 LA = FERE, Y87 <
J VYRR, T IA X a UIERE, VR, DAY I UEARE - KA T A AT EALT T EY
v, Ve Ruz A d B I AVAEE, TAIA N oL VR, AFLZATARN) e LA UERE, =L
U P E U BAKERRE, ST T 4 VIR, VT T 4 e (VLT ZETT 40
(7T Ryvh), TEA=VE Y, TEL=UE Y « ANAP L ARXYIN, VIZrTFr, Tutrkl
v, UnN—axY oy, g I X RAVVERIE, XX N7 T A (FREUTEHEMEOEM Y oA E R Y v
SNERMEY CoNEE S Te) OFEEE), CTERL, JuT B THB AV UL, TAXY T A, TILTERLE
BelE, MU T YT L, SEVTA, ATV RUERE, RY )y —u [101 BHE]

2.3 BRERESUIITHERERE E D H HHEE T, aLbe Fr2H5hoEE [9.2.1, 93.1, 102 BM]H]

()

2.1 AANCH T HIMBIERHE SN TNWDZENLRELE.

22 ARFNEGA LGS, EERRERANEERTZBZNNHD Z ENLERE LY 191916

23 IVEFUETIRIEDEARIZEIVERELE. ZNOOEBETIE, aAeF ol V7 7 ARKIBIKTFT S
BEWEHD.

3. MMEXEHRICEET HERLTOER
(V. 2. ZREXIIZRICE#ET 2HE) 2B T 52 L.

4. BERUVRAEICHET HFELTOER
V. 2. HIEEOHEICE#ET 23 E] 22852 L.

5. BEELGEFHIE L EDER

8. EELEANEE

8.1 RANDHERICEE L TiE, ENSOT A KT A4 LV EORFOFERE SEIC, BEXIZNIRDDEEREI, K
DFEEIZOWT LA LFABEEZ/B%, BT L.

8. 1.1 AHKNT HIV EYE OARTARIEIR TIX RN &5, BRI &1 HIV IBYYE O ITHE 5 506 & FIE L
felT DATRENED 8 D DT, AHIF GBI HE O F IR OZEALIZ DN TIE, TR THYERICHRET L2 L.

8.1.2 AFIOEMEEIZ L AEBIIONTIE, BEOL ZARHTHLZ L.

8.1.3 AFIRLGRAMATE, HUEDIE R UICHEZEELEZY, RAZPIELEZY LN L.

8. 1.4 AFNIOFAER EHEERZEZTZLBH 50, RATOTRTOEAZHYEICRET S L. £z,
AR TIRBERITH I OER A IRA T 256, FRNCHYEICHR T2 2 4. [10, 16.7.1 B3]

8.2 AST, ALT, v-GTP, CK, JRE, =LV A7 r—, RV Z VLD REDOEERHLDONDZERHDHDT, T
PN AL FRIREZIT O R EBIEE+75I1TH 2 L. [11.1.4 ]

8.3 BMER (v b)) T, MEREENED LN TNDIDOT, EHRICIRERE LT 5 2 CEE L FoITITV, B
DD HLNTHAITIE, FhHEFILT D7 CHEb R MEETTS 2 L. [15.2.2 &)

8.4 AHFNZEEGTH HIV MO LKL ZIT oI BE T, WEHBEEFERIREINTWD. BEBAE, ok




BERENEIE U, JEGEMEDOZ 2 T HEGEME AR RS (A a2y TV ATy Aary T Ly 7 A, YA M AT
BUANA, Za—F VAT RAEILDE D) FICKHTHIRIEMSNBEAT L0865, £, oo RIE
RO H e R (FIRARERETLHEE, SRR, T2 - NU—JEGRRE, 7 FUBERS) NREHET S L oH
ERHHOT, ZNOOMEREFANL, LERFIIENREEEZEE TS L.

(i)

ARHN O BFNZEA, FERLH) K OEIRARAE, SEREOME LY 3%E Lz S 0012016719 1 g 7= IR 19 20 Coaifl

ANELZE L L.

8.1 EPWSND I A N T A TiE, 2hRER T A )V ZAMHI O BRE e B2 %2 56, EEQREARNEEICEE T 550
WAFEHE SN TND

6. RENERERATIBEICHTIER
(D EHE - BERFOHIBE

9. HEDEBERZETHEBICEHT HIE
9.1 &8HE - BEEZEOHLESE
9.1.1 MERKRERUVELWHIMEMZET 255
AFNBEHIZ L DBFEFOMATFREICENT, 2RO BDMEBSEZIZC O E T2 HLFHOBEMNHRE Sh
TW5. [11.1.7 1]
9.1.2 BEMDERERVMzERE (BEJOvI%E) OHHEE
AFNTERE O MAE M PR MR OEEDSFEO LN T 5 [10.2, 17.3.1 HEMR]
9.1.3 BiHH: CEFXREEHLTLIESE
I REREE A E ST 2820 dH 5.

(fi#70)
9.1.1 IMAHERE TERBIEHM Y NEHLTWDEIENLRETDH L L.
9.1.2 fEFERA 45 BIZY N EADH T EAFK400mgBID % 3 BRMH#EG L2BIC, 3 B BIZHWTEE O PR EIFRELE
ERBOONTZE LVFELE.

9.2.1 BEEBEEDHIEET, ALEFUEERETDESE
BELRWZ L, areFromPiBEENERETIBEZANSDS. (23, 102 2]

Q) FFREEESRE

9. HEDERZETHEBICEHT HIE

9.3 FFiREEEEE

9.3.1 FFEeEENHIEET, ALEFUEBRETDES
BHLRWZ s, aeFrOmMPBREN EFTIRBZEARDS. [23, 102 B8]

9.3.2 FIBfEZENHSHEE (ALEFUEBRSHDOEEER)
AFNLEL :Hﬂﬁiﬁf“ﬁéﬁiéhétw BV FRENET 2 BETNNH L. £z, hT AT IS —FBOLREES
PFL TV BE ISR A ME S 2 B8 ZNR D 5.

HH+} :

f




M) &EMEREZR T HE
BRE SN TWHRN

)30

9. HEDERZHIPBEHICHT HIE
9.5 1w

YRR SUFATIR LT % ATREVED & 2 PRI, 1B LA RIS ERIEZ ERD Ll S 2 BB ICOREES
L2 L. BER (Ty ) T, BEAEELTRE~BITT2ZLRRESATND.

(f#RL)
BAFEIRF I I ~ D 53R 72 <, ZRMEITL L TW RV, Ty FTIHREBITRRE SN TV D T2OHE L.

(6) RFLI7

9. BEDEREHATHRBICHTHEE

9.6 23R
BIERTIEDHZ L.
KEPRE S Z— (CDC) 1%, HIV REELZEET 572, HIV IEY L TV A ZMEIR AL a8ET 5 L 585 L
TWa. U Mremide MUHFHFIZBITT 2 Z LGS TN 2.

(fi#3)

b RAAHRICBITT 2 2 ERME S TS Y. Ein, KERFEHE X — (CDC) X, HIVI&fEZBET 5729,

HIV 2R L CWA LRI AT A L5 /BE L CWA. 2ok, BARICEGET A5S80I, BT 5 X
I TEEMAR L7,

(MNRZF

9. HEDERZATHEZICET HFE
9.7 MR

INREEZ G L LT BRRBRIT FE0E L T 7R,

(f#dL)
INRFEIZIS T DR D 22 <, RAEVEDHENL L TR T O E LTz,

8) mEnE

9. HEDEREHIPBEHICHT IR
9.8 mnE

-5

MEICEE L CHEBEICREGT 22 L. AANL, T& LTFBRTRBIEN 2%, @il TIIAF#EMEF L Tns 2
EBRZNTZDEmVILTIREN RS 2 BTN H 5. [16.4 2]

(faL)
— RN F R TSRO TR ALND ZENRBN I ENLRE L.

7. HE%EH
AFNIIFF b7 m—2P450 (CYP3A) LiWBIFIMEZ R L, oA FRZCYPIATRB SN D HAD) OREHE2 550
WCRHE L, MAREsS FR ST EEEREV. S0, AFOBBIZLVIFT F 7 2 —LAPAS0OKTET A V1 L%
FHES AL DD, AFNITITHT 7 5—2P450 (CYP3A) TSN DA, tho3EHl L oM EFERIL, FREk
FTRTOMAEGDEIZ OV THRMNEN TV DD TIERWO T, AN L DIEEPICHZICARIZHA LY, KK




FAZ LB WMPEHITHT A Z A L7 T2 56000, AIRERIRY B iRE2ET 572 L, AEICEELT
[8.1.4, 164, 16.7.12#]

BICEGTHI L.

(1) HtRZEEREENER

i

10.1 RER ALKV L)

A

FRARRER - HEE 71

B - SR+

¥ = UK
(g =2 ]
AT Y DV KT
[(RXFY 33— ]
7V h A = REBE
[&# A= — %]
TuT ) R
[Fu /5]
T AH v R
[7 > w2 5%]
ey K
TIH I EARRE WK H T A
Ve AV TuEALT UFEY v
(77 3]
Vb FrT /LI ¥ I AU VEEE
IR RN v LA R
[z RA Y]
AFx)I AR o~ A R
(v % ]
=L )T Rk ERE
(LR 7 A]
PNIVTF T VR KR
[LERZ]
SNVTFF T 4T T e
[LANFF]
BETT 4
[7 R3]
TENL=IE
A=A
TENLN=DE AN AP E S AR
VI
(LY AELA6E]
Vo7 TF
[2a7T 1]
2=y RV VIS
[(m)t]
U N—m o3y
(1 7L ]
oI HERA VR
[y 7 2ZE Y K]
VT KRR

AEERR, MpEkEss, MAESHESE, =
NHIEANC X DEE R TEMIC
faliz RIET L5 REENEZ B
BENARHLOTHMA LW
L.

AFIDOF 70— 5 PA50 |29 5
BAREEMRRICLY, SHHLE
e TS OIEF o 1 R A K
iz EFTH5ZENnTFRHIENS.

(& TR A8 U o 3 1
5 UNY D RERMEY Rl E G Te) O
FH S D

[Rx7 Ly AH]

[2.2 &H]

OBV AT (Y X
BRMEY v oREEET) O R
IR Z O L7ea, BB
HEREGEHORBENEBIN DB Z
nnbs.

[5V—4&]
(2.2 &HK]
RX NI T T A N NT T 7 ADEFIIHRME | ABIRCYPIAIZEBIT AR~ T

7 2ADOREEFHAMWICIHET 572
HEEZLILTND.




T ESNL i EE O BEEFCRERIIHI SN Z B | AFIOT K7 v— A P450 13T B
[y, AUV ] BERARHAZOTHA LW | BiAMMEERAICLY, FALE
VA=l 3R RN L. LE IS OEIREFHIE R OHIAR
(A Ry ZEO M PRENKIFIC EHT 5

TAH VT A ZEMTREND.

[(—a Y]

TIT5 R AR
[ZnA— 1]

cNUT YT A
[ Ly F ]

RET A
[RAIhL, SHETL ]

[2.2 &H]

RYaFV—i AU aF Y= OMHPREMET | KEIOT k7 m— 2 P450 OFELE
(74 7= K] LIzt ORERHLOTHH LR | HiItksboeBE2z6nTWD
[2.2 5] W k.

(figan)

AHNEOPFIC &V MPREDNS EFT2 2 LA TFREN, ZOLDICEEREENZELT 2 B8Z00H % A % 0f

A= L L.

(2) FREIE L ZDER

10.2 fFREE (BFRISEET S L)

HAA T

HRAEAR - BB T 1A

BEFF - faRRIK -

T A=)V, T B =)V gt
U Kb A R

URBA v

sl B Qi w e VS

TN

A4 hFary—

rhafy—n

IaFy—

Fo=—x

HV T BEHA

(T ruaPe U@k, DLFTE
LIEWRYE, 7a ey, =T
WEgE, =722y, = VALTEY,
=hL vy, XTI NERE, =
LR B L)
REXT T xR

[N R e g 5 )
Taxs ) TF A VERE
UNRABF

T RIS ABEF T BKFI
VAN =0 N

VI BARY v

&7 AR

=gl AR

Ty s R 30

TXYAK

VT F T 4 NI 2 [T 7T ]
HEZT 4N [T IR, FLT7 47T
TFIAF=T

A F=7

I B EF O M P REN ERT 5
BEhNH 5. 2 5EHKNOREIE
FAMFER LT BT RH
5720, KORBIEEITORBS
EEICES L, LEILE CEE
SOREE DY) e B AT 5 2
L.

AHKIH CYP3A IZHBIF 5 b3
FIDORHZ AR ET 5720
LEZLILTWVD.




—nF=7

AV T YRR KT

B AT a A RRPUEM R
(B2 ) RAF URRE, B 7 7 AF
VL )

TINT T T N

PR T a— )L F AR

R &KW

o)Lk F

JZF T T~ VR
ATV ENLTF Y T A

[2.3, 92.1, 9.3.1 /]

TNFHY T a e EF R AT L
TTFV=FK
NN A= st Nl

INBIEANOMAREN EHT 2
BEhWNH 5. ZnHIHEKE DG
FIZRBWT, 7 v v JIERRE, F
R BRI S R s T
50T, HRIXERE EOFEEN
NS OIERFEB OGN 2 =]
D LMW S NDEEICRD Z &

A TNF=T
Trag =7

INSEAOMAFEENEFL,
BIfERREEmIn2BZNNH
5. AKFI)S CYP3A BLEEM D72
WIER~ORZFEEBETHZ L.
RLULESTOFHT AT, Zh
LEAOMEELBETDLE LD
2, BEOREEAEEICEZ L, Rl
EHORBU+SEET D L.

R NI T I A

(B3 SUTERIBPE OB IE Y o W A M
UND U RERVE Y VB R G Te) DOHERF
BeGH, 2MEESEE M)

R T T AOERITEEE
O AR N R
ERMED R ET) OHERRR S
IS T APE B A RIS LT
N T T I A HIIARA % B
HALI5E, ~% b7 77 ZA0H|
TERRER I NS BENNHHD
T, "R I FGUAEWETL L
b, BEOREZEEICHE
L, BHEAORIUCHSEET S
Ze.

ToOVE IR

ToULE I RoMFEEN EAL,
BWWERD RSN D BFN1H 5.
FEiz, RAOMAREI BT 53
Thddb . AFIE CYP3A FRE
TER D7 WIRB~DORBE A B[
Ll RUESETOFHTAERC
%, 7290 % 2 ROWEREZET 5
LB, BEOREZ EEREICEIER
L, BIWERORBLSCAHKI DN DI
PR T 52 L.

AHI2S CYP3A ICL AT L%
FORBEFEAMICHET 5=
D.

F72, 7UvH I K3 CYP3A #
BT 5720,

ONT 7)) T A

UNT 7 U DML A 5
ZHBFNNHD. HRZ2INR OF
=RV TETOZENEELL.

TR OB 5035 2 b
2 ISEEFFANE.

THET 4V
ITF =T A NT A —)
TR NT V=NV EBHBT AT )L

A HEEF O M R ST D
BENWRHD. i OFEH O &
BRLEERDBENDD.

ENLANEE SRNIP SZIN il
REFETHEDLEEZLRTY
5.

R A SV <V

AR OMFREP DT 2 BZ N

V77 rn CYP3A 235




N5,

FTHDLEEZLNTND

A3 oA XU Yo (StJohn’s Wort,
o heVa—rRX-U—}b) EHEAR

AFN O DMEE S FUIL 5 FE 23
KTFT2BEZNRHDLDT, KA
BERNIEA I UL XY VYOS
ARELEZERLAVWEI>EETD
L.

A IAUA XY Y TICX D HE
SN FEMRBEERE (F 2
12— A P450) D3AH DR 2 Rk
L, Z2UT7 7 2% FREEST-
HEEZLNTND

TNaF—)u
RATZ)ary—)v
XX TYRAF v e BVRT Y AF

KA DM PP ER LAT DB Z
Bdb.

_hB%%#(WBA B oA
HOH 2B AR ET 720
EEZBNTND

A=

BRI X 0 KFI D AUC 253
LBENNRDD.

HeFF R

CRTVV AFNEDGHICEI DD RT Voo | KEINZ N7 v i etk
Cmax XN AUC BENZEIWEDT | 2720 EBE 2 b TWAS.
L5LOHRENRDD.

FE MY X I BEF O M P RRESME TS

A1 Sl NDRVNN BENNHH.

FET BV AFIOMPERENELTEREZN | RETE 2 CYP3A &#5E T 5
NhH5. -HEEZLNLTND

TZrElLrY AR O 7 7 B Ly Ofp | BT R

ENLEATAIBENRSD. &
\CHERLNRAET D ARerEN
HLHOT, BRREESEDOE=4
Vo T ERATWRN HIEEICER G
Lk,

VAL TT b

VAL 77 oI EN EES
DBRBENRDD. KAIE OFEHN
MEIRGAE, B ORIEIZER
L, %FIELTYI AT T b
WEEEETHZ L.

AF|D CYPIA1 B TX CYP3A fHE
B A SNV Ay
AMETFT 5.

VAR

DXV O REN A B
MLZEORERHD. VI
COMTEEE=FY T ETH
REERTLHI L.

//l

B

&

BT I ROMPREN AT 2
BThRHD.

T rF=T~ A VR

777 F =T OMmPRER B
L, BWERZRI LT 2%k
TNBHL. KFNIT 77 F=7
LRI T 7 7 F =T RE&RICH
Gynze.

KA P-gp HEEHICL LD
EEZLNTWAS,

B ANRAEF T A

0 ANZARF DM EEN 5
THEBZNRDS.

AH|D> BCRP LEERHNES L
TWARREMENR S 5.

TVUHTVLENL - BT LU ZRAE L

TVHTVENLKRRET L Z A

AHK| D P-gp X% BCRP BHEEH

ELOMHPREN ERTIBZEN | ICXDb0EBELLNS.
NhHb.

ANV 3 7Y ROmHREN EF L, | REIBCYPIAILHKITDH TV R
L, OFEW, KILE, i | o EBRAICLET S0
Z 9 H @ﬁ%é@f K%kﬁ LEZHNTWVD
T 28413, BEORE
L, Sl WLTF7/F/®W
BERELZEETLZ L.

PR @ % ft & & & 2 ZEHA PR IR IER T 2B FNNH 5. | AANTEEE O MAEFME PR MR

NZ R )VIERRYE

FERMMEH LN TND




T XY NG &
[9.12, 17.3.1 2]

T hIEY

T hIED OMPRERENMET L
T2 OWMENH D, A 600 mg 1
A 2 8 & OO RITHESE S hu7gu.

AT O FF S A 58 5 EAE TS
EoboEEZLNTND.

FIVT 4 FE LA LR
[16.7.3 18]

T 4 FEAOMmPREN EF
THEOHRERHD.

AN E)

ZOfo HIV 7 a5 7 —PLES (7 #
P UAREE, #fEL T8 ) —

I HEFOMAPHREN EFT S
BThRHS.

SavA-=/4

~7eu s OmPRES EFT S
BThDRHD.

AKFIN CYPIAIZ L D 2 4L b $EH
ORWMEHFHAWICHEFET 5729
EEZEZLRTVS.

RAZ<F=TF ~U LKW

RAZ < F =T OIEEREFY TH
% R406 DOILHFREN EH L, El
TERREREINDBENND D,
BEFR BRI IT RS O EE 2 B B
BLTCREMERORBIC YRR
L. BESELTHRRAZwF =7
DOWEEBETDH &,

AHFIN CYPIAIZHBITFARAX <
F=TORBEHFAWICHEST
Ll EEZ BN TWS,

(FEwL)

AFNLEIZ CYP3A & CYP2D6 THRE &4 17, CYP3A (X 2 AR ICE W 17 Z L b, o 3EA] (12 CYP3A

TRHS N D HHIR CYP3A A8 53K 2°29) LB ZE Z T/ TREMER SN LB OFRER L Lz,

BY), BireECLLIEE

B R FEA D . F iR B D ZE b BEHEEANC L 5 U M e ol i oz E
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<A —A N7 U7 D%5FE : An Australian categorisation of risk of drug use in pregnancy >
NORVIR TABLETS : B3 (2022 4 12 H TGA" database)
*TGA : Therapeutic Goods Administration

B SO

A —A ~Z U T D53¥E : An Australian categorisation of risk of drug use in pregnancy

B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age, without an increase
in the frequency of malformation or other direct or indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of which is considered

uncertain in humans.
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8.1 Pregnancy
Risk Summary

Prospective pregnancy data from the Antiretroviral Pregnancy Registry (APR) are not sufficient to
adequately assess the risk of birth defects or miscarriage. Available data from the APR show no
difference in the rate of overall birth defects for ritonavir compared to the background rate for major
birth defects of 2.7% in the U.S. reference population of the Metropolitan Atlanta Congenital Defects
Program (MACDP) /see Data].

In animal reproduction studies, no evidence of adverse developmental outcomes was observed with
oral administration of ritonavir to pregnant rats and rabbits. During organogenesis in the rat and rabbit,
KE OB CE systemic exposure (AUC) was approximately 1/3 lower than human exposure at the recommended daily
(2022 FF 12 A) dose. In the rat pre- and post-natal developmental study, maternal systemic exposure to ritonavir was
approximately 1/2 of the exposure in humans at the recommended daily dose, based on a body surface
area conversion factor /see Data].

NORVIR oral solution is not recommended during pregnancy because there is no known safe level of
ethanol exposure during pregnancy /see Clinical Considerations, Dosage and Administration (2.3) and
Warnings and Precautions (5.2)].

The background risk of major birth defects and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.
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8.2 Lactation
Risk Summary
The Centers for Disease Control and Prevention recommend that HIV-infected mothers not breastfeed
their infants to avoid risking postnatal transmission of HIV.
Limited published data reports that ritonavir is present in human milk.
There is no information on the effects of ritonavir on the breastfed infant or the effects of the drug on
milk production. Because of the potential for (1) HIV transmission (in HIV-negative infants), (2)
developing viral resistance (in HIV-positive infants) and (3) serious adverse reactions in a breastfed
infant, instruct mothers not to breastfeed if they are receiving NORVIR.
8.3 Females and Males of Reproductive Potential
Contraception
Use of NORVIR may reduce the efficacy of combined hormonal contraceptives. Advise patients using
combined hormonal contraceptives to use an effective alternative contraceptive method or an additional
barrier method of contraception [see Drug Interactions (7.2)].
4.6 Fertility, pregnancy and lactation
Pregnancy
A large amount (6100 live births) of pregnant women were exposed to ritonavir during pregnancy; of
these, 2800 live births were exposed during the first trimester. These data largely refer to exposures
where ritonavir was used in combination therapy and not at therapeutic ritonavir doses but at lower
doses as a pharmacokinetic enhancer for other PIs. These data indicate no increase in the rate of birth
defects compared to rates observed in population-based birth defect surveillance systems. Animal data
have shown reproductive toxicity (see section 5.3). Norvir can be used during pregnancy if clinically
needed.

EU OIRACE Ritonavir adversely interacts with oral contraceptives (OCs). Therefore, an alternative, effective and

(2023412 H) safe method of contraception should be used during treatment.
Breast-feeding
Limited published data reports that ritonavir is present in human milk.
There is no information on the effects of ritonavir on the breastfed infant or the effects of the drug on
milk production. Because of the potential for (1) HIV transmission (in HIV-negative infants), (2)
developing viral resistance (in HIV-positive infants) and (3) serious adverse reactions in a breastfed
infant, women living with HIV should not breast-feed their infants if they are receiving Norvir.
Fertility
No human data on the effect of ritonavir on fertility are available. Animal studies do not indicate
harmful effects of ritonavir on fertility (see section 5.3).
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8.4 Pediatric Use
KE DA SCE In HIV-infected patients age greater than 1 month to 21 years, the antiviral activity and
(2022 £ 12 A) adverse event profile seen during clinical trials and through postmarketing experience

were similar to that for adult patients.

4.2 Posology and method of administration

Paediatric population

The safety and efficacy of Norvir in children aged below 2 years has not been
established. Currently available data are described in sections 5.1 and 5.2 but no
recommendation on a posology can be made.
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