2025 4 8 HekE]l (5%

H A Be e

25 i)

| BAE#EES S EES 87625

EEGA /21— #4—L

K Rfi<x O IF GLHEEH 2008 1ZHEHL L CERL [—%B 2018 (2019 4 HHAR)

(Z L]

M1 VAL FE R EH]

T2 B 52600ms

PREZISTA" Tablets

I W 74 vba—F4 78k
oA o HOHl X 4| BIEE. WUHZERE
o | FNVF e Ty 2 — A 65046mg
v P =
B 5B (FF UL e LT 600me)
M FVFEn 8 7 — A (JAN)
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M E O & E

%V F ¥ Vit Tibotec Pharmaceuticals Ltd. (Bi¥ >+t R&D 74 IVF ~ F) IZX YIS S N7z,
FAER e MUEAREY A VA (HIV) ROSHIEZ R ERS BRI Lg% in vitro &1
ZaRy7uar 7 —YHEA P THhb,

WAV CIE. ZANE HIV ISR 3 2 R385 LWwit HIV 3 & U CRE FDAL BN EMEA £ 0 24
FRFR BE A% 8 H S FURE T 2006 4F 6 AIC, BEE 2 S HRMNIZ BT 2007 4F 2 ISR
IR BIEH L LTEKRBEINTVSE, o RIFITBWTH. [ 7Y Y A" 300mg] DEFRT,
2007 4F 1 BB RS IR 2 S, 2007 4E 11 AITKE SN TW AT,

ZFD%. REWRCBRBEEZ WS E L7z 2 208 MAAHLEGE (C211 3B ) 0° C214 3ER)
REELz. INOORBER, L. RIGFER T2 [ 7)) VA5 F 4 =778 400mg | 75K
FETld 2008 4E 10 HIZARGE S, 3EEZ2 &N BV TR 2009 48 1 BRI EN 2 AFRICE
Wik 7Y VA% F 4 — 7% 400mg] 1%, 2009 4F 8 HIZAKZR I 7z%,

AR HIV BEGSEIC LTI T W AIERNE, JLHIVETH S X7 L+ ¥ FRGIEE
FEEHER], JEX 7 LA ¥ FREEGEREBEH, PL 1 777 —EHEA. BAREREZ 3 ~
4 FIFAE DR THAT2HL a4 VR (LLF. ART) THhb. ART TIHEKOH HIV
T 5720, MRESHBOLERT FeT7 Iy AKTO—KELRD, #HEE L THERED
BALICR DY H D, 22Ty FUVFELVORESREZ 1R 1EISESTIEICE) T R
TS ARMEZELHNT, [TV VAYF A4 =75 800mg*] ZBF L. AFIZHBWT 2013
T AIKRREIN . EHICTYVAZED 101 $8IRERBE RS T2ols, [T I AFY
$t 600mg] ZBIFE L. ARIBITBWT 2014 4 12 HITKRE SN2 2B, AFIIC4E 10 A 4 BT,
TYYVAFE600mg. TV Y AYFA— 75 00mg k. AT T — 1 (FEHFEH. EREEES
L BRME R O RSV OREIREICET A EAE 14 £&55 2 THE 3 54 oNnETOVTIIZDH
HB L) L OFELEELEEZT .

TN T ALY FA =75 400mg, 7)Y RAY FA =7 §E800mg L UNTY VA F “HE 300mg (ZAKFRIEI S F L7,

2. HEOBEFH-

SLA| 28

1. HIV-1 7a 57 —BIZEuwEiEz F3 5, HIV a7 7 —EHEATH 5,

2. WPARITHIV ROl HIV 71 7 7 — EBERYE 7 4 0V 226 LTI A VAT R 7R T (n
Vitro) o

3. AN CIM S Nz H HIV SEDRIIED D 5 G HBIEHIH 2 0t & & Lz BIRRERICB VT, v F
YL /rtv 133% 5 24 O HIV RNA #23< 50 2 ¥ — /mL O BEEHE1Z 45.0% DHRMEE R
L GREEEE), $%5 96 H#1213 389% DARIMEZ /R L 720

4, HRZEIWEHE LT, a3 a#iE (Toxic Epidermal Necrolysis : TEN), JzJi il
IRAEMERE (Stevens-Johnson JEMEHRE). ZHALERE. SIS BMIMERE. FiSRERE, o
JE K AR BE SN TWE, TOMOBIEMN HES% L) LT @bzt y
NIHAE, SR T, B0, BUE. T, 3895, 293, EY R OCEIESHRE SN TWwA,




1. &¥ICEd 5IEH

1. B 5t % | (1) #% 7)Y A % "$E 600mg
(2) *4 PREZISTA ® Tablets
(3) &FRDEFK FFICHL
2. — i £ | (1) Mt (%) FINFEN TF ) — VA (JAN)
(2) #4& (4% Darunavir Ethanolate (JAN)
darunavir (INN)
(8) A7 L vir
3. # & X X i
ViR L =
CHs
4. HFRRUHDFE | 513X CoHN307S- C2HeO
5T 1 59373
5. 1t =2 % | (3R,3aS6aR) -Hexahydrofuro [2,3-b] furan-3-yl [(1S2R) -3- {[(4-aminophenyl) sulfonyl]
( % & & ) | (2methylpropyl) aminol -l-benzyl-2-hydroxypropyl] carbamate monoethanolate (IUPAC)
6. 18 A& Bl & | HEEFT  TMCll4
5. &5%5 | W5 DRV
L&MW - R319064
7. CASE# %S | 206361-99-1
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2

S8 - IR
EREXDFIEN

NN-VAFNVENVLT I FITBOTHEITRTL, TR M) VITHETFRL T, AY /=
IRRBEITIZ L, T8 7 =)V (995) IZIEIFIZ KL 2- 7 a8 ) — )V R OKICHR D TIET IS

Q2
LREREIC T BB E (207C)
ey R (g/100mL)
NN-VAFVEVLT IR > 50
FErZ YL 35
X ¥ ) —) 3.0
I% ) —) (995) 0.35
2- 78— 0.092
K 0015
(3) WEtE
HMUERL L
(4) = (PRR). #HR. RER
Al 1 100 ~ 105C
(5) BIEEMRBETER
pKa=2.02
(6) HEREK
LogP=247 (1-* % % 7 — ) /pH 7.0 $&4Hik)
(7) ZODELRRMEE
MR L
2. B K 5 D EREETICHIIZRER
EREEMFTIC REgIE H A5t TRAE T 1 A IR i
3’3 H 6 Z'C_' E 'Ié - AN I —
95C /60% RH | - LDPER+ TV =94\ o0 AL L
. RY)ZFL T3 45— ME
FERITRAE A8 “HLDPE&+TVI=T A
30°C /65% RIL | o) 2 U0 S s s 36 7 H AL L
_— . ZHELDPES+TNVI=T A .
sk Ek B 40T /% RE | 0 T s s s 6 » H AL L
S o ZHELDPE&+TNVI=T A -
kRS [50C FUTFL oo s tgs | 37N 2fb L
\rir et S s . LY )= VERDKT,
¢ AW . D — H il -
e [ K SIS oz n e,
KRBT H YR, BRI, SRRk, T8 — Ve, Ke BEMBET, G
* P BRI 13 R RAT SR BR D 2x
3. B % S O | FRIMILA R 7 FOVilsE
o
4. H % &K H O | #itkra<xrr57 14—
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V. RHFICEY BIEB

-1 i

(1) FFOXH. FHEAOMEIR
K 74N T—TF 4 VT
PEIR -

R7E4 7 VA F9E600mg
- FIE | WO T4 VAT —T 4 VT
e} E T AT
I
Cwe ) —
S x FE£ (mm) % (mm) J£¥ (mm) Hi (g)
211 10.5 7.2 1.30

(2) EHIOMH
B U 2P

(3) #Bla—~K
I 5 TMC. i ; 600MG

(4) pH. ZEELE. HE. LE. BEROEROLXER pH #H%E
BRI

-0 - NN W53

(1) BmSD (EHERD) DEE
FIVFEN ¥ — VAN 65046mg (FVFE L E LT 600me) 2567 %o

(2) 7
FATBIBRER VO — A, Z7BAKRE Y, AFTY VB 3234, KYEZ LTIV a—)
BT AAL) . =27 aT—) 4000, BRILF5 >, ZVvy, BEHEBES FTVI=yAL—F

(3) Zofta
M Lawn
. BEEL AFZOS | MU LARw
BUEICH T 2EE
CE o g B BRZMTICH TR REM
EHETICHTS sABRIE H PRAFSAF PRI TE PRAE I FER
®  E M| [EmimeRE | 250 /60% RH HDPE Ji 36 7 /3 b7 L
TR 40C /75% RH HDPE ik 67 H AL L
WEERER OF) [BEE (700W/m?) B IERIRES 8 IRF[H] Ak L

AERIEE YRR, ERWE. ARRYER, = —vER, K ik, eEWRE, SR
R Ob) 1k ) —nEREE KGR L
TR LS |2 R ORAT SR D

HDPE : High Density Polyethylene (H#REARY FL )

. AEER VAR
®r O KRE M

FH LW

. fEElEDEEZEL
(32 EFRYZE1L)

RO L

. B i %

(7)) HIRE MR 28 OX ML)
et - IEEEL 75rpm
SRERIE AR D) v VX — b 20 700 0.05M 1 > MR AE R pH 3.0
CHIsE 2:iE) 80% (30 4o Q 1)

. EMFENRRE

FA LW

. BEIROBERE S
D HERR AR E

IV A R 7 OVl s
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1.7 fli | UL

12. BATBEREAED | BUTHA L
H 5K HEY
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aEICEd HIEE

1. EXEHR

(1) HEEX IR

HIV REZLE

(2) BHEXIIHRICEET DR

5. $hEEX IS RICEET 2FE

51 RANT X BWEFEICH 2o Tl BHOEBIEE KL O FE 2 B A TR AN PR G a1
M 5 VI RBIAENT) 2 BEI2THT L,

5.1.1 RFENIPL HIV HOBEHERS D, L% LD 1205V F CIViPER AR 2 f55
HIV G BH 52 &, [71 2]

5.2 M BE HIV Y OB BAEITIZ CDA Btk ) > 7 SEREUR OVI 4k HIV RN A 27538
BEESNTWh, RADHHIZH 720 Tid. BHD CD4 Btk ) ¥ S EREUR ONiln 4 i HIV
RNA ®ZHEET 5L L DI, WIDHTA FIA4 VERMERT AT Lo

5.3 /MR HIV ESRE L6 L TlE, ARG & B ERE R VLA LT v, [9.7.2
2]

(Fi3)

51 HIV &, ZFICX D EAMELBH LR T WIA VA TH S, FEAMMEE2ZEB L, BEDEE

JEE R AN AR A B LGl AR EROFIREITH 2 &,
FEHNM AR, BRSSOV RBUEAT A3 U o AR TBUYRAT I RBOE & 7% %0

52 Pesi HIV BGSEBH 3§ 250 HIV EO BRI OV TR, #8742 2%

ZIHEICTLULEDPD 5o
i) [UHIVIGRT A N T4 > (ARG @A AR E R 6 o A ) s 7e i) ]

5.3 /NI HIV JEHE B 2B 2 AHN OHESE 2 ITHMTE R R e HoiE Sh vk

Wiz, BhHLeEwZ L,

2 HERUVHAE

(1) BERURE

HE. EAZIEF IV FE VL ELTLH600mg &Y MFEL 1A 100mg Z 21 H 2 HE
Fh T EE RIS T 5. H5ICBEL TR, LTMos HIVEL AT, 2 &,

(2) BERVBEICEET R

7. RERVHEICEET 235

7.1 FHIH VB E TR O LR SN 505, BIEFEBAEITT 2 Va1, AH 15
Z1H2N&EG2HEINL, [65.1.1 BH]

7.2 KA B LTI 6. HIELOHE ] ORI, SRy BRei sl - (77—
AZ—) LLTY M FELVEHRHTLIE,

73 & MUEREY A VA (HIV) & BYEOH» 5L LR R AU, HAIMEZ 5
HLRTWIEPAMSNTWEDOT, AANIMOPL HIV E LT L2 &0

7.4 RFN oYL HIV 3 & ORI B T, KBRS TE L WEEZEIEHN
L. BROBHBESWEETDH 2 EHWF S 72 A . AFHELLRFEHLTCw Aot
HIV D — % dkm ITRET 20Tl . FlE LTARF LA L T 5ot
HIV O H 2§ XC—Hhkds2 &,

(3t

71 [RIRESLISRRICBE S 2788 22352 L,

72 FHNZLTY P FENEBHT S, L72d o T U M FE VORI OBRMNLHIZL Y, [FE2]
[HEEEARWER ] [ERZEWEN] SO EOEEZ LML 2 Lo

TITHERUOHE] 223528,

74 ZRIPEAIC X BP0 HIV Fii 2175 T2 & SICEERRIERA R L 256, il 4« o354 &
DRRHEREIEET L EBHBETH Y, Tz, TOHRELPEANTERT 2D D TH 500
DN (FEE, T4 AEEIHES) (SERNT230TH2002HES 5 L bHETH
bo DX YA RHFE L I LT Mot HIV o —i% i UIRET 5 &\
HHNHVET A VADFEBZ TSR TBLWDBDH D, L7z2h> T BROMEISHETSH 5 &
MRS D &9 %, RRBRAHETE 2 VEEZREIEHAEB L2263, BAlE LTAH
JOPEH LT 2 liodt HIV o 52 3 T—Hik§5 2 &,




R B &

(1) BRT—EN\vr—>

phase POE ey B
HT b A | FHEAREERE HIV EdEd s | O | O AR TS B 0 B LR
BT bAR | MR AR HIV EElE | O | O FERT =Lt — N —
BT b M| AE ARG HIV &g | O | O FEM L AR
BIH | AME KRR HIV Bgsieds | O | O A2 AL IR BRI B ML B
A1 b M| MR ABERR HIV B gsies | O | O A2 AL SRS IR A0 B AR L AR
BIH | MR ARG HIV &gz | O | O A2 AL IR IR I B MG BR
S | JHE ARG IV e | O | O FFE AR
FIM | JHEBEGE HIV B9 | O | O IEAEAALT 7 2 R IR B MG R
SIAR | JHEAREERE HIV EdHEds | O | O IEAEAALT 7 2 R IR B MR

(2) BRERSHIR HEANHTDHIE)

TNV IATFA =T ">
C211 #k# (ARTEMIS #bg) L2
BLHIV IO HFRERD 2w HIV EYSE B 689 Bl x5 & L2 4VF ¥b 800mg* K U°) k
FEN100mg @ 1 H 1 @S (DRV/r 800%/100mg QD) 1 ¥+ E) - ) hFENLD 1 H¥
5.8 800/200mg (LPV/r 800/200mg/ H) OMAEZEIMFIZ X 2 IEFHEE A GRER % it
L7 WifEEdF /KRN (TDF) 300mg K OFZA M) ¥ ¥ ¥y (FTC) 200mg % 35 5tiRE
L L7z MTEDBENE R R OEBIFEICRE Y ZA SIS, DRV /r I 343 BIOER 9L 34
W (HiPH 18-70), HMEAT70%. AFEIZEA AN 40%. BA23%., 282y 27 23%, 7Y T A
13% CTH o720 B G-RiOIMH HIV RNA #3F39ME1E 4.86 logo 7 ¥ — /mL. CD4 Btk > 782k
o yefiil 228/mm® (#iPH 4-750) Td - 720 192 B ORI E FRITR T,

ERAREIEDBIE (C211 &HER)

DRV /r # LPV/r #
800%/100mg QD | 800/200mg/ H
+TDF/ETC | +TDF/ETC
n=343 n=346
7 ANV AERIR (HIV RNA &)
<50 2¥— /mL*Y 68.8% 57.2%
<400 2¥— /mL*Y 752% 65.0%
e o 02 b CFHE 5 login 2 ¥ — /mL) *? -2.35 203
CD4 Bt ) ¥ 7Bk BB 515 5 024 (hgefili ; /mm?) #? +258 +263
7 AV A EER L 16.0% 205%
DAL/ Nt 114% 14.2%
7 AV RO R LEY 47% 6.4%
PR ATAEFZRIC L B G Y 4.7% 127%
DL X 5Pl 14.3% 124%

7E1) TLOVR 7V XA L) #ise

1 2) FEsEEB (Behrakpl) o bz 0 & LCHise

7 3) 192l TIZY AV ZAED< 50 T — /mL IZFE 57225 192 BIEZ< 50 T ¥ — /mL Tld %o 7256
H4) 1928 E T A NV ZAEDN< 50 T — /mLIZES b 726

7 5) FDA A & > A2 192 BREOERT (7 4 )V R 2ERRAE DS )

B5RTHIV RNA R0 71 L 283K (<50 JE— /mL OBEDEIE)

DRV/r #¥ LPV/r #if
800%/100mg QD+TDF/FTC 800/200mg/ H +TDEF/FTC

< 100,000 2 ¥ — /mL 69.5% (157/226 1) 60.2% (136/226 1)

= 100,000 2 ¥ — /mL 675% (79/117 1) 51.7% (62/120 1)

RIFEHIZE BRI, 65.6%(225/343 1)) Tl o720 TARRINERIZ. T 116 $1(33.8%) B9 60 41(17.5%)
oL 55 11 (16.0%) . FE95 35 Bl (10.2%). JEI 32 11 (9.3%). Wi 21 B (6.1%) TH o720
XTI AYFA =T 400mg. 7)Y AY F A — 7 ¢ 800mg IFRBIM I NFE L7z,




3. B K B #&
(D2 %)

< TNV RY >

C214 3%k (TITAN 2XBx) ¥

PLHIVEOBRENH Y ¥ F )L M FEI (LPV/r) 12 & B BHERERD 720 HIVIEGSE B
5954 % kG & L= 4 L F I 600mg K M 100mg® 1 H 2[E4% 5 (DRV/r600/100mgBID)
L FFEN400/100mg® 1 H 2 \l4%5- (LPV/r400/200mgBID) O MEAEZEIAHFIC X
5 IEE A MAHHCEGARR & J0tE U720 TAE & & R0GHIEEMAS @ L L7250 HIV 3% v 7z,
T 7 0 FR T 55 b O AR VAR D 1d & 5 03, DRV /r i 298 51 o) 4E i vh JLfili 1 40 7% (HEPH
18-68) HIEDS 77%. NHIZEAN 54%. BN 18%., & Z/8=v 27 15%. 7 V7 AN 9% Tdh - 72, F5-
R HIV RNA 3351l 1% 4.33 logio 2 ¥ —/mL.CD4 Bl 1) > 78 Bk B o gdefifil 235/mm? (#
B 3831) Tdh o720 96 HIFOMHFEREE T 2R,

ERPRERDBIE (C214 FHBR)

DRV/r & LPV/r #
600/100mg BID | 400/100mg BID
+ OBR®? + OBR®?
n=298 n=297
7AWV AFRR (HIV RNA #)
< 400 2 ¥ — /mL*D 2 66.8% 589%
<50 ¥ — /mL#Y 60.4% 55.2%
P 5-Hi 5 5 %A - 171 - 152
(P 5 logio 2 ¥ — /mL) 9
CD4 Bt ) o7 SERBOH 50 5 02 (hdefili; /mm®) #9 + 81 +93
7 AV AR IR 11.7% 22.9%
EFRNC ARy 74% 13.8%
YNy RiED 44% 88%
AV AR LIS & B Gk o 0% 0.3%
FEXITHEFGI X 28551k 77% 6.7%
DB X BHGHlk 14.1% 12.8%

1) TLOVR 7NV I X L THise

#2) 96 HIFAS< 400 ¥ — /mL TH-oTH AR o BFE» ORI L7

#:3) NC=F THlise

£ 4) 16 #KFR O HIV RNA #57= 400 2 ¥ — /mL T - 726

7£5) 96 #KEE TIZ HIV RNA #43< 400 2 ¥ — /mL IZFE 57245 96 #IKHE< 400 2 ¥ — /mL Tlid 7 h - 7241
1£6) 96 K F T2 HIV RNA BA3< 400 Z¥— /mL IZE S Rh - 7261

{£7) Optimized background regimen : F# b X N7- RO A 2NRTI £ NNRTI)
FIERIZEBERIL, 742% (221/298 B]) TdH o720 ERRBIEAIE. TH 96 B (32.2%). H.Ls 55
(185%) &9 37 B (124%). % MV 77V &) FIidE 35 61 (11.7%). BEJE 33 61 (11.1%). JE
301 (101%) TH -7z




3. B K & #&
(DD %)

C202/C213 #Bx (POWER 1., 2 X&) ¢

W7 PLIFE L~V 2R HIV EHUER B F R L L7z 2 DOMAEBENITIC X 2 HE#RE
LR ER % 20 U 72 DEA AT &5 F. DRV /r600/100mg BID #f 131 B 4E b gefi 13 43 % (4
PH 27-73). BEAT89%. AFHIZHAAN 81%. HA10%. B A/8=v 7 7% Th o 7zo 5RO
th HIV RNA #3911 461 logo 2 ¥— /mL. CD4 Btk > 2 SEkE o hdufifiid 153/mm® (5
PH 3-776) Tdh - 720 L HIV SEDEHEE CFE3EFE) (L. DRV/r Bt (P1 2% 4 #.NRTI 255 #l.
NNRTIZS1#)) ExTHPI#: (PIAS4%). NRTIA 6#)., NNRTIA 1#]) LFHBETH Y.
Enfuvirtide* (ENF) OfJHEEIZ DRV /r #:A520%. *3 W PI#EAS 17% Tdh o720 96 HEED[F
R T HRITRTS

* o EPRKGE

FRERFIEDIIE (C202/C213 HER HEEIT)

DRV/r N
SR E7)
600/100mg BID | T PLEEE
+ OBR 1% 6) + OBR
E n=124

VB L SLE
HIV RNA #7710 logio 2 ¥ — /mL L R4 52 56.5% 9.7%
HIV RNA #25< 50 2 ¥ — /mL*? 389% 89%

7 A IV A CERYTRER S 29.0% 79.8%
BRI sl 84% 53.2%
YNy RED 16.8% 185%

v AV A 2 LEY 38% 81%

FEC A EFERICL 285 d1k 92% 32%

MO X 2350k 5.3% 7.3%

¥ 1) TLOVR 73V X A THiise

7 2) 96 HEEAY 1.0 logio ¥ — /mL BLERATH - T [HHBFDINEES) ] OB IZET2SBRIL

H3) N"=2F5 4 VD5 12 #KE HIV RNA 12 05 logio T ¥ — /mL Pl EDRAHERD SNk o 724

i 4) HEEDLO HIV RNA 12 1.0 logio 2 ¥ — /mL MLEOD DA SN 7225, 96 #IFZ 1.0 logo 2 ¥ —/mL
LLE DA DR & o 7261

1£5) 96 HIEF T2 HIV RNA % 1.0 logio 2 ¥ — /mL YL EDORAIZE S 5 h o 7241

£ 6) Optimized background regimen : i b SN2 FIEOMEGE (2NRTI + ENF)

7)) EEEOPLIZOEFEN /Y FFEN 136%. (FAR) T 7LFEN:34%, FFFEL 135%, T
FHFEN 1 17% TH Y. 23% D HEH T boosted PI 7% 2 A S 7z,




3. B K B #&
(D2 %)

AR AS GBRAE T RBURHT X OSEKBRUENT) B~ 4 )V ZFRRH

POWER &% ) O° DUET #ErI2 3513 5 DRV/r600/100mg BID #%5-B D P87 2 T FIR T,
Y& 5.1 0 & fz T RUE ST ¢1d VI, V32L, L33F. 147V, 150V, I54L X ix M. T74P. L76V.
184V i3 L8V DI P A3 D L LB S5 HE . DRV/r D7 A )V A=A L 720
PeER/I D &IV F EV D FEBBENTIZ 7 A )V AR TR TH - 720

FHMMARE (BTN Bl /ENF 2550 24 BED A IV AZHZR
(<50 aE—/mL 0FHEEIF) : POWER. DUET SHERDHESHEMT

PI mutations ™ ~ ENF ##5 / .
(R 4 SE) 415 e ENF #i$ifk 58
. 45% 39% 60%

+ (455/1,014 1) (290,741 1) (165/273 1)
02 54% 50% 66%
) (359/660 1) (238/477 1) (121/183 1)
; 39% 29% 62%
(67/172 1) (35/120 1)) (32/52 1)
=y 12% 7% 28%
= (20/171 1) (10/135 #1) (10/36 1)

W) AHF /) N FEATKT B BRS¢ 5T OZERO (V1L V321, L33F, 147V, 150V, I54L X

13 M, T74P, L76V. 184V i L8IV)

FHIMMARE (RN B /ENF 550D 24 BEED T A IV AFHIFNR
(<50 aE—/mL EEEIE) - POWER. DUET RHEROHERER

FIVFE LD
phenotype 4= B *&5‘ / ENF #rife 5.4
(N2 5 1 V) Fie
Al 45% 39% 60%
ranges (455/1,014 1) (290,741 1) (165/273 1)
~ 10 55% 51% 66%
= (364/659 1) (244/477 f81) (120/182 1)
1040 29% 17% 61%
i (59/203 1) (25/147 ) (34/56 1)
10 8% 5% 17%
(9/118 1) (5/94 i) (4/24 181)

#£) Fold Change (FC)

P ECso OR5EZAL
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3. B

(DD %)

C229 #Bx (ODIN k&)

PLHIV MR O H 5 HIV B 500 Bl &5 e Lz7VF oL 800mg* KUY b ¥
JV100mg » 1 H 1 [ #% 45 (DRV/r 800%/100mg QD) & # )V FE )L 600mg LY +F ¥
100mg @ 1 H 2 [H#5- (DRV/r 600/100mg bid) DMEAELE ) AT X 2 IEEWAS MAH R
BraFEhi L7z MilEE 1, 2HILLED NRTIs 12X B2BEBEEENDH D, 5V F Vit Zs
B(V111, V321, L33F, 147V, 150V, 154M, 1541, T74P, L76V, I84V, L8IV) % ¥ 72 W EE TH - 720
WO BZE R L ORBIFEICR D A S NS, ERPILEE 40 % (FEPH 18-77). F s
64%. AEIZEA 36%. BN 26%. € A=y 27 18%. TITN15%Tdh o770
BERiolfd HIV RNA #3394 416 login 2 ¥ — /mL. CD4 Btk > /sgk o dryefiiix
228/mm°® (#ipH 24-1306) TdH 720

48 B ORISR % FHRITR T,

ERAREIEDBIE (C229 FHER)

DRV/r # DRV/r B
800*/100 mg QD | 600/100 mg bid T L
+ OBR™9 + OBR (95% A5 HEIX )
n=294 n=296

AV A SRR 1.2%
HIV RNA #< 50 2 ¥— /mL7*Y 212 (721%) 210 (709%) (61; 8.5(:) w2
HIV RNA &OH5Hi2 5 %A 184 180 00479
CE3YME ; logi T ¥ — /mL) 9 - I (1024 5 0.16)

CD4 Btk ) ¥ RERBOFG-Hi 7 H D 108 112 Sy
ZAL (hJefiE s /mm?®) *9 (25 16)

1) TLOVR 7TV X212 & 0 Hlise
H2) BB (%) DAEDIFEHITPITHEES L

7£3) LOCF (Last Observation Carried Forward) flisg

iE4) Pk
#:5) NC=F THist

£ 6) Optimized background regimen : @ b I N7 RGHFOMEE
BIERZEBIARIE, 425% (125/294 B) TH o720 FELEBIERIE. FH 42 61 (14.3%). L 38 fl
(12.9%) . 93 20 B (6.8%). 5595 20 1 (6.8%). FEJie 14 B (4.8%). Wi 13 6] (44%) TH -7z
KT VA FA =T 800mg (FAKGRIEH I F Lz,
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3. B K B #&
(D2 %)

(3) ERIREIEAER - RAMEEE (WEAICH TS HAE)
< JLAEPE AR >
fERER N 40 BICRF LT, U b FEIVEHRE (100, 200mg) &HEHT. ¥V E L% PEG &
AiHl & LT 200, 400, 600, 1200mg # 1 H 1M, F7213300mg % 1 H 2 [0l 14 H A RAERE
35 L7z,
ZOREF, U N F VPRS- TOIEBIERIZ TR 200% (8/40). M. 50% (2/40), HHIH
125% (5/40). BEREIBIREIE 50% (2/40) TH o7,

W) FVFE /Y FFEN600/100mg OPL HIV EOEBIEAH 5 HIV EYHEIT L TRRB SN Tw
- R [, RAIZIEZ Vv FeErE LTI 600mg &Y YL 1 H100mg * FNZF
N1 H 2 FAEFPFIEBERISOAREG T 5. FGIEL T 3T Mhobt HIVE LT 5 2 &,
Thhbo

(4) RFRORER | BERISRFGHER
AR L

(5) 1RELEVERER (SAEIAICH|T B AHE)
1) EEBELITRERICEER
< BB >

REETHA ¥ | T vy afb, EERRE
POE- P HIV 30 EEREN S 5 HIV EYYE B E
T B43 588 | - PI. NRTL. NNRTI OE#EDNH 5
- 1Dl ko PT 25 L™
- Pl # 3R E LAY
- A NVAEN= 1,000 2¥— /mL
- OBR |2 NNRTI iz 2\
*IRBRBAAARF 2003.3 @ TAS-USA 1250 < ; 5B 200410 1) A MZHEHF Sz,
B 24 MBT) VAY BRE AN TOEEIZ600/100meg 1 H 2 HICZEH X
n7z,
RER 7 1 FUFEIL/Y kL 400%/100, 800%/100mg % 1 H 1 [, 400%/100, 600/100mg
Z1H 2 MRS L.
XTYYRAYFA =T A0mg KT VA Y F A — 7 e 800mg ARREI S L7z,
FEFMIEE |48 AMFON—25 4 9501t HIV RNA #0410 login 2 ¥— /mL LA
iR LR I N BB 0H G
BIVREFHME H | 48 EEEo A HIV RNA O TF2I< 50 2 ¥ — /mL MR SN2 BB DA,
CD4 BptEfifa g o2t
RS B [48 B D ¥V F ¥ /) b F E IV 600/100mg DA REEIZ, HIV RNA
D 1.0 logo VL EIEA2561%. HIV RNA EA5< 50 2 ¥ — /mL @ BEFH)
12 45% TH o720
BITEH | v Ev & o REBIRA Tl et/ ] BLE ORI 40% (182/458 1)
WZFHD SNz,

1) F v+ eI/ Y b+ EIV600/100mg OFHIV FEDOWEHIES S HHIV EAHEIIH L TRRB ST 2 A -
JEEE T B ZIEF v Eor e LTl B600mg &Y M Evl [M100mg & 22l A2 mfdish X
FAEBERIOFHE ST 255 B L Cid B MofHIV EEHFHT 22 L. I TH %,
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3. B
(DD %)

R B &

2) HesEtER

<R T >

RERT A ¥ | 725 24k, E AR
RES YU HIV EOBRFAEERA 3\ HIV A
ERBEIE | - 5L HIV HEOBERBREERD 2
- 74V ZHH = 5000 T ¥ — /mL
ARy i FVFEN /) FFEIL8007/100mg (343 B1) % 1 H 1 MKEIIHLG FdoE
FEV /) kT IV 400/100mg (346 B1) & 1 H 2 mELHES- L7z,
T YRS F A =7 %5 800mg IIKBEI SN F L,
FERHIEE |48 ABEOTEF YN /) b FEMSHTZFVFEN /) P FELVD T AL R%E
Wz (i HIV RNA EOFAI< 50 2 ¥ — /mL LR S 7z BE oflE)
BT FHUEREET 5T L
RIKEHIEHHE | 192 B TO, TOMY A v 20 - SEARAROFE (i HIV RNA &0
KF23< 400 2 ¥— /mL LR S M7z BHOEIF, HIV RNA 0%k, CD4 "
MR DZAL)
GRS AR |96 HIFOD HIV RNA < 50 2 ¥ — /mL 2% - 72 BE0#EGIE, 5V
E /) FFEVBETTI%, BEFENL /) FFENVBETTI%TH Y,
FHHUEHHFE S, RS R SNz DR/ S REC X 2R ITT =
83% (95% CI. 1.8 — 14.7) p=0.012],
RIFEA |96 #IFD 7 L — | 2 DL EORITE O EBEIE, FvFen /) hFen
BT 23% (80/343%1), TYF LIV /) MFEVEET 34% (119/346 f1)
'(‘\ZF)O 7:0
WRERT A > | 7> 5 2k, EERGER
ES YL HIV FEOWHHEED D 5530 ¥ F BV TRIGHDEH
ERBEILE | - AN X 2 BEGH DD LPV KGR
* ANV AR = 1,000 2 ¥ — /mL
- 425E L7 HAART (212 38) F7213 STI (= 43H)
B FVFEN /U FFEI600/100mg (298 BI) FizaEF /) hFen
400/100mg (297 #1) % 1 H 2[5 L 720
ERGHMEH | 48 ROl HIV RNA O T A< 400 2 ¥ — /mL Ll S M BF Ofl G
HIRRFli L H |48 HEF ot HIV RNA BT A< 50 2 ¥ — /mL LR S h 7z BFOHIA,
48 O ML HIV RNA O F 2510 logo 2 ¥ — /mL AR L2 S iz
BHOHE, CDA B EO21L
i APk |48 JEF O HIV RNA < 400 2 ¥ — /mL 127 » 72 BEOE ST, ¥ L
FEN /)R FELVBETT7%, BEFEL /) PFELBET67%TH D,
FEHUEDIGE S N 7zo
IR |48 BRFD 7 L — F 3 ~ 4 OREITEOFEBIEIX, FvFen /) hFEn
BET27% (80/298 B), @ F UV /) kU IVEET 30% (89/297 1)
VC“&)O f:o
3) ReMHER
R L
4) BE - mERHIEER

LR L

13




3. B K B #&
(D2 %)

(6) 7AFEYER
1) ERRGERE - BEERMREHE (BHFE) - RERFTREERAR (HRRERKREER)

<A 7Y VA F >

TNV AY GG SN EF AR N ER (BEE R, 2at e AR,

Elis SEHTILIER) (=I5 2 A DUE. Bt 5.
R
s |HIV OGRS B LA T % RAENER A (DT [HRD
JERAAE ) D RS BT HRD SO BE - fn71) 3 2 5 "5 4L
R A 2 AR
SR | T 19 4F 12 1~ T 29 4 3 1
HEGERIR | 55 C HRD R AEO R e 7)Y A5 Bk L7 = 17 A bl
BB |71 VA5 Beln £ A B L C o 5 T
FHRR |27 o
ISR | 128 61
T
sy 1227
AT
sapp |50
HERIAS O SHANLT ) U2 5 5 300mg' <. 71 T A5 5 600mg DK
ik ZHEV T 27 4 5 1 AR . LCaB L 7
7)YV RAF % 300mg (AR ENE L,
<Rl
GV R 128 1005 B 41 BIL= 78 PEORIEFI A S, B 58
212 320% (41/128 BY) Cdoo 7o EAHUEN GEATERIC 3 FFLLE) 1,
Y)Y RIEE 7 B (55%). EIRIMEE S5 B (39%). M k) 7Yty R
g B s Bl (39%)., ma L A5 a—VIE 3B (23%). IR EEE 3 6] (23%).

THI 3B (23%).y -FZNFINEFT AT 2T7—FEM36 23%) Thol,
[MedDRA/]J version 20.1]

<AxE>

CD4 Bt ) ¥ BRI AKIB G- LI, BB G MR S, HIV.RNA 2¥—%iZ
AHPeS-3 5 I TF 2580 5, DB STwi,

14




3. B K & &

(DD %)

<MERMHEHAT 7 DAY A — T >

Hit TYVRY FA — TGO HER TS BT 2 54e . A2ty L,
HL S

FLEOWIRER HRD 2:FIFHA O L Hifk 23\ T HRD EFHEDOHZE IV T YA Y 4 —
TG R SN A % SR b B Bl

2ty PR 21 4F 10 H~Fi% 29 48 3 H

S R BT HRD JERFADBE NN T VA5 F A — 7 G 2 T &

HESERIE 1) o e

BlER TV TR FA — TNk B a2

Eiifizese |29 fidk

RSB | 1,376 %1

AR

sy |50

AP SFAT

sy |17

. WA BIER O GIHANE T VA Y FA — T % 400mg* T, T VA YFA —

i 75 800mg* DA, PR 25 4F 10 HICHA R R & LCain L7z,
< B>
SEASVESRAT AT 1,376 Bl S B 410 BUIC 619 LEORIVEI AT S, BIEHZE
HIE 413 29.8% (410/1,376 B1) T - 720 F 4B GEARZER T 10 £ELL 1) 1d.
THI 54 B (39%). 5 bV 7 V) kY FIigE 49 B (3.6%) IR 250 35 61 (25%) .
R IAE 32 Bl (2.3%) 5895 27 B (20%). A~V 277 &) R0 21 61 (1.5%) .

HEHL ERERINAE 17 %1 (12%) .2 L A7 a2 — VIIE 16 B (1.2%) . .0 15 41 (1.1%)

JrRERESE 1560 (11%). & 1061 (0.7%). SILE 10 61 (0.7%) THo7z
[MedDRA/]J version 20.1]

<AHEME>

CD4 Bk ) > 7S BRI A AP G- LR, A I3A S, HIV-RNA T ¥ —idg
B3 » HCBA L., Zo% bR,

<IEREIRHAS S B K E MG - 7Y VA5 >

IERANS 7)) ¥ A 5 " GED G SNTHEPNZ DOV T, HERT TOHEFRD

H Y TR, S\ R . 2 BB, R IR B 2 5 2 1 2 U
S

F— IEFERHNC DI, IR OHE)R & FER S I HIUE S 20 HZEIRIZDO W T,
12 7 H ORSBEIE 5B CIEHINET 5.

R TERHIC 7Y Y 2 7 S 5 SN REBIT, PR, TR, T R % Blss

o T & 723ER

2ty SRR 19 46 12 A ~FH 20 48 11 A

HEREGE | BEmEARGE e (2D %)

ERifii |1 ik

IESEGIR |16

RRPHRT ||

OE LTI

% A BHIREE O R RIEHNT T Y ¥ A 798¢ 300mg™ T, 7V VA F 5 600mg DAL

” PR, PR 27 4E 5 B ICHAST R SR & LCEML 2,
BIVERIIR B, S 77 a7 ) vRE O 7 L7 5= VBN 1 - Cdh o

R 720 HAERIZOWTIE, BRI REIE 2 ¢, MAEBICEEHE 2 5h b 5%

RO LN o7z,

KTV T AYFA =75 400mg, 7)Y RAY F A =7 §E800mg N7V ¥ A F “HE 300mg (KGRI S F L7,
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3. B K K &

(D2 %)

<RS0 S B AR SRR A © T VRS F A — T >

IR T ) YR8 F A = TGS SNTEBNOWT, HER T TOA

Hiy ERGORERNE, REMIEEY S X 2 EN, ER~ORESICHT 2
A IUE, Matd 2.

F—— TEFEIRC D\ T, HHR OB % MR I HIUE S 50 IERIZDO VT,
12 7 H ORBBIE %I CIERIUET 2,

. THERIC 7Y Y A5 F 4 — 750 A 5 SN, e, TE, HiEsoRt

© % BB T X 7R

£t 1 SR 21 4 10 A ~FRE 29 4 11 A

HESEBIE | 2eed (k2R Z)

Efifiat |4 Mk

IUESEBIEL |10 )

LA VERAT

srgepy |07

i FABER OB G IEANL T VA Y F 4 — 75 A00mg* Ty T VAYFA —

i 75 800mg* DA EV, SEEL 25 4 10 HICHA AR & L L7z,
PEESNZ 108105 By 460252 (e 2 ¢k, B, AT IaE R OV Y

gem & 1) OEWEHDRD bze WTFRORIZOWTHBIEBICE T X :h 5

7, MAERICAH] & OBIEMEDTE T & WAL, A YOI 85 S8 I f i S
OB RS ZE A3 1 80 1 132 Sz,

<BUEWGE IR SR © HARMNERER AT F2x 5 & LTIEME) b Y 7RV RIS
TN VAL e IR L 72 & & DY BYRE K V2V ORE >

HAMNMERE AR 12 b FELVA T 100mg & 1 H 2 I (12 BEHIERE) 5

H H BRI 5912 7Y ¥ 2 7 8¢ % 600mg (300mg™ x 2 $¢) HIARE1#% 5
L7z & FNVFENORYTHRE R N2 Watd %,
AT A | FEE MR, BRI 53R
PO HARNEREB NS T
it 1 ) R 204E5 H~7 H
IR - T IHHE~5HH Y FFELHTEL (100mg) % 1 H 20 (12 KERIRIKE)
B OBHH: Y MYV TN 5 HHBGRCT Y YA S 5 300mg* & 2 5 (HE)
arE=3 i 14 A4
TREIEBIEL |8 Bl
FEWERE - MAEF ¥V E VL) N EOVIEEEHER
SRAMGZE H Gtk ARE, ME, IRFAEL. MR, REHE 12 FHELO RIS, BRARHA (i
ZIMAT, M L2, RS, AEHR
BeGIERIEL |8 Bl
LA VESRRT O
g S0
%%ﬁ%ﬁﬁsw
o GUE B 5L
<ZEPE>
ARHENB GHRICBD SN AAEHGL, FH 47, BIR 2 4, 8. MEORE,
AU, RIREESE. o 1 BEMEREEANIMEOCEES LIETH o728, wih
g LT, ML T Lz, E7o. IMLE. BRINEL A 12 .0 E KR

HNZOWT, FERMICIIEIC 2 22813 7% < R OMBEIZEO SN2,
<SEWyEhRE >

VI SR EREICRI A3HE (3) FRRBR CRERR SN MrhigsE 1) RS A<
HANCZBT 55> 221

TN IAYF A =75 400mg, 7)) VAL F A =T 5E800mg K T YA Y “5E300mg IR SN E L7,

2) ARFME L TERTEDABXIEER L /HBROBE
[X. EHFHICE S AHE 5 K#EMNE] o (P55) 2y H2 L,
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VI. EHFIEICEIT BHIEE

1. FIRSHICERED | RAT YL FENAN YT LKW, 7EZFFEVIERE, s, ) b FEL, AV
HBEEMNIE | BBALVT 4 FEN, FXFEN ATV, A VT ENVT Y — AR
it & % &

2. % 1B £ H | (1) EFRERGL - fERMERE 12

FNFENITHIV-1 7a7 7 —E0 2 B LR OBERIE 2 T 5, IV FEIovid HIV-1
BHAILICB W T A IV AD I — FF 5 Gag-Pol ) EAEOYIK 2 @IRAICHEL, 2D
FER, BREMA AT AT A NV ZAOBKE T S, ¥V FEIVIE Kb 45 X 10" mol/L T
HIV-1 7a 7 7 —EIZEmWgitEz2 A LTh b, HIV Fu 77— EHEAI MR RO
B ZFNL otz MoRFENZ 13O M7 a7 7 =Xk 2 HEMENIZRO bR
o7z

(2) EHEEM BB
1) FoA L ALER 19~

FIVFEIVide FTHIREM, © bREMIMEZERR L O MHEk/ ~ 707 7 — DICaMkRge s ¢
72 HIV-1 Bk K O IR 2Bk, 36 0N HIV-2 FEER=Epk Iz 0r LIMHAE T (ECso 1 : 1.2 ~
85nmol/L) #/R9 o FNVFENIFTHIV1IZV—7M (A, B. C. D, E, F. G) LUZ V—70
DGR 5 BERREE K OO BERREELZ in vitro THL A WV A& (ECso fl: < 0.1 ~ 4.3nmol/L)
2T In vitro (BT BT VFENDOH T AV ZAERIZ. 50 % VR 2 7R3 i
(87 ~>100 umol/L) &£V T/ ITRWIBETHEDLNL, FIVFE LD ECso fliid e b I
HAE T TRPSRET A 5BV, YV FENIZHIV 7us7 —¥HEHR (77 LFE,
ANT A FENVETY FFEN) EBHTAIEICE DM ZRL, X7 Lt Y FRH
WERERERN (FTANHEN, V¥ 23y, TAMN)YIEY, FITVV, VT I,
TNV IE ROV ETY V), X7 vt F FRERGEEZMER (7 /7 8EN), EX7 L
TV FRMIEGEHERER ()Y, 2778L Y Y, FS5ELY Y, RAESE U
CYNEEY) V), HIV a7 7 —YlHEHR (75FFen, £ Y-, gerein, 4
FF IV KLU tipranavir®) K OREATHER] (enfuvirtide®) EPRHT A2 &2 X ) HIMEMH %
RL720 T et Ins DAL DBV THEYEHIZRRD bk o7z,

* 1 [EINARIKEE

HIWFEILD ECsofE (in vitro)

HIV ¥k IREAZ i) ECs (Median. nmol/L)
HIV-1/111B MT4 229 — 6.26
AR AR HIV-1/NL4-3 MT4 310 — 329
HIV-2/ROD MT4 470 — 849
PP o B PR 5Bl ik 3 5.0
(1113 #k) (275ng/mL)

% 2003 4R UCTREARTR (F85EH) TH A HIV 7u 7 7 — EREH

HIV-1 XD BERRICH T B S FEILDIRIA IV AEE (in vitro)

YTy AT ECso (nmol/L)

0.20 — 2.66
0.39 — 4.28
0.38 — 047
027 - 114
021 - 083
013 - 1.21
< 0.10 - 065

Group M

SO|lTmEmI W=

Group O 1.59 — 254
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2. % 1B % H
(D2 %)

2) SRl 1020

3)

FVF ENVARAET CTHE L2 AR HIV-1 2 STk 4 VAR 15572012, 34EL E DR
EHEDBELIZE A, WEY AV ADRINFED SNz WEY AV RIS LT VFEN
1% 400nmol/L %8 z 5 i CREIIHI 2R L7z (n vitro)o ZOTiEY A4V AE, FVvFE
WK L CORZHES 23 ~50fHEFLTRBY, Yur7—¥Y#mric2 ~4o7 I /g
BEA LTV SNSEDYA NVADTVF VIR Tar 7 —ENOT I ) B2
BOMMIEIZED SN d otz HIV 7057 —YHEARMEZE R 2 H3 5 9 Mo HIV-1 »
LY NVFENOMERR (ECso A 53 ~ 641 f521L) % in vitro THEAR L7Z#R. ¥ Ve
ViItERO 707 7 —E¥WNIZ 2207 IV BRERSHBIL. 209 % LIOF, V32L, L33F,
S37N. M46I, 147V, 150V, L63P. A71V J U 184V D% Ak 5 itk @ 50% 4812785 &
nizo #VF Nttt (ECoflidlt; fold change [FC] >10) 7451213, ThHDER
D) HIRAK S Mo HIV 71 7 7 — ¥ HEAIM R EERILETH D, 9 b 2MMOERITT
TIZFaF 7 —PHEETFHICHELEL TV 2. TYTLFEN, TIFFEL, £ VI FEN,
TE¥FEIL, RNV T4FEL, U MFEN, FFFENDH LW tipranavir® (CTHEORRK S
BERR 1,113 A&, S NI A EN G AR 3R C202/C213 3R I UF C208/ C215 FRERFAEMT I HLA AL S
NERE D 5V F COVH5-BIIRET O 5 BERR 886 HRICBWT, FILFENMITHs % FC > 10
(thoefili) 2R L7-01%, 10 %2825 HIV 707 7 — CRERHEREELS R L2 5o 7297
TNV—=TDIKRTH 70

* 1 EIPARIKTE

FERFETICHE T B HIV-1 OFIR (in vitro)

— ¥ L (RAIT, H69Q, K70E, V77 1)

—o— APV(LIOF, V321, L33F, M46 1,147V, 150V)

—a— ATV(LIOF, V321, M46 1,162V, A71V, I 84V, N88S)

—— LPV(L10F, L23 1, M46 I, 150V, I 54V, L63P, V82A)

300 - —o— NFEV (LIOF, D30N, R41K, K451, M46 1, V77 I, 184V, N88D)
—A— RTV(GI6E, M46 1, V&2F, 184V)

—o— SQV(G48V, A71V, G73S, 1 84V, LOOM)

—+ TPV (L33V, M46L, V82T)

400 + A

200

100
I
0 ‘ ‘ ‘ ‘ ‘ ‘
150 200 250 300 350 400
P K (Il)

ﬁqu,ri 19, 20)

HIV 707 7 —¥HEANIRLMESED eI v, 7y 7L FEN, THHFFEL,
4 IFEN, BEFE, ANV T4FEN, U MFEN, BFF YN tipranavir* I123F
T B IEZEAMET L7 B 20 Bk 3,309 ¥k 90% (2% LT, ¥V F BV D&M T I 10
R CTHY, 1ZLAEOHIV 707 7 —EHEFN L ClEZ2RT 74 VAT VI E
VOEZIZBRIFE Tz, HIV 705 7 —EBRHERI D S IR L 72 5V F OV ICiit
WRRT IOMD I B 7HIZDOWT, tipranavir® IZBIT AMEDSHET S, 7D H 6 KT
& tipranavir* 128§ 5 EZWE TN E o7 FCK3) Z&hn, FLFLELE
tipranavir® & O XMPEIZREN TH S Z EATRENT WS, 1R OEVEL, X7 L
TR/ 27 VT FREREREMEA JEX 7 Lt ¥ FRUEERGREEEER], pa R
Al NFEen oI LMHEIZECEVEEZONS,

* 1 EINARKGE

(3) TERIZEIRESRA] - FrehsfE « M EH 2 L
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VI. EMERRICEET HIEE

AEOBAANICSH
2 EMEED
T — 2SR A
DHBEHN H V).
LT AAEAICS
T BRIEETRT

(1) ek EER B MmARE

B/ HIV-1 < 0055 ug/mL

Tu 77— EHEATEHIV-1 : 055 ug/mL
(2) & MmARESERRE 2"

25 ~ 4.0 I
(3) ERPREABR CRERR S h/ciRE

1) R A

1. MAREDHE -
i E %

<HAEMNZIBIFLEZED >
R AL, U M F YL 100mg 2 1 H 205 A EROHES O 3SHHICT VFEL
300mg $t* 2 $r % AARICHNROR G Lz e &, MR 5V COVERE L 20 B (FFYLfl)
U2 Crax (596 ug/mL) (2L, % 18 BEF P T2 L7z,
X7 YA 8% 300mg IIRBEI S NE Lz,

') hFEI100mg % 18 2[8 5 BREREZORSHICHILFEI 600mg ZREICEREORS
L& ZOmMPHZILFEINDREHRE (THERERE)

(ug/mL)
8
71
61

it

EE 5

"

¥ a

A

)%

i3 3

i

0 12 24 36 48 60 72
IR [ (h)

') M FEI 100mg ZREFZOZSHICHILFEI 600mg ZREBICEEREOZRES LEED
MR FIFTEINOEYEE/NT XA —&

SMENHE ST A — & FVFE /Y bFEIL600/100mg
Cmax (ug/mL) 596 + 0.888
tmax (h) 20 (0.5-3.0)
AUCe (ug-h/mL) 102 + 463
tiz (h) 178 + 103
tmax: UL (FHLPH) SEIAE + A HER 2% (n=8)
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1. M EEDOHR- <HHENIZ BV B )R>
pil E * D& I+ ¥ 600mg §E 1 5 XiE 300mg 8% 2 fE D HlFR #% 5. 2
(02 %) fEFERC AL, V) MYV 100mg = 1 H 2 015 HRAERR OG- 3 HHIC, Fvre
L 600mg $E 1 $E X 1% 300mg $8* 2 $E & 22 )AL A RIS L2 & Z ol dEd
FIVF CIVEREE - WEIHERS S OV SEENRE R T X — % % DT ISR T,
IJRFEI 100mg %= 1 B 2 A 5 BRIREROZRSHIC
AILFEIL 600mg & 1 $EX I3 300mg #8* 2 fe 2 ZBIER X IS BRRICEERORS
L7zEZDAIINFEIOMFEFEEHE (FOETIZERE)
(ug/mL)
8
—O— 300mgHe™ 26E (22 )
7 L —@— 300mgHE™ 25E (&%)
—A— 600mgdi18E (L)
—A— 600mgHEldE (f k)
1L
3
i
o
)
7
v
)%
i
i
) N FEJL 100mg Z#REROZSHICKILFEIL 600mg ZEBEORESL=EZD
MR LI FEILDZEYENRE/ NS X — &
S H e FVFEL /Y FFEL600/100mg
8T A—5 300mg §&* x 2 i | 600mg §i x 1§
Ze G R G-
n 47 47
tmax () 20 (1.0-5.0) 20 (1.0-5.0)
Cmax (ug/mL) 413 + 081 421 =118
AUC« (ug - h/mL) 937 + 342 924 + 403 (n=46)
tiz (h) 19.1 + 726 190 £ 111 (n=46)
RS
n 47 46
tmax () 40 (1.0-5.0) 40 (1.0-6.0)
Cmax (ug/mL) 6.02 = 1.60 580 = 1.08
AUC« (ug - h/mL) 117 + 536 111 + 404
tiz (h) 158 + 528 159 + 6.84
tmax: HHULAE (HEPH) Sl + R A
XTI YA Lk 300mg IZRBEH SN E L7z,
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1.

MAREDHER -

Bl TE b7

(DD %)

@)%V F )L 800mg $E* 1 $E X1 400mg $E% 2 SO HE I 1#% 5 2

fEFEREALC, U M EIL100mg % 1 H 115 HEEROKS O3 HHIL, FLVFE
)V 800mg $E™* 1 $€ 1% 400mg $E* 2 $E % 22 MEH I ERICH MR OHRYG- L2 & S oliEm
FOVFEOV RS — R B OSIIETR 7V YL DM BIRE /S5 X — & & T O L O FEIC
AT ) MFEI100mg & 1 H 1 RKAER B H12 400mg $E 2 $2 1% 800mg & 1 §¢
ZHEREORS- Lz E 2, 400mg $2% & 800mg S DI AEH 57V - Vi — REEHER (2
KELEZALNR P -T2 BRITEBEFR S OWTNOME D 400mg $E% & 800mg
BER ARG L2 EOMET F IV EV O BIREIZ T A SN D572,

) RFEIL100mg & 1 B 1 [A1 5 HREIRERORSHICZILFTEIL 800mg §87 1 FEX &
400mg 8% 2 e A TR X IS BEICHERBRORE L EED
FINFEINDOMFEFEEHE (FHETIZEERE)

(ug/mL)
9

—0— 400mg $T*285¢ (Z2MEy)
—— 800mg $E*15E (Z2JEE)

—e— 400mg $e#28¢ (&%)
—A— 800mg FEe*1e (&%)

i

£

h

7

)%

EA

v

)%

3

i3

24
R [ (h)

) R FEI 100mg ZREFZOZRSHICHILFEI 800mg* z BEREAZRES LzEED
MEFFR LI FEINDEYEE/NT X —42

S B e FIVFEN /) kFEL 800*/100mg
NTR=Y 400mg §t* x 2 §i | 800mg 5% x 1§t
eI

n 81 78

tmax (h) 20 (1.0-239) 20 (1.05.0)
Cmax (1g/mL) 487 = 144 491 = 1.33
AUC» (pug-h/mL) 105 = 655 99.5 = 494
trz (h) 161 + 838 170 = 172
ABEY

n 43 44

tmax (h) 30 (1.0-6.0) 30 (1.05.0)
Cmax (1g/mL) 703 = 1.67 6.77 = 1.67
AUC~ (ug-h/mL) 110 + 355 110 = 416
trz (h) 135 + 477 140 = 4.62
s LA (HEPH) ST + R

KT I AYFA =7 G 400mg LT T AL F A — 7§ 800mg IZAREBH I NE L7z,
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1. M EEDOHR- @FNVF vl H 1R 2 B AER RS 2
8l E = TR AV FEIV /) b FENZ EEZICT H LR 720 2 WM ER LRS- Lk &,
(D3 %) FNF EN OISR 25 ~ 4.0 BEFZICREISE L, IR 15 B Td - 72,
MEFFREHR
(ug/mL)
10
—O— FNFEL/Y M FEL 4004/100mg, 1H1HE
A FNFEL/Y L FEIL 800%/100mg, 1H L
—o— FNFEL/Y L FEIL 1200/100mg, 1H 1
—o— /Y MFE)L 400%/100mg. 1H2IM
—A— FLFEL/) FFEL 800%/100mg, 1H 20
% 1
0 i
ja
v
EA
5
X
U<
FE 01}
0.01 ‘ ‘ ‘ ‘ ‘
0 24 48 72 9 120
I [ (h)
AT EINDFEYERE/NT X —&
TNWVFEI /| FIVFEN /| FIVFELN /| FIVFEL /| FVFEN/
) FFE LV ) FEL JhFEL ) hFEN ) hFEL
400%/100mg | 800%/100mg | 1200/100mg | 400*/100mg | 800*/100mg
1H1Im 1H1Mm 1H1Mm 1H 2 1H 2Im
(n=8) (n=7) (n=7) (n=8) (n=8)
1HH
fta () 35(30-40) | 40 (40-60)| 40 (15-40)| 40 (15-60)| 40 (20-60)
Cumax (ug/mL) 256 = 1.31 411 = 184 650 = 1.31 225 = 1.36 453 = 194
AUCiz (ug - h/mL) - - - 143 £ 87 314 = 152
AUComn (ug:-h/mL)| 236 =125 441 = 220 716 = 118 - -
7HH
fiwe () 25 (15-40) | 40 (30-40)| 40 (30-100)| 25 (1.0-30)| 35 (15-60)
Crmin (ug/mL) 064 = 046 107 £ 0.36 155 + 0.39 185 £ 053 289 = 197
Cmax (ug/mL) 376 = 094 526 * 158 732 = 066 391 = 087 574 = 188
AUCiz (ug -+ h/mL) - - - 335 =95 482 + 226
AUCon (ug:-h/mL)| 386 + 148 61.1 = 225 893 = 119 - -
tizterm (h) 109 + 196 | 144 =517 150 = 691 | 166 =425 | 172 =114
SEINE £ REHEARZE L tmax - HPOLAE (HEPH)
KTV IRAYF A4 =78 400mg KT Y AF F A — 7% 300mg AL I N T L7,
1) OV EIV/ )k F EIL600/100mg OPLHIV 3O ERIED D 2 HIV SRR L TRB S T 5 ik -
FHHE B R AIZ VeV E LTLE600mg &) b+ eVl [H100mg % Z1h2hl H2 B L
FEEZRICHRAEG T 5.5 5B L CZ A TMoPtHIV L T4 L. I TH 5,
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1. MEREDES- | 2) HIV BifiEss o

Al TE * FIVFEI /Y RF YL 800%/100mg & A1 H 1 I EROHRYS L7z HIV &Yy B
(D2 %) 335 IO IMAEHR &V F COVIREA % F v 7= FEHE SR B RE MR AT 2 X 2 3EME)TE X F A —F D

Mz TRIS, EFREBIIBIT 27V F VoM REHER 2 TIIIRT,

LINFENDOEYFEE/NT X —2OHEE (48 BiF. C211 HER)

- BB 7 FIVFEI /1) bFEIL 0% /100mg
N A= 1H 1 (n=335)
AUCz (ug -+ h/mL)
SR M + R e 5 930 = 27.1
rRLfiE (FEH) 879 (45.0-219)
Co (ug/mL)
S + B A 228 + 117
gL (HiFH) 2.04 (0.368-7.24)
SEmE R HRS
(ug/mL)
10

L
4
¥
N% 1+
f L
5 L
U4 L
i ) )
£ i —6— FVFEIL/YMFEIL 800%/100mg q.d. 458
i (n=9)
i —A&— FIVFEN/IRFEI 800%/100mg q.d. 248K
| (n=13)
—8— ZVFE/IUMEIL 800%/100mg q.d. 48:E I
(n=10)
01 1 1 1 1 1 1 1 1 1 1 1 1
0 4 8 12 16 20 24
h
I )

TN Y AY F A —7 5 800mg (FAKFIEBI S E L7z
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1. MFEEDHE-
pill TE =
(D2 %)

HIV &G B CAH /) FF IV 600/100mg 2 &I 1 H 2 BIRAERHR G- L7z 2 35
(C202 B OF C213 3ER) DPEE T RINTIC & 5 ¥V F €L O REE BRI B REMRNT 12 X 5 38
BIREST A — Y OYEEE TRIC, 29HH (BHEIREE) BTS2 VFEVRDY e
DOFIGMATHIREE 2 TR T,

BEFEYEE/ T X — 2 OHEE

AHK] /Y FFEIV 600/100mg

S BRE ST X — ¥ 1 H2MH (n=119)

AUCr (ug-h/mL)

A4 = R 62.3 = 161
HefiE (REPH) 61.7 (339-106)
Co (ug/mL)
A4 = R 358 = 115
FrLfiE (RHIPH) 354 (1.26-7.37)
inse RS
(ug/mL)
10
—a— FIVF YV CEEE)
r <o o« 90% T HEIX IH
g —m ) M FENCESE)

il
i
iy
ikt
JE

0 2 4 6 8 10 12

TR ] (h)

3) :&E 25, 26)

FHEMSEY BRI O R, KRB TOS VTN ORZERIZBEICHL 168% - 72
B ZOREBICHIRERII RV,

4) FHEERE > 7

5)

WERE R O SE ET R B (% 8 61) 12AA /1) M EIL600/100mg % 1 H 2 B AEB S
L7zL EDFNVFENORY BRET RS LR L7 L &, HELAERED LN 5
720 B, HEFEERLEZ R E L2RBITIEH L T v,

[Vl 24 (Bl EoEEE) KT 2HH 6 EOTRE AT AMHBICHT H1ER]
DI (P33) 22MWT L&,

BrEERE

HEEEEE RS (CLer 2830 ~ 60mL/ 43) A3 5 HIV-1 BIHESRE (20 #)) I2BWT, &
DI TIZE Y SV FENVOEYBRBICHEBELBEN W L2 REN () HE). &
BRSO R R B2 A5 5 HIV-1 BAYEBEF BT 5BRIIEH S N TV ngs, &
VFENVETFEZFB TR NEZ s, BREEBFETIVFENVDOEE )T T VA
TR LAWEHEERSN S,

6) TR, ERADIRE S

IR o HIV G« (11 61) 12 AR F] /) M e 600/100mg 2 1 H 2 [k 5- L7z & X,
FNFEND Craxs AUCion B Crnin 12, HEERE (6~ 1238 ; 11 61) & IR L TENZN 28%,
24% S DY 17% 8 U7z IR (11 1) Tld, FVFENLVD Cuax L AUC IZFNLZEN
19% MO 17% 84 Ly Coin 1E 2% AL 72
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1.

MAREDHER -

Bl TE b7

(DD %)

(4)

R o HIV Egds (16 61) &, #vFEen /U b E)L 800%/100mg % 1 H 1 %
Hl7zt &, FIVFELVD Cuaxe AUCon KT Crin 1&. HER (6~ 128 ;15 61) L HEL
TENZN 3%, 34% K 32% A L. k&l 14 #1) <Tid. £ 31%. 35% K
50% A L7z,

el UERZ L

(5) RF - HHAEOWE
1) REOHE >

A Y IVF YL /1) b FE L 400%/100mg % EEBICHESG Lz EDF VLD
Crmax MO AUChs 13, Z2HEI 35 & L LT 30% M L 720 B2 AEOES (BAhna) —
13 240 ~ 928Kcal) ZHBHLL 72L&, AHONEIZL DN FEND Crax KO AUCkhs 12751
AN oT,

ZoRgRE. RERIRSICHT 2 MEPREHR

(ug/mL)
6
| —O— M FTEIf (n=23)
N D)
St —o— ESIRI I (n=12)
R O BEERAE R ¥ 2 IS (n=10)
Loy %y Uy & T— b — IR (1)
H
.
)
¥ 3
Z
)%
w2
"_)i.:iz
1H
| ) . A .
4 8 12 16 20 24
I 4] (h)
ERa | B » HRGE |, OEH | 7ETy e
(n=10) (n=11)
tmax (h) 30 (1550) | 15 (1.0-30) | 30 (1550) | 30 (154.0) | 30 (154.0)
Cmax (ug/mL) 533+ 115 | 361 =078 | 591 =169 | 555+ 125 | 536 + 0.96
AUCus (ug-h/mL)| 719 217 | 468 =111 | 687 = 153 | 803 = 282 | 767 = 263
trzs (h) 146 + 482 | 141 625 | 127 449 | 210 =961 | 171 = 564

PG+ BREMR S, tmae  FPULAE (HEPH)
HTY YA FA =75 400mg KT VA5 F 4 — 75 800mg IIKBEHENF Lz
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1. MFEEDHE-
pill TE =
(D2 %)

2) HIEHIDEE
fERER AL IV F ¥V /Y b F BV 400%/100mg(1 H 2 1)) & F A 75 ' —)L 20mg (1 H 1 [])
X5 =F3Y > 150mg (1 H2Mm) #BERBRIPHLIZLE, A AXATIV-NVRPT=FT ¥
T NFEND Coax LU AUC 1B % RITE L h o7,
T PRAY F A — T 5 400mg 1 IRPEI S F L7z,

HIERH G REFIC BT 2 MR FREHR

1+ —O— ZIVFEN/) b FENFEEEE (n=16)
A= FVFEN/) M FEN/ T TV PG (n=16)
—o— FIVFEN/) NFEN/F AT T = VP55 (n=17)

o2 4 & 8§ 10 12
T i) (h)
FVFEN /) RFEN | FVFEN /) N eV / F=2FV 7 | FIVFEN /) M e/
EasAl Easal F AT T — NP G
(n=16) (n=16) (n=17)
Cinax (ug/mL) 583 = 142 574 + 1.88 6.01 = 1.84
fie (1) 40 (15-40) 35 (30-50) 40 (20-50)
AUCi (ug + h/mL) 489 * 144 473 £ 16.3 515 = 189

I BT E, tnax - HORAE (SEPH)

(6) BEH (RE2lL—>3a) BRICKUHIRAL ZEDENSELEHER
BHEH BRI ORR AH O H RN E & 7 HEBERIFFRD 5Nk h o720
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2. BEMEERN | (1) OVIN—RMUNEFTIL ENER L
N T A — & | (2) RINREER  EMER L
@) WAHTRAZEYF 1 30
EEER AT VF e &) M FEVERERICHARS Lz EO 5V F L offixtiy s 4
FTRAZE) T 41k, FIVFEN PR GREO 37% 55 82% 28N L 720
MEFREHRE
(ug/mL)
6
—O0— #VFENI50me iRk % 55 (n=7)
r —A— FIVFEN600mg kR 1% 5-H5 (n=7)
5L —o— FIF YL/ FEIVI50/100mg iR N/ 1% 515 (n=8)
—A— NV FEN/Y FFER600/100mgRE 4% G-k (n=7)
4 [
il
o L
h O
4 {
v 307
A 4
< O
‘}é
Ui 2 0O
FFX Q /N 7\
A
i A
Q 2\
v “
/ O 2
0 fa ‘ ‘ A
0 4 8 12 16 20 24
TR (h)
%) FNFEI | FVFEN /YN | FIVFEN /Y e
150mg 600mg 150/100mg 600/100mg
IR G-I | RIS | BRI/ R G | R G-I
(n=7) (n=7) (n=8) (n=7)
tmax (h) 10 (08-11) | 20 (1.0-40) 10 (0.8 -1.0) 40 (20-50)
Cumax (ug/mL) 343 += 051 220 = 1.07 520 + 0.89 563 = 092
AUC« (ug - h/mL) 48 = 1.1 110*+ 46* 2717 179 92.3 = 200
tieterm (h) 21 190 | 240*+ 21.90* 159 = 540 142 = 1.86
HKFIINA FTRAFEY T 4 - 0.3693 - 0.8193
SN + BRI AE . tmax - HPULAE (BEPH)
* IR R EASTE
(4) BERETEH 44 ER 2 L
B) YIFTFRAO
IV F )L 150mg & M CHIRNIE G- L7z &8 7)) 75 0 213328 = 70L/h TH D,
JURFEN100mg EPFH LI EDLEHE ) 75 A& 5911 = 2122L/h TH - 72,
(6) DA
FIVF ¥ L 150mg % MR TR G L2 & SO MERIZ8ILTHH, U MFEL
100mg &P L7z & 2 D5 MAEIE 1308L TH - 72
(7) mEEAEEsRs"
FIFENOe MEEAESFEIIR 95% TH D FIMAE ) RS E IS Lz, (n
vitro iRER, PHTENTIEE)
3. K U | BRI L
4. n | (1) M&R—REBEErTEE M gk L
<% :Iv >
O AL L ) DI Z R L7z
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(2) MmR—PABEAFTEBME - HUER L
<BE:FvhF>
RS v MCMC- ¥V F YL 40mg/kg Z HEFREI I3RS L7- & 25, MBI BT 2 ki
FEE MR D 13 ~ 27% Td o 720
(3) ANDBATHE B4 ERL L
<B%:.Ivbh>
IR 6 A 59230 7 HOREIWIZ ¥ )V F € 40, 200, 1000mg/kg/ Ha2¥e5- L. W (MEHE)
DM BIT 5 F N F CIVIEEE & HIE L7z V- CE I IcBAT 3 2 WHEE A D
5T EDIRENT
(4) BERNDOBATH | 4G L
<BE:Fv >
B REEANOGANE M & D DA E R L 72,
(5) ZDMOMBADIBITIE - FZUEFR R L
<BE:7vhF>
HES v MIZUC- ¥V F BV 40mg/kg % HIREE PG U225, RIS e s 2 & L 72
LZAH, FRPICHHBRICRITL, LA LOHFRICB VTG 4 FRRISIREEISE L 72,
Pl RIS R WIREORGTEED & S, Fmi)E., . ARl ciEKiRETH - 72,
AR B IR, MK & AR OH S T L7z,

"“C- &IV F EJL 40mg/kg ISR DEMAMGERE (> b n=5)

FARRP BT REIE . (ug eq/g)
HH AR i (h)

1 4 24 96 336
IR 252 304 1.62 0527 LLOQ
I (RLG) 2.89 303 0.800 LLOQ LLOQ
I (LSC) 201 224 0.502 0.200 0.104
B LLOQ 0427 LLOQ LLOQ LLOQ
(2l 299 512 0587 LLOQ LLOQ
it LLOQ LLOQ LLOQ LLOQ LLOQ
Jih == (o R ) LLOQ LLOQ LLOQ LLOQ LLOQ
CGREN 1] 3.80 394 0.840 LLOQ LLOQ
i (LSC) 0.77 370 4.95 301 2.35
[[E Y5 2N 2.60 977 339 8.34 750
AR o DR AR S 257 861 39.1 9.22 28.6
Lol (77 1A 4.05 5.09 LLOQ* LLOQ LLOQ
ik 6.73 10.6 1.64 0.763 LLOQ
JHF N 435 485 133%* 4.09 0.520
Jifi 463 998 0.665 LLOQ* LLOQ
il 1.13 2.63 157 LLOQ LLOQ
A 222 2.90 LLOQ LLOQ LLOQ
He s ULOQ *** LLOQ LLOQ LLOQ LLOQ
e ik 568 861 1.03 0.688 LLOQ
IR 2.32%* 303 LLOQ* LLOQ LLOQ
H A g 350 216 221 1.74 LLOQ
SR} 1.37 1.62 0.360 * LLOQ LLOQ
I i 5.27 ** 109 ** 0.803 LLOQ* LLOQ
K5 0.830 0.867 0.682 LLOQ LLOQ
R R 4.34 5.31 0515 LLOQ LLOQ
SR 0670 * 1.32 LLOQ LLOQ LLOQ
% i
%% n=2

* %% Fm LR (ULOQ) TH5H 632 ugeq/g LVFLLEL FMHFIZE 5T 463 ug eq/g & T
LLOQ : R TR (0295 ug eq/g A:iii)

RLG: F9TVANI )T TFTT 4 —

LSC: fifky v FL—Savhyy o

28




(1) BERL R OMEHREE 52
FNFEIAZ T F 7213/ MEIc BT CYP3A4 IC X DI s b,
TR NI YCHEFR L2V F L /1) FFE L 400%/100me % HEFEOHRS L2 & %, 1
SR HETRE D REB IR B LRIk CTH 5 Z LR s N7z,

IV EILDORBHER

NH: NH:
(o) (0]
3 4— 55
HN 7 | \' "0

N ~o HN N

I
OH K( ™ OH K(
M-11 '\ /‘ M-15

o M-33

TV I RAY F A4 — 75 400mg (FARBIBEI S E L7z,
(2) KBRS T BEE (CYP450%) OAFiEs?
v MEIZav—2%&H\wizin vitro R T, FVFEIVIZEIZ CYP3A4IZ X Y BRALIIZAE
HENDZ EATREENT,
(3) VEEENROBENOZFDEIE | L ER L
(4) REYDOFEDEEROLESR 32
FNFUENOELRAHYIE 3HEED Y, WA HIV BRISHT G I VF R RELED
10% L N TH o720
(5) EUERBMORERII/NTA—& | ZZUERR L

(1) FERERALAR UHERE ©
FFPICHRE S D,
(2) Hetitseo®
EHEBCAIC MCBERR L7247V F OV /) b F B 400%/100mg & MR G- L7z & &, #
G HREDK) T95% A3 H T, 9 139% AR AN HRME S ze F o RE(LKO PRI,
FrpaHy 412% JRPDH) 77% T - 720
(3) HEtRE
LB L
TV VAL FA4 =T 5 400mg WRBHEA S F L

7. EMEFICL D

x =

5 B

PEREEMT | BLE R L

FFEL R M FE I RIS D5, B ENTIC X 5 TR SN AR,
MAERT © 34 ER R L

FIVFEN RO M eI RIS S RDE W E 05, MEOENTIC X - TR SN BRI,
EEMER U8Rz L
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. 22 (EALOXES) (ICHT5EHE

1. % = Vq "_é'- & REINLTWRW
zZ O ¥ A
2. ’j E&)W; ; 2 BE (ROBEICREELAEN L)
2.1 RFN OB /5 LB BEoE O BEAE D & 5 B 5
22 NUTVTS A, IFVTA, CEVR, INITFI VA - KI Ty - AV TEEN
TUYFEYY, Ve PRI VITF IV, TIVTRARN)V AFNVIINVITAR)V, NVFFT7 4,
TaFrEe )y, YIVFFTA4N (LNFF), ¥FTT4) (TRYIVA), TEV=VE Y,
TENVZIEY « FVAF LYY ARFVIN, VSYRY, 7448070, RZBARY .,
YN—aF NG ho B (101 2]
2.3 B RERE B A VISR REE E B T aveF RS ho BH 921, 931, 102 =]
2.4 RV AR IR, B, FLIE. SRR [9.71. 1522 BiE]
(fR30)
2.1 RFNDBAx U CEBOEDBEERED D 5 BB B WL, ARIOFRZGIC X ) BREEL RS
T MDD L7200, G5 ETDbREVWI &,
T2 AANTY P FEVEGHT S0, U N FELVOREGIIH L CRBUEDBEFED B 5 B
FHITH L TG E2ITbenwI L,
22, 23 [MEMEM] o3 (P35) 2T 5Z &,
24 —HEZ 3R T E—A BT R EE R ORRES R T ETH ). BYFEERTIR KA
DHENTVDEZ ENS, RENE S MARMIIIESG Lewnwz &, ([NE%] omE (P35). [F0
iR | OE (P51) #B8W35ZL,)
3. FHEENIENERIC | [V . IBRICHT2HE] 223562 L,
FET2IEE &
ZzZ O I A
4, BAERUCHESZIC | [V . IBRCHETSHE] 2255628,
BEET 23 FEE
ZzZ O ¥ A
5. BEELERIE .
L 7 0@ 8. EELEANEE

8.1 AFNOMHIZE L TIZ. ENAHDT A o4 Y EDORTOEMES LI, BELIBRZIC
b BB HI, ROFEIZOWT I FEW LAZEZ G-, BT L.

8.1.1 AANE HIV BYEOBIRERILETII AV L2 5, HARE % &1 HIV BYE O R
VZRE S P B SEE LEVT BT BETEA D B O T, AFIFG-BMRHR O BRI O ZLIZ oW
Tid, TRTHEECHE T2 L,

8.1.2 AFIOEMIE G L 2 HBIZonTIE, BEOLIARHTHLI &,

8.1.3 A G- BItARE. HUEDIRAE LIHREZZE L), RAZHIELZY) LanZ b,

8.1.4 AFNIHHHEH L HHEAEH 2RI T DD B0, R OTRTOHH 2 Y& |2
WMETHI e, o, AR THBEPICHZICoIER Z RN T 238546, FRncHNE
kT B2 &,
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8.2 AKX B iHHkE, PLHIV BT iR A FEOERMO b & THIGTAZ &,

8.3 HIV 7 u 7 7 —ERHERNC X 2 G O BE T, BRI OIERE XTI, SIsEA I3 L,
ZFOHRIZIEHERIEIESY T Y F—=Y A28 LB ST b,

8.4 AR AR B VT, BBIEIRREBROAHLZLODED 103%DBHFIZHEDO LN, K
Hl OG5k % B3 559513 05%. B O EEHMEO E7- 29 BIEDIZE 04%.
Bz R R IRE R 1E 0.1 % RTHICFRD SNz T20 BBOLIIRENSHHEETH Y.
Ve 5. BAMG 4 HPPNC R L 720 Gk IC B L7 B, BERBOH LB E 25
L LWMERRBICBWT, KRR FVTF 7SNV EELL I X VM LA,
AR XIZTGNTF 7 I END—T et LY A ERBLT, R & ORBEEZRSH ST
BORBLEDIRBORBENEP o720 L L, EANCEM L 72585 0 8BHRII13 %
B3 L FEIBIIEREE D> O S RE TR K O 5 ki3 e 2 o 726

8.5 KAl % & teht HIV DL AIBEHHRE#1T - 72 B T R SERREI ]S S Twvw b,
Be5-Baath. SCIRBRREATInIE L, JEBM O A 2% & $HAEREME DI R &S (=4 2,525
TLATETLAAYT Ly 7 A, A MATOTAL VA, —2a—FYAFAHIZLLLD) %
R B RIESEDT B DD b, To, REREOREICECACERR (O
IRIRBERECHERE, Z58MEMJc, 5 ¥ - NU—EmERE, 7 P RES) »HT 5 L0
EBHLOT, INSOERZFM L., LERNIGEY 2 HREZE T L

8.6 ARANC L ZIHFHHITFEINED T VAR E SN TV A O T, HEJHL OEREE L% 0 5 FE
OFMEIIEETHT &0

8.7 FHkpEREE, A H HbLNEIENHLDT, EMWLRIFRREREZIT) 2 &, BlIgE
F4ATH 2 ko [111.2 3]

(A7)

81 PLHIV W2 AT 512H 720, BETEEIRDLEY 2 EIC, EULKIRAZ#HELE
HiZh=Wmbh IV AEZRERRLUTICNAKITEACEHDNEETHB L+ + 55 HHE L
THH o7 L THRGEZMIEL. REEETL TSI TEVEEL L 5,

MRFEEFHTE T UE, BRI T L. BHWHEY A VADOREHEZTL, 200, +
B EITV, BEOMEO L LT HIV #EZ G T 5 2 L.

SIL1PLHIVEHEICX D, MY AV ARAMET L. CD4 Bh) ¥ X ERE OB MA D b b,
LA L7255, Fi HIV #EE I BHEREE ClI 2 W20, HIV BEYSENSH#EIT Ly HA RS
HEOT A AWHPEPTIET DAV D S0 T4 AWHPIROMEST - FIEE FHNTFER L.
B ZREWEITRA D L. HMHOBALR R D EDHIUTE B ITHMSEICHE TS L9
RET LI L,

812 AFNDABHFAETIE, TG 48 B F TOH MM L ) HHME K RS T
BY, ABEBFEEPICHEG 6 HAETOFT—FEBIRB LTS, TOX )2, KFBFARE
TIXENRGHOREN T — 7 R O5N2H DI > T b,

PLHIV #HETIE, —RINZIERINC D72 0 BRI 2 RS 5720, IRAEEIWEH OFEBUIE
HL. RICR D ZENFHIUTE B I YIRS T2 L) RET A2 &

813 AH 2 H LI HIVELEZ IELLfThhad o288, ERIMMESRE LR T2, kb
OB ZHIRT B VDL, FDO, e ZHBERY R Roz VKPRV E
LD LTH, HEEOIRREBYIRAZMEST 5 LI585 &,

814 AH & OMHEAEHDH SN TV BHHKN DD 5 DT, BIVEH OFEBLRL R HIREY O fE bt 2 [l b
T5720, IRALTWEEANIOWTETHLBEIEZ S XHET LI L, o0 KFHIMR
JAHZH 72 IR 3 A 3EFNC O WO BN S ERICHR T A L 5 R8T 5 2 Lo ((HHEAEH
DOW (P35~42) 28352 L,)

8.2 HIV JEAHE DRI BRI B 7z - TIL. @) 2 69 BAGIR J N8 ) 22 R DML A A D & e
THULERD S, T, HERICIE. PLHIV FEICE B84 Rl ERAR M ER AT %
BENDEDH D, X5, CDA Btk ) ¥ 7RBROBEANAE D B4 R A PHEDR BT A BZEN0D 5,
L7273 COARKIOP 5 A3H HIV BT 5 T2 ik e BBz RoEMO b & TITH 2 &,




e

)

o
i
2}
3

i

83 717 7 —EMEAG P OBEIZB T, BRI, BRI OEAL, MBS OB E o b
TYR=YANHHbNIzEDWENH ) KE FDA 12X D EBEEITHON TS,
AR OFHERRRERIZ BT, HEREOH EHRA37% (114/3063 Bl) 138D N7z,
F72, C211 ikBx (F Ve /Y e 800%/100mg % 1 H 1 m¥eh:) KU C214 kb (5
VeIV /) R FEIL600/100mg % 1 H 2 Bl¥5) 12360 2 453 E A HHR O FBURDIE,

DTFotsh)THo72,

i 28k, ZREOFERDFEBUERE L.

DY 7 EHYI RILEEIT) T Lo

Z DX IR B & b IR R R R

WEREBEER (C211 HEERU C214 FHBRD 48 ;ERFHEHT)
C211 k& C214 k&
DRV/rtv 800%/100mg 1 B 1 @ | DRV/rtv 600/100mg 1 H 2 [l

n=343 n=298
BB A EFHG BB (%) 6 (1.7) 9 (30)
ML 1 v B 1(0.3) 4 (1.3)
it A > 2 >80 0 3 (1.0)
W PR 1(0.3) 2 (0.7)
A YA ¥ IRAENNE IR I 2 (06) 0
PR TR B 0 0
1o I 1(0.3) 0
A v A VIE 0 0
A A U 1(0.3) 0
A it A 0 1(03)
4 v 2 Bk 0 1(03)

84 B IAHPGHIL CROLNLEWEH TH %o SHERRERIZ 35\ TR L 72585 B A
FHLIL, 5.7% (175/3063 B) THotzo €09 5, Grade 3 XiF 4 DFEIBEHEFLIL 06%
THY, EEIRG L2 ET 2B EFRIT06% Th oo BEOFHEEHPIHBLL Y
Hlid EHICHRG 2k L) 2 0@ 2479 2 & ((HERZEIEH & PIURER] 03 (P43)
2T HI L) T, C211 MB R U C214 RERIZ BT 2 565 Bl HH L O S BIHE I,

DTl THo72,

REMEREESR (C211 AKXV C214 FHERD 48 BRFAEHT)

C211 #HE& C214 5%
DRV/rtv 800%/100mg 1 H 1 @] | DRV/rtv 600/100mg 1 B 2 [

n=343 n=298
SR A EHLGIEIU (%) 51 (14.9) 49 (164)
T UV F— kR E %% 4 (12) 5 (1.7)
IR 8 9% 1 (0.3) 0
KB 2 (06) 103
IFERER I B a 0 1(0.3)
HRLBE 1(0.3) 1(0.3)
B HLBE 0 103
7 2 (06) 1(0.3)
5895 27 (79) 19 (64)
FLBEVER 5 1(0.3) 1(0.3)
EILM: B 1 (0.3) 103
4 Bk 95 0 1(03)
BEREz 95 1(0.3) 4 (1.3)
R INITR 2N B2 2 (06) 9 (30)
WRIE KRG IB 1 (0.3) 0
E% 7 (20) 2 (0.7)
Z IR B 0 3 (1.0)
Bz R I 0 1(0.3)
B2 SOt 0 2 (0.7)
AFA =T VA -V a vy ek 1(0.3) 0
E /iR 6 (1.7) 4 (1.3)

TN TAY F A — 7 800mg (ZAKFIEH S F L7z
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HAMCBWT, HIRBICAF L OENTETE 2V atEsENss e EM#ERES (&
PERFEMEFBMERSERE. BEMERE) 2Hh Sz,

85 YL HIV #E:FlahIC, My £ v ZE0igA & CD4 kY v SEko B hima e v, feEfedsex
F# L, WEAE T B RIS AT X, H A REGE o [ R SE IR AR AL S T
WYL EHMONT WS, N % TR SR B RE & 5,

FRICIEE BB WA, W%, ) Ziidk, 2V 7 a3y h ABESIEPT HIV 9 paa # Lhix
MEHNCHRIT 5720, IS ORRGYERHFZICH HIV BE 2 a3 26, R ESE
OB EE BT 5,

T TR SR SR L 728 S OB HEE IS D WIS LT W WS, SEse: & L CHEl
BBV E Y OFRGIZE DRI ES N TV S,

86 #MEIRRERII B VT, FHMED FVOFERHL)I35% (16/458 #) M SN Twb, HEY
HOEfER Z OMfER a2 £E ) B OBIEEZ 1T L 2121, O FVOFRRICTTEETLL O A
HIiRET LI L,

(1) BHHE - REEEFEDSH 5 8E

9.1 BHHE - BIEEEDH 2 8EF

911 MARBERVELVWENEREZE T 55E
HIV 707 7 — ¥ HEH CHEER O MR B F BT 5 IUIE K OFH i B 7 45
DM MFELROBIMAIRE SN TV D,

9.1.2 ZILiR 2T I RREZNBBIEDEEED & 5 B
RIEBIEN D SN L WEEENRH Lo FIVFENIZANE ST I FEEET 5,

()

911 HIV 7u 7 7 — ¥ HEAF G- h O M AR EEZ T B T BT IE K O I BE 8i55E 55 o H Ofi
B OBEIAA S, KE FDA I X ) IEEBESITHhN TV,
MAHREFEICBWTIZ, HFER2E= ) 7L, HEICHKGTLIE, /20 20X
BAERA S H b A10E. MEEEE N T- 085 7 @) 2 UE 42179 2 & .

912 RANIANK Y 7T I FEAET LD, ARy T I FREH L OR UHBUEDRKHT 5 2
EDHENE NS, L7eoTy ANVEARY 7 I FREHNH LTT LV =HEODH 5 BEITIE,
PEICHGTHTE,

B, MEFRREBRICBII A ANVER Y7 I FRFEFNHTET VLV —BE2HLEBE LW
BEORBEAMAERLORRLEE ITFITRT,

SEBRRRBRICH TR AWK T I RREH 7 LI X —BEEENORBEEEEER KR
ZIVKR LT 3 RRFRNIHT B 7 LIVE —EOEE
#v) (n=100) %L (n=358)

AH / UMFEL 600/100mg 1 H 2 5 BEO595
B HHGIEBHEGIEL (EHIR)

(2) BHEREERE

9.2 BHEEEE RS
921 BHEEfEERE T, QI F L E2BRE5HOEE
LWk, aveFrolihiEEs A S LRERED 5, (23 102 2]

(f33)
MEAEH] OB EZHT b L,

(3) FrH¥peREERE

9.3 FHaEEE HRE

9.3.1 FfifeE=ERE T, Qe F o 2i55HhDEE
B’ LawZlk, aveF roOMmiEEz EA XS 0WHN2EH 5, [23. 102 2]

932 FHpEEEERE (AN F L 2BE5FOEEERL)
EMIITFRREM R 2179 R EBEOIREZ T L. BALD RO SN E12E
R I G2 EET S Lo AFNETRICHFETRB S, FREEEREE TIXE VI
FIREDFER T 2 BENDH 5, [166.1 ]

9.3.3 EMEEMDO BRRY / Xt CHFRBESREMICHEEREIZHOO NI BE (O
WeF L aH5hOBREZKRC)
TR 21T 2 EHEORELZ T/ BIE L, B0 S48
RIS 12 ZET 5 2 &0 AFNZ T TRI S, FREERE CIREWIL
FIRED T A BENDVDH 5D, Tz, TFHREELY S HITEAL S 2 WREEN D 5. 1A
BT b/ MAHRERICBWT, BRI/ it CBFAESHEEEE T, AEREL KLY
BRMEERE DD B, FEEEO LA ORBHE S EEBEEE L) Ed o 70

9 (9.0%) 18 (5.0%)




()

9.3 % (Child-Pugh A) JUSH&EEE (Child-Pugh B) FFREFHEEFIIAHA / V) FFEIL 600/100mg % 1
H 2 MRS L7 L S0 5V eV OSBRI A e 5 & LR U SR 2 2213300 S 2 7p o
7o BEEFFEFEEF N RELRBIIERL TRV, AAlZ, FI2 CYP3A4 TR#F SIS
720, HEEEE TEIAAORmCMHERES TS5 BTN0d b BFHOFEHIEZEL., K
HARRE R A3 5N 2 BE TIE IR R AR A 24T ) 2 L EITHR G35 2 &

REREBRELOICEERODEEFRERES®REICKH /) bFEIL600/100mg %
1B 2ERE LEEDHRES 7T BEO AL FEILOFEYEE/NT X —42 (C134 HER)

Panel A Panel B
NS A— & R BEETHAERES (R AT REREE
(n=8) ey (n=8) wlbas
(n=8) (n=8)
Cumin (ng/mL) 2,840 = 926.2 2,346 = 664.0 2,054 = 1,096 2,610 £ 1,480
Cmax (ng/mL) 6,401 £ 1,673 5583 £ 991.8 4715 = 1,333 5768 + 1,806
tmas () ™ 30 (10~50) | 40 (30~50) 30 (1.0 ~50) 50 (0.0 ~5.0)
AUCin (ng-h/mL) | 52,310 = 15900 | 47920 + 9908 | 37.880 + 13820 | 45470 =+ 18,240
tiz (h) 17.38 = 9420 1870 = 11.84 16.11 = 6.275 12.10 = 5589
W) hyefiE (HEPH) I + B

(BEIKRU / X1 C BIF R EEBAHRE)

RANOIEFERARBRIC B VT B RO/ Xid CHF28 7 A )V 2 BBRGEE 25 11.9% (344/2.886
Bl) EFENTHBY., FEEEAERSGORBBEKIL, FEHERIEE (67%) ICHNEEHBRYEH
(134%) TEWEHIAAFD BNz,

$7-0 SHESIHRBD S B C211 Rk (FIVFE /1) FFEIL 800%/100mg % 1 H 1 ml#%5.)
TN C214 3B (V¥ /1) P YL 600/100mg % 1 H 2 [3%5) 123513 5 A 5
LOBHHEIL, LToLBY)THo7z,

KRHNPEGH 2 S IFERE R DT SN L BETIE, IR 2 TALS 20 RIERD 5720, £
BT REMAE 24T 9 e EEZ OREE TMCBIZ L, MEICRS 552 8,

BRRKRVD/ XIE CEFRVANAEEREBEICH I SHHEEEEER
(C211 FHER R U C214 FHERD 48 BEFAET)

Cc211 & C214 =&
DRV/rtv 800%*/100mg 1 B 1 [B | DRV/rtv 600/100mg 1 H 2 [H
EClREs FEER R EpilR e FEEERLE
(n=43) (n=300) (n=52) (n=245)
JT-ek B A S5 G S8 B (%) 7 (16.3) 9 (30) 11 (21.2) 10 (4.1)
ALT (GPT) ¥&hn 6 (14.0) 2 (0.7) 3 (5.8) 4 (16)
JiK 1 (23) 0 1 (19 0
AST (GOT) L& 4 (93) 3 (10) 1 (19 3 (1.2)
iR =) I S oF - 0 0 1 (19 0
fHZE % 0 0 0 1 (04)
SVEIREE S 0 0 0 1 (04)
EAETE TN 0 1 (03) 0 0
R A 0 0 0 1 (04)
y -GTP #m 0 0 4 (7.7) 1 (04)
B 51 0 2 (0.7) 1 (1.9 0
T 4¢ 0 1 (0.3) 0 0
C B2 0 0 1 (19) 0
JF R R 0 0 1 (19) 2 (08)
JiT B 0 0 1 (19) 0
FS AT IF—ELR 0 1 (0.3) 2 (33) 0

TNV AYF A — 75 800mg IFAREEMINE L7,
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6. BENEE
BT 3EEIC
B3 % I &
(DD %)

(4) £JEREZHT 5F
RIE STV

(5) 14w

9.5 1T1%

9.5.1 MR IR L TV B W REME D B 5 L2, R EOF R GBI Nl 2 &k
ENBLHEIIDAREEGTH L,

9.5.2 MR I K ORI ORLIRICAHK] /) b FENERS Lz &, HERE KL v
FENDIMFRERK TR LN TWwAS, [166.3 ZH]

(f#38)

951 B EE (T v PRI HF) THGEEIEEO LN TR WA, b MBI A ITE~OK
BT A RERIZOVWTIIMFT SN TV R W L2 b, (B FOERMEIEHY: % 05
EHW I N DY AICOAEET L L,

95.2 HTLIEC BV 2 Y EHRERBR OGRS S, HIRPICARH] /) M FELVZRG LI-LE TV

FENVDOIMHRERT 2RO ON2Z 20, FEREGEL TV, 2B, IR %2 3%

H4pl i, ARHOMBRHES 247D LIRS, AR O AEE 28T X85 3HH) & 66

L7=8Acid. S5 4 5 M REOK TIC L ) KB OREIREG T 2 W fetkrd 50T, BF

HAI2HEICEIERTAIE, (V. 1 (3) HRMECHERE SN mhiE] omE (P.19)

EBWTLI L)

(6) RiLw

9.6 IR
BAEBISEHI L FUFENE, BWER (5 b) ¥ THIRABATT 5 2 LA
SNTVEDL b MBI ~OBITEIRHTH 5,

(F330)

AHIDOE MZBF BININOBITEIAYTH L5 7 v MIBWTHIINORITIRD 5722
Db, AR GHIIRALEZ TS L

B, HIV IZFLH~BAT L, FLURICERT 5 2 e i ST b7z0, HIVISEGL T A 1
BUIRILL W RS NS,

(7) NRF

9.7 MNREE
9.7.1 RN, FHAN, FLE, 3IMAMONRITIIHRG LI &, (24, 1522 ]
9.7.2 3L LMW, ANRIZBT 2 EERABIIER L T e, [6.3 SH]

(f33)
MNRZRRE LRI ER SN TE L, HIEHEDSMHLL TR,

(8) =i

9.8 EkE
REHOFEBUEE UEEICHR G952 & AANIL, B LTUFBRTRISINL2S, milgs T

SR T L Tw A 2 D% K, EOWILHREED RS 2 BLNAH 5o

(F30)
— MR TIZAEBBEREAMKT LT b 720, AR O LHMASEIE L, BIfER2SHR S h
LR HHZ LD, THICBIR LA OEEICRGTHZ L,

7. B £ H

AHNIACHEER T + 7 10— 2 P450 (CYP3A4) FFEMEMZAET A2 &2 5, CYP3A4I2X D
RS NLEAEFH L2 & FFHEROMPIREZ EA ST WRMEYEH 5. 720 KH
X CYP3AIC k> TR S ND I 0D, CYP3AL 38T AN LI L7 & SARF oIl
HREEAMCE L. CYP3A4 2 BHE§ A 5H & F I L 72 & S AR DM e DY L5745 % W etk A
bH%o
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7.8 B £ H
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(1) HAEREZDIEH

10.1 fAERE HALBRWZ L)

HREHEZ B HEIED D % o

INIRIEARIE - &
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IZfEE BT T &) R FLANE S 51l
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VAVIZZ VY|
[22 ZH7]

INIVFFT 4 INNVFFT 4 VOIHREDS AL,
LEbT BPIER T2 BENDD 5,
[22 &)

Jarrtl TuF ) yoOmAPRENER L, 1E
ot PRS2 BTN D 5,
[22 &)

IINTFFT4ILR INHLOFEFOMPREZ LA XE5B
LoNFF FENBHH (YVFFT740E) PFE

2EZT 4L VEDHHIZED, YIVFF T4 LD
TRV Cmax X NAUC R ZNZFN 39K KO
[22 ZH7] 105 I CHEIIM L 72 & OHED D 5 ) o

TEILZIEY TENV=IEyOMAPEESEF L, 7F
VAT AL BERT B2 BENDD 5o

(22 Z:H]

LYV & ARAEEE
[22 Z:]

WS R VT Y N OMPREN AL, EHD
T =5 W3 5 BEFNHDDH 5.
[22 Z:H]

TJaxL/ > T ARV YOMHRENZEL L BT
TLYTAT LBENDNH 5,
[22 Z:H]

RoOzRy > Kz AR OIMhEENRER L. 7
VT XA HAMERT 5 BENDDH 5,

|2 E BRERIER - BEAHE #F - BRET

(NUNZAVAFN INEOHEFOMAPFEE LFIZX D, @ | RKFLY IV CYP3A4 IZxf

NV F Y JiE D SR R0 I W 3 ) 45 o0 T 4 7 SR | T ABHEMERICL D, s o3EH]
IRII L WICIERRZ AT T &9 RHLEAR I 20 | O HES S,

[N BetEA d %6

N AT

T35 A

[22 7]
EEIKR YEY FOIMHPEE EAICI D, RER

[22 ] SO T M GHRE KIZTT L)

JN—OFxHN

YN—aF PN oMbiEEAs AL,

AHIJL ) M F o CYP3A4 (25t

A 7HF L b HUBEEE AR SN B S L 12X D | 3B BEMEIU PREERFIBLE R
(22 B8] MOfEREDIHAT 2 BZND DD, |1k ), UA—aFg v olirhi
BN ST 2 2 E b B
(A3

AHNZ CYP3AA FHEEHZ AT 5720, CYP3A4 TRBFENLEREIH L2 &, HHHL-ZE
HIOMRHHPHE S MM AR ED RS 5 IS OFHANTHRBEI SN 720, iR Eo F
FACX D EE R IAMITERE RITT XD EERS BT AW D 5, L7205> T R
HIBSHIC NS OFEFDPHEEG- I N TRV E2EERL. T2, AFHFKEHTICI S 03EH)
BEHEN WL ERETH I L,
BEGTANET NAF=VOPTICE) ., 557 4 IVD Crax O AUC (MLH IR EE - BERTHE
BT 252 NEN 22% [ 08 312% 3 L 72 & ot At N T — 7 538 56
AN M FEND CYP3A4 I3 2 BEEA I PHEEABEEMICLD, UnN—aFHn
Y OMAFREEAN LS L CHgEEEH R L, IO fERIEDHE AT 20 eEr S %,
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7. HE £ H

(DD %)

(2) HAEREZDIER

102 HAER (HRBISERIAHILE)

A/ IATFIFY VY
(St. John's Wort, €2k +
Y- X -T7—b) EHES

T /INIVER—IL
il N %

BEWD DB, IR AT HT L,

FRYXLI L (£HEE)

AADMATREEAET Ly AR OREDBEGS 2
BEWHH L T A AIIRERL TGS
ZQ’ : & o

EHE ERPRIEIR - FEAE R - fBBREF
V77 ED AR OMPIEEAET Ly AHORANWET 2 | NS OFH QS AHRERF TN

250, AR EES NS,

VTP IFL

AF#l/1) b FENV 600/100mg 1H2WIE) 77 7F >
150mg 2 H I MZpEH L& )77 7F O
PACH O AUC H398 fCHN L7z BERIS 555
BIEBEIELTY 77 7F » OREREZ R
LEERELTHRETAI L,

SUINABF
T RIVINZRZF>

SIS OFEHOMAREE LRI XY, B
FEDRE W RN B0 BRI AU EIIL TR
VB LTINS D ORG- R MRS 5% L1
HLTRGTAIL

HILATA—-Ib

VAT O—)VOIFE EAIC LD, QT IR,
B, AR SOOI RFR OB 22
MRS LWHENA D 5o BET AAIIENE
WG LTIV AT O— VORGSR ZRET L% E
ERLTHRSTAZE,

77)20v1L 2%

FNVFEN /1) b FEN400/10mg 1 H 2& 7 5
J2a<4 Yy 50mgl H2EEHHLzEE 7
FN)Aa<4 Yy ® AUC % 57%HM L7z B
AEAIILEIN LT 9 A~ A vy Ofeh
BEWET A EEEL TR TH2 8,

HILNTEE L 3

AHl /) MV 600/100mg 1 H 2R E AN~
YY¥ Y 200mg 1 H2MEHHLALE AN~
YYD AUCH H6%HML 7= T 284512
FREIE L TN LY Y O 582 R T
LHEERLTREGTHI L,

SIWTFFTAILD
INTTZ
BEZT I
STIR T4 T

TIiAEOr
NTTI
URAA> (£5#EE)

¥z

SURAXRY >
2708 LR

Ca #E#nEl
(7zOYE . Z71VE
ZHLTELE)

TIVFHI >

AHF=T
INOYLZX

Rerar

TEXYIN

NS DOHEFDIPRIER LA SE DD D
%o PFHT 23 EIZLEITIE U TI b0
DGRBS B EEEL TG TH2 8,

AAF ) YLD CYPIA4 I

THMBEMZLD,

INHDHEFD

RAAES NS,

FEHRTLIFHLT—k

FWFEN /) ML 80/100mg & FEA T
YIFFYT— 1 10mg B L& Sv)
Y/ U MNFENVHEARSHOTET NT YD
AUC U Conax i 17 R TP 16 FEIC LR L, SV
FEN /) M FENVRERGHEOTEN T YD
AUC KU Crax 130 FNE 128512 1R L 720
BT 2B AL IS L TTEA VT v 2T
FUI— MRS REERL TR TAIL,

ARATO MO PREERARME

&%,
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7.8 B £ H
(D2 %)

pg-lAed BRERIEIR - #EBAE HERF - fEBRET

OXNZXZF> % INHOFAOMAGEEE S LD, BTRE | AN

TINALF 2 FEAEZ DM RN D 50 T DI AITITLE
WIB LTINS OFK OB G2 3T 2% L1
BLTHETAZL,

%y AF1/1) ML 600/100mg 1 H 215 E ¥ TS | KA MY Vo PREEERE
04mg 1 H1FEPHLAEE, VTRV v AUC | HICED, YTF Y v OlihiEs L
MW TT%HIMU 720 BT A5 A REIIG LT | AT 52 80H 5,
VIR OB RE BT A% LR L TR
THIE,

JLEF IV F Y OMPREER FR XSRS B | AR b EL D CYP3AL (25}

[23. 921, 931 &/]

(e Fr ) bFEVEDHRICEY, Ve F v
@ AUC 78 196%HI L7 L s H %) BT
BAHAIIILEIIR LTI F v O S i
TAGREFELTHRGTAZL,

§ 5 BESEH S P& B
I2ED, 2V F OIS |5
THIED DD,

JULATLENL - ETL 4
ZE I

TV AT VENDIFIRER L5 S8 505EHH
Hbo BERTALEIILEIR LTI VAT
El - ETL V7 A VOBRERERET % ETF
BLURGT52E,

RH Y FFENVOP R
BCRP Xid OATPIB FHEERICL D
ZVATVENVOITRED RT3
DDA,

bz TR
(TFZIWIXIFTF =),
JIVIFXTFOLE)

AH /) M FEN600/100mg 1 H 2 & F=)1
IANGIVF=NV/ I VIF AT 3B ug/lmg
TH1MZEFHLAEE, ZFZVIANT U —
VRO VvFA5Fayd AUCIRERZN 4 K
DB LTz RRZBGT D561 Nk
WHERIT) ZEEF L,

U VORI
£, IS 0FERORBHRAES N
60

wILRTY®
NaOxtEF 2

FIFEI /1) FFHE L 400/100mg 1 H 2 ] & B
MALze& Vb5 Y 0mg1HLIM) ©
AUC %%49%, /sa%tF> (0mg 1HIME) @
AUC A3 39%A L7ze BEHIT 28I L C
P35z,

B A

AR

KA/ ) R FEN600/100mg 1 H 2 [E AR %
BHLZEE R (=) AF YRS (+) 2%
K> ® AUC 8FNZ116% ML 08 36 %D L 7z
BT AAIEEL T ST L,

A

A rSaFV—IL
/]. '\:lj_\/“_)[/}i) 44)
AyarJ—-i

RAUNE IS ORI DM A LA 50 hE
Wb Be PERT BHEIIZBEIIE U TAAIL
B INSHOEROR G BARET AR EEELT
P32k,

RALOY R E S HDEAID
CYP3A4 LI BIHEERICE Y, 4
HIRHHE S,

IITF TNT7 7)Y DM EER 52 520D | ARROY bV osEMRHTEIC
o BEHT AHAIZLEIIS UTARKIUT TV | 303 BRHEERIC X Y, M iczs
77 Y ORER RN A5 EEEL TR [ BB AT LA B A,
Z):.ko
XTLF YR/ X7 LA F RRFEGEESRAER] (NRTI/NRTI)
F/EREIL FIREN (7T ) RELTY 7O x | BEA
YIV300mg 1 H 1MW) &¥LFen /1 hF
YL 300/100mg 1 H 2 mZBEHA L& X, 7
J RNV AUC 28 2% L 720 AH] /1)
M FEN LT AEAICIE. HEE T
YA AT
TSRITL INSDOFER L OMEMEH 2R S v EHEER | 2N S OFEHANG T BHRIEICH
ILRNYS2E> b, 0. AHFN L PR AR 5
SITTL
TINHE I
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7. HE £ H

(DD %)

B g-lE=ts

BRIRER - BERE

i - BREF

EX VLAY RRWEERERAER (NNRTI)

YLy 600mg 1 H1MEHLI-EE, SV
Vo AUC 28 13% A L. =778 Ly v AUC
B3 21%3IM L 720 KA/ ) MFENEBHTLYE
Wik AR LB R,

TIRSEYL 4 AH /) M FEN600/100mg 1 H 2 E T 5 ¥ | #FEAH
Y2 10mg 1 H2mEHHLZLE, =T
YD AUC S 37%WA LTze AH /1) M FELE
BRI 28 A20E, R Z T A WEE v,
ITJ7ELY A FIVFEIL/ Y RFEN 300/100mg 1 H 2 [ME 77 | =7 7 ¥ L ¥ OSEYACHTEE

FHEENC & Y AH O
ARAEZ B

2‘; ta t“/ 48. 68)

FIVFEI /) FEN400/100mg 1 H 2 131 & &
YIS 20mg 1 H2MAPHLIzEE, RET
Yo AUC A5 27%HM L 720 AFH] /) M FEV
EPEHT B E00IE 2 AT 20803 7,

KE J Y M FELVD
CYP3A4 (x5 % BHEEHIC
0. AT
EENDo

JILEEy

FIFEN /Y ML 800/100mg 1 H 1 &Y
VEYY) Y 150mg 1 H1MZEHHLZEE YL
¥ o AUC A3 130% 8 L 720 4K /)
vl tyneey y 2T a5a1d e
S A LEIX RV,

KHKL Y P FELD
CYP3A4 1259 % BHEAERIIC
I, Yy rofEnn
HEs 5,

HIV 7O7 7 —tREH (PI)

URFELD D

AH) 600mg &) FFEL 100mg ZZ 241 H 2
FPFALzEE, U MEIWZIDAHFD AUC 13 14
FHIHEIMU 720 AFNZY MFEV 100mg Z PEHHS-
FHIENHERESN D,

b ¥V D CYP3A4 A
FTAHHEEHICED, KD
REHBHE S5,

AEFEL - U hFELS)

FIVF I /) b FEIV1200/100mg 1 H 2 M &
a1 bFEIL400 - 100mg 1 H 2 |13
I VFENV1200mg 1 H2METEFEL - 1)
MYV 533-1333mg 1 H2MEPEH L& X,
FIVFEND AUC & 40% 38 Lize ARFK /Y b
FENEPH L2 ZOu S - ) FFE L
OHEFHRIFE. LT e izsd, ARRIKOY b
F N EDPEIIHERE S R,

FRIRGY FFEVEINS
DHFHID CYP3AL T 5
FHSEAERIC & D, ARl
BB LI DD 5,

THFFEN P

FVFEN /1) FFEL 400/100mg 1 H 2 [E 7
ZHFEIN 300mg 1 H1HzfHLzE &, L
FENRT &5 EL O BREIH BB
A LN T BAI/ ) M FELEBHT S
WEIiE, MRz s 20283 v,

{thd> HIV 77 7—tEREZEH

FSo 7o s 7 —EHEANZ AH /) M FEVEDOHHIEE S LR,

12775 —tEHEH

FIVTFITZEI

AH/VNFEVESVTFISENERHLIZE X,
AR DM A AT B REVED B B0 AH
/) NFENVETVTF 7 SENEIHT AT
JHEZ T HULEI R,

B

RILFTTEIL S

AH) /1) P FEIL600/100mg 1 H 2E RV
FEN30mg 1 H1MEHLZEE, VT
FEND AUC A 2% WA Lz AHl/ ) MFE
WE VT 7 I ENERT A1 et
TS B BT R

B A

Z DD HIV

~zEQY

AH) /) MFEN600/100mg 1 H2E~YT T
7 150mg 1 H2WMZEGFH Lz &, vFEas0
AUC %% 305%34m L 720

) b LD CYP3A4 I X
TAHHEEHICEY, w5 ¢
a7 ORHABES NS,

1) ENTIRIVHHI O AFETE
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7.8 B £ H
(D2 %)

(2) BEEFEEZDER (DDX)

(f#3)

V77>, #4394 rEFYYT (St. John” s Wort, b - 23—>X - J—Nh)
EFEBM. 71 //)NVER—IL. TJIZRN U TFHARI V)

ARHNEL CYP3A4 TR NS0, SHEMRMEERFTEEN AT 2EFEMH LI L &0 KFH|
DOIMAREDMET Ly ZhR258E55 3 5 WD %6

(VT 7TF)

AHEIRT) M FEND CYP3A4 T HEMERICED, V77 7F o @HEINS &
EZbNb,

(UNABF . T RIVNZAZFV)

VUNRATFUROT PVISZAZF T FIZ CYP3A4 TR#E NG, 20720, AK# /) b
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WISA L F v ORHDBHE SN CHHREYS LH L. 1EH ORI OF B 2 48 < THEMED
Hbo

(ivxso—Juy

PN AT U= VITFEICCYP3AL TR# SN D, ED72d, KRHEI /) M FEVEPH L L &,
ARAKOY FFEIVD CYP3A4 HEEHICE D, v A 70— VO RHE S T g
RS L. MEHORRRLEEH OFB A48 S WTREMED D 56

(U201 7)

75) 204 Y VIFFEICCYP3AL TRMEINE, ZD7D AKHK /) M FENVEFIHLZE X,
ARHN K M FEND CYPIA4 BHEMMICE Y, 750 20~ A ¥ v OfGHDHE ST
DS AL MEH OB RIEH ORB 2 8 TR D 5,

(HILNNTEEY)

HAIWNT XY VIZEICCYP3AL TRENL, 072, AHF /) M FENVEBHLZE &,
RAZL Y b FENVD CYP3A4 HEMHICL Y. AN EE Y OREHIHE S Uil hiRE
M ER L. fEHOMRLEWEH O3B % 48  WREEA D 56
(CIWTFT4N, BEST 1, 7IAEOAY  NXTUDI, U RALY (£BEE). #=2I2.
SOARARY> . RVOULRX, CafEf (Z7zOPEY. Z71oEY . ZHLDEVE).
TIWFHI>, EHF=TJ, IXAY LR, REE22. FEFHIND)

INSHOHEANIFIE CYP3AL TR EIN L, 2Dz, KF/ VM FENVEPHLEE, K
FIJ Y M FENLD CYP3A4 FEEHICE Y. NS OFEFA O ARLE STl gD -
AL TEHORERLEEH OB %2 B TRMEY D 5,

(AANARZF . TINAZF)

BB A TH LA, AH/ VP FEVEZNSOFERZHH L2 &, 25 OFEFI DI
JEERICE D, BERURMEIE S 2 2D D %o

(dx)

VIF TV PHEERA (P-gp) OIREERL, TD2H, AH| /) M FEVEFHLEZEE, K
FIKO) FFENLD P-gp FIEMEHICK Y YV TF 2 U olfiithiiEd E5A L. VEH oBsh R BIVEH
DOFEBEIFWHEEDD 5o

(FLATLEIL/ETLVEAEIL)

AHI KO M F YD P-gp. BCRP Xid OATPIB HEEHICX D, LA 7L YLD E
WERT BN D 5,
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7. HE £ H

(DD %)

(2) HEEELZFDER (DDX)

e F>)

e F IFEICCYP3AL TR ND L L BT, Pgp DB E LD, ZD20, KHI/ V) b
FUENEGHLEE, AHRT) M FELO CYP3A4 BHEVEH X P-gp BREEMICE h a v
CF OIMFREN EA L. TEHOBERLEITEH O 52 R S REED D %o

J ML 200mg/ HE v 06mg (Hhlfs) 2L, arveF O AUC KT Cuax
BENZFIN196%. 844%HIN L7z & DAL T — 5 B3 %

F72. BRERED L VIR EDDH 2 BE TlE. W% CYP3A4 EMEH 243 % 35
EalveFUoHEZESEEINTED, U N FENITMIIZ CYP3AL FHERITH L Z Lh b,
INHDOBEIZBWTAA /) MFENEI VLTV OBHAERSET 5,

R OB

IFZNVIANSTVF =N/ I NVIFATAYEARA /Y b FELVEPHLZEE, UM FEL
OB HZF LML D, 2D OSEHOH IR S N CHHREMIME T T 5,
(EILRNS U SaFEF)

B EIAHTH L5 AH /P FENVEINSOEHAZIHHLI-EE, ZNSDOFEF DI
FEAMET$ 5%,

(XPRY

BRIIAHTH L5, KH /U M FENVERF R 2 L2 &, AY N OIMRREIMET
SR

(A "Z3FJ =), FRaFI =), RUaFI =)

ARSaAF = VRO FaF = ViZEIC CYP3AL TR I B L L B2, CYP3A4 [HENE
MefT 5, T07z0, KA /) FFENVEBHALE & HEIAHPHES L, KA. 1 b
FaAF =V ET b aF = VOMFREN AT L0 EERD 5. B, AIFTIEr var
V= VEAVHRIOARGE SN TE Y, BOFNIBEE SN TW Ry,

AH /) VFELVEAL NTaTF V= EOPEHICBT B Y BREGERK F XS SN TV RV,
A bFaF V= EFEMICER CYPSAABEEH A AT 57 a3+ Yy — vt HIZB VT,
ARFN T b aF =V olhiEEo RO Sz,

A1) 5V —id CYP2C19. CYP2CO KU CYP3A4IZX WLt s b, T/, KAl /U b
FENEGH L2 &, K I+ — Vol ERS AL H 5,

KOINT 7))

JIV7 7 2 IiE CYP2C9. CYPIA2 BRONCYP3A4 Ik W &N B, ZDizd, KH /Y MF
CVETgN 77 ) v RFEHLZEE, UV T 7Y YOI REICEEZ 5 2 B H 5.
(F/KREILY

AHE /Y M FENVET 2 RENVEFHLZEE, 72 REVOMAEED EAT 5H5 EHFEEN
WE R B TIE R\,

(RTIU, ILNIDREY, ST 7INAEIL)

IS OFANTEITEIEA SPEE S NS 720, ARHF] /) b FEV EMEEHZ R T RERE IR
L Eh b,

(T hZEUV)

AHI /)P FENVEZINSEY Y EMHLZEE, TS U OMMPEREIMCT § 5%, G
LR E 2 2L TIE RV,

(I77EL>Y)

AF, VP FENVROFLT7 7L U IEEICCYP3AL TR#EN S, €512, =778 L Ui
CYP3A4 #HENEM &2, AHA K M FENMIZ CYP3AL HEEHZHET 5, ZD0, KA /1)
PFreEnvtz 77V Y ERFHLAEEE, KA /) MFELVO CYP3A4 FHEERIZE D =7 7
YL YyYDIMPEEN AT L2~ T77EL Yo CYPIAL FHEAEHIC L Y AA O i rpi
JEMME T AW HeMED D 525, EFELMEE 2 228 ETld v,
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7.8 B £ H
(D2 %)

(2) HEAELZFDIER (DDX)
(REZEV)
AEFEVITEICCYPIAL TR#EENZ, ZD20, AKHI /) M FEVEBHLZE &, KH]
O M FE LD CYP3A FHEEHICE Y, FESE CORBAHE SN T EED EA§
B W EMEE 2 5L TIE RV,
ULEEy V)
AKHE /)R FEVEYVELY) EOMEMEMRE Y 12BWT, YVELEY v AUC A1 130%
Wint7z.
(U RFEILY
U M FE NIRRT CYP3A4A ENEH 2 AT 5720, PRI X ) AR OHZHEL, AH D
M yEE s FA34 %,
(QE+EIL /U RFEIL)
AHL, VP FELMRTOEFEMIEVTNRD I CYP3AL IC k> TR E NS, AHI /Y FF
ElabriL /) M FELVEGHLBEROM S, RAOIM A EEIMET 5 2 & AR S
nTws,
(FAYFEIL)
T ZFFEMATINTMEE a0 MR VEICH S (89%) L.CYP3A4IZX s hs &L bic,
CYP3A4 OMEMEAZHT A ENMOENTWDEH, KAl /U M FEIET FFFENLOHHIC
XD MEAER 2 WET L2k 3, AR R OT & FF EV MR EICH E %2 LA S N h 5 72,
(FEARS>ITFF—hR)
FTEHNT Vv ZTFFY 55— NI Pgp ODFEEE LD, ZOD, KH /U M FEVEHHLAE X,
ARHNFOY M F VD P-gp HEMEHICE D FEH b T v OMHEEN EA L. fEH O R EIE
HOFB %L WREED D 56
(ftbd HIV 707 7—EREEH])
INSDOHEANIEIZ CYPIA4IZE YR I B L L b2, CYPSAMAERHZAT S, 51
ANT 4 FENVIEABERIEL (>95%) FiCimiEa 1 BUEHEEAZISHEAT L0, K
/UM FENVEGFH LS, MEOMAEEICEEZS 250 RELND 5,
(ZITTZEI)
AHI /) R FENESVTFTFSENEIH LIz &, RO MEEhHEED A 5 WG H 5
5 FOBIEHSLNICEN TV RV,
(RILFTTZEI)
KH /)R FEVERVTFTIEVEPALIZEE, FUVTF7IE0L0 AUC 23T 5 HENE
W DN, TOEPIEHL NI SN TR,
(¥=ED0%)
Y b FEND CYP3A4 KT AMHEMEHICE D, ~gvusof#@ilHEINEEEZONS,
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WOEWEDRH 5D Z EDHLDOT, BEET T5Idrv, BERD LN EI13 kS
FHIET 575 SR EEIT) 2 &,

(1) EALGEIER CAVRIER

11.1 EXREER

11.1.1 hEURRIEIFLMAE (Toxic Epidermal Necrolysis : TEN) (EETER). KERL
FRERfEMZEE (Stevens-Johnson fEf&EEE) (0.1%KiH). LWAIEE (0.1%Ki#H). &
MENRERBHEREE BEETH)
BEEDORIBEY D SN, AROHES 2 bk L2 0nE 2479 2 &,

11.1.2 frigsefE=. &8 (GEEAH)
AST. ALT. y -GTP ®_EF&E% S IR E, WENHHbh LI L0 b, [87
Z]

11.1.3 2HEX (0.5%)

(F30)

1111 #AHZ BT TR IAH & OBIEA T T & VAt RS MIREERER S (B
MM NGEE, IETEEE) 2 Shi,

1112 AH) D4 E R R SRR T D HFERRIC B T AF L) b EN oD Z 2T
7 THEAMEIN S (BRI gE, IR B IR 2855) 3ty S o7z
JFHERERE D B 2 BENOERANOMFICEE L Tid, @2 FeRd 2175 2 &, Blgt
ZHoAT BEPROSNIGE I3RS ehIET 2 % EEY R REEZIT) &

11.1.3 C211 B K ¥ C214 B D 48 SHIR 12 35 1F 2 IS EH L OB BHE I T L B Y T

%%O
EEEERESER (C211 HERU C214 HERD 48 :BBFHET)
c211 =& C214 =&
DRV/rtv 800*/100mg 1 B 1 [@| DRV/rtv 600/100mg 1 H 2 [
n=343 n = 298
JiRE ek B AT B G BB (%) 6 (1.7) 6 (20)
My 35— 4 (1.2) 5 (1.7)
w729 —YIiE 0 0
1) 28— HN 0 5 (17)
JEES 2 (06) 0
Bk 0 0

TN T RAY A — 75 800mg IFAEEIEINF L7,

11.2 ZOMDOEIER
1%L E 1%
BEREE S BUE DY AT S e
KB RORERES R YRy FIGE (55%). | M2 B4 AE. LDL B0, £ 8kisE.
BHAIR, BV AFo—vin |0, K5 b)Y AdE. 2k
IE. FIRIGE. BEIR. S | E
rEEE SRR, SEELIREE. RNk
GIE, R, B A%k
HEREE U (13.8%) KR = 2 —asy —, JRESE
Ry RofERESE, SRR, IR,
— 3 R L 7 A
BERUREES [Tz F
DIEEE D ZE, HR
mEREE I
Wges. MZBRUHERREE IR RS, k. Leo< D
BEES TR (237 %), M. (149 %), | fHEL, TIPNEZHE
B (87%). Wam: (76%). W&
BER B, S M. IR, T
AR
FFERERESE JRFEESE 3 S g
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(D2 %)

1%L E 1% AR
EERUETHEEZEES |52 (103%).€H)IFE (56%). | 1. 7LV —HR RN K. 5.
IR DT oA / E8E. AT | ha e B, BB, SEHIE
i R, ZITAE. 2R O KIE. K
REBRESE. 25
PERR R UEESEE | W B, DR, e,
B MEE, ¥
BRURKES SRR E, EREA S B
FiiE. %R
EERKUIERE VAL

LHBERVRSRHRRE

257 (86%). MJJE (55%)

FEB BUE R RMTEEEIE

ERPRARE

F I ER O A, 3 i B B8 A,
I ERAE T BU A, D v ERE
WA, WMot aryRTIAF
FRE [T 4

WEEREHERREREERORKREERE -5

TUSZ8FA=F F/UNEL] TUTZXZE/ 1) RFEIL
21k 800/100mg 1 B 1 El#%5 | 600/100mg 1 B 2 Eli%5
(TMC114-C211) (TMC114-C214)
AAIE BB 3,063 343 298
BIVE S BUEBIEL 2,017 225 221
BIVER EBERIEE (%) 65.9 65.6 74.2
BIfERRIEE—8
BEIERORBEGE (IBXR)
= * TUSZBFA=T F/YNEL] TUTZXZE/ 1) R FEIL
BIfFROES 215 800/100mg 1 B 1 El#%5 | 600/100mg 1 B 2 Eli%5
(TMC114-C211) (TMC114-C214)
SREREBIER 3063 343 298
REREE 11 ( 04) 1 (03) 1 (03
G658 TR SR e T 11 ( 04) 1 (03) 1 (03
Rt b L URERE 463 (15.1) 32 (93 71 (23.8)
BN 7)) FiiE | 167 ( 55) 6 ( 17) 35 (11.7)
FRAR 110 ( 36) 11 ( 32) 14 ( 47)
EaLAFa—)VifE | 104 ( 34) 7 ( 20) 23 (7.7)
i Mg LA 62 ( 20) 4 (12 10 ( 34)
i 43 ( 14) 3 (09 2 (07)
it 41 ( 1.3) 2 (06 4 (13
IR R S e 21 ( 07) 1(03 5 (17)
LDL 84)n 21 ( 0.7) 4 (12 7 (23
BEE 26 ( 0.8) 3 (09 5(17)
BE Y 26 ( 08) 3 (09 5 (17)
HRREE 424 (1338) 60 (17.5) 33 (11.1)
YA 424 (138) 60 (17.5) 33 (11.1)
BEREE 1,322 (43.2) 168 (49.0) 160 (53.7)
TR 726 (237) 116 (33.8) 9% (322)
ELYIN 455 (14.9) 55 (16.0) 55 (185)
iR 268 ( 87) 32 (193) 30 (10.1)
M - 232 ( 76) 21 ( 61) 26 ( 87)
TR S B 106 ( 35) 4 (12 6 ( 20)
53] 105 ( 34) 8 (23) 8 (27
HILAR 9 ( 32) 9 ( 26) 12 ( 40)
I N i 98 ( 32) 10 ( 29) 10 ( 34)
Sk 16 ( 05) 2 (06 -
TV VRS F A — 7% 800mg IFAKBEI S E Lz,
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(DD %)

BIERRIEE &

(HEZ)

BIERAORBRENE (RRK)
- % TUIAEFA—T /UM EL ] TUTZZE/ ) R FEI
RIfFROES 24F 800/100mg 1 A 1 E#45 | 600/100mg 1 B 2 E#5
(TMC114-C211) (TMC114-C214)

SAEREGIEL 3,063 343 298
FFEERES 154 ( 5.0) 14 ( 4.1) 13 ( 4.4)

IFEER B 142 ( 46) 13 ( 38) ( 44)

SN2 15 ( 05) 1 (03 -
BB s L UETHRERES | 491 (16.0) 49 (14.3) 45 (15.1)

3895 315 (10.3) 35 (102) 37 (124)

Z 9 FEIE 173 ( 56) 8 (52) 8 (27

RIS / B/ 39 ( 1.3) - 2 (07

Stevens-Johnson fEfERE | 2 ( 0.1) 1 (03 -
HEERb SUEAIEEEE | 119 ( 39) 10 ( 2.9) 12 ( 4.0)

3 i 119 ( 39) 10 ( 29) 12 ( 40
GHERBLUIERE [ 15 ( 05) - 1 (03

AL 15 ( 05) - 1 (03)
SEEESSUBRERIMRE | 412 (135) 26 ( 76) 31 (10.4)

W7 262 ( 86) 19 ( 55) 21 ( 70

48 HE 163 ( 55) 7 (20) 10 ( 34)

TVYAY FA =T GRS
KTV VAL FA—7 ° 5 800mg 13KFEH I T L7z

rZOMORNE] ©3 5. UFONEE. SHEHKRE (POWER 358 TR b, Rk
5% [Grade 2) BLET ) FEHIC & ) FLEIIRD [P BLE & s S e 58T h b,
B BE 1%

BRAES L VB ERE Tuk

Rl 5 L VBB ERORE. Tl e U Y A, B

e SRALIKIE, e Tk, SHWIRTE, S, B, A
N TR 2 — 1S —, LA . SRiE. IR,

THERES S 5 1

EhLURREE it £ 0

DREE R, R

n&EE TILE

FPiRes. BOEBE £ UHitRRREE

WP N EE, K, L o< D

BREREE

AL, TIAEZ M

KEs LUK THEES

BHE. 7 UVE—PREM 28, W5, haEtiis. BBIE. JEH

PR 98 AT, BB OJE. BEIRIIZ IR
FERRe L UEEHERES | B, PUIBOE. %(‘Jﬁi@f\ AR
BB SURBES SEEAL, HREAE, BROE,. 2K

L5EES L UBRSEKEE

FEB BIE. mE **ﬁlﬁtﬁaﬂi

T/ DT oFHgud, SHERIR

Wbk (POWER &) Tl

OHNTz, BEIEEEDS [Grade 3] PLED

AHEFLE L THE SNHRMAMERE TH 5o

B SR

1%L E

ERRARE

FERE A I EREGR A A R R A
WA, o ta v KT T AT CRREE R

) UONEREL
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(D2 %)

KB RO EAERIER - BREORIRA 5%

BUEERSE % o
i - U
o NSO ﬁﬁg?’i g;gm R | BEER | BRHRe
- Al HRE = . = A=
JPN-01 | (PRZ-PMS- | (PRZ-PMS- AL AHRERE | EREOGE
(PRZ4U) | (PRZ5P)
JPN-1) JPN-2)

SRAEMERYEL 1 27 1 29 4 33

SR REIER 8 128 1 1376 9 1469

EIfERZDRIBEFIZ 7 42 1 410 3 448

EIfERZ DRI 12 80 2 623 4 703

BIfEFZ DRIFERFIZ 87.50% 32.81% 100.00% 29.80% 33.33% 30.50%

BIfERE DIEFE BHEBRSEOIEERIFIEES (HE) = (%)

BE D L UVSERE — 4 (3.13) = 25 (1.82) = 28 (1.91)
AVEH T Vg - - - 1 (0.07) - 1 (0.07)
ke g - - - 1 (0.07) - 1 (0.07)
JNOD B [ IR E - - - 1 (0.07) - 1 (0.07)
Bl % - - - 1 (0.07) - 1 (0.07)
CHIF% - 1 (078) - - - 1 (0.07)
LRIN RS - 1 (0.78) - 6 (044) - 6 (041)
JEER T - - - 1 (0.07) - 1 (0.07)
L5 - - - 1 (0.07) - 1 (0.07)
FA M ATTT A AN
R S 5 (0.36) 5 (0.34)
< Tk T TR - - - 1 (0.07) - 1 (0.07)
b ¥V 7T X< hE - - - 1 (0.07) - 1 (0.07)
IAANTFYI L T
0BTyl A - - 2 (0.15) - 2 (0.14)
FEEM< A anNsF) 7
Hisle - - - 3 (022) - 3 (0.20)
iz - - - 1 (0.07) - 1 (0.07)
HF7 A — N3 - - - 1 (0.07) - 1 (0.07)
ARV PE - - — 1 (0.07) - 1 (0.07)
H TV R R i - 2 (1.56) - - - 2 (0.14)

B, BMd &L UHAARRA

DFEY (TS LUK - 1 (0.78) — 1 (0.07) — 2 (0.14)

—T%ET)

O F AP R B Al
) oSl 1 (0.07) 1 (0.07)
il <P - 5 96 - 1 (0.78) - - - 1 (0.07)

M&EH LY > /INRREE = 2 (1.56) = 4 (029) | 1 (11.11) | 6 (0.41)
71l - 1 (078) - - 1 (1111) | 2 (014)
RS2 - - - 1 (0.07) - 1 (0.07)
P 200 ERHE e - - - 1 (0.07) - 1 (0.07)
I BRI E - - - 1 (0.07) - 1 (0.07)
M/ NG A E - 1 (0.78) - 1 (0.07) - 1 (0.07)

REREE — 1 (0.78) — 8 (0.58) — 9 (0.61)
S W - 1 (078) - 1 (0.07) - 2 (0.14)
S BUAE - - - 1 (0.07) - 1 (0.07)
ST A S BOUSE T - - - 6 (044) - 6 (041)

AR bEE = = — 1 (0.07) = 1 (0.07)
PRI PR HE A T hE - - - 1 (0.07) - 1 (0.07)
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(DD %)

SSRGS R s
FaREER i Ty
AR | BEER el
AR INSO11- i e {EHRE | BEER | BRRRE
iR = /R = S g = e 5 A
JPN-O1 | (PRZPMS- | (PRZPMS-| PE 7, FEL | e S

(PRZ4U) | (PRZ5P)
JPN-1) JPN-2)

R s L URERE — 18 (14.06) = 157 (11.41) = 171 (11.64)
B PR 3 - 1 (0.78) - 6 (044) - 7 (048)
a v b= VAR EORERRE - - - 1 (0.07) - 1 (0.07)
T il s 2 - - - 2 (015) - 2 (0.14)
i A, - - - 2 (015) - 2 (0.14)
B L AT T —VIIE - 3 (234) - 17 (1.24) - 18 (1.23)
e LA - - - 1 (0.07) - 1 (0.07)
A ) AL - - - 1 (0.07) - 1 (0.07)
Y7 kY R - 7 (547) - 49 (356) - 55 (3.74)
e PR I 9 - 2 (1.56) - 17 (1.24) - 19 (1.29)
K7 V73 vE - - - 1 (0.07) - 1 (0.07)
KF M) AdLSE - 1 (078) - - - 1 (0.07)
i) > B ILSE - - - 1 (0.07) - 1 (0.07)
AR M - - - 1 (0.07) - 1 (0.07)
B R - 3 (234) - 35 (254) - 38 (259)
BTNVA)ERAT 75—

YL 4 (0.29) - 4 (027)
TR A e - ~ - 8 (0.58) - 8 (0.54)
TR MR I - 5 (391) - 33 (240) - 36 (245)
AV A5 2 B B D P % - - - 1 (007) - 1 (0.07)
2 R B - - - 1 (0.07) - 1 (0.07)

fEfEE = — — 13 (0.94) — 13 (0.88)
9 DI - - - 4 (0.29) - 4 (027)
AME - - - 5 (0.36) - 5 (0.34)
iy - - - 1 (0.07) - 1 (0.07)
e R s - - - 2 (015) - 2 (014)
B9 DHER - - - 1 (0.07) - 1 (0.07)
UGk s 5 - - - 1 (0.07) - 1 (0.07)

HIRRES 3 (37.50) | 3 (2.34) = 10 (0.73) = 14 (0.95)
H AR R - - - 1 (0.07) - 1 (0.07)
Jiphgs A Jfn - 1 (078) - - - 1 (0.07)
i i - - - 1 (007) - 1 (0.07)
FEED v - 1 (078) - 1 (0.07) - 1 (0.07)
WRE R - - - 1 (0.07) - 1 (0.07)
T — - - 1 (0.07) - 1 (0.07)
JEELHIFR - - - 4 (0.29) - 4 (027)
Bk =3 - 1 (078) - 1 (0.07) - 1 (0.07)
AR 4R - 1 (078) - 1 (0.07) - 1 (0.07)
SR 1 (1250) - - - - 1 (0.07)
fER 2 (25.00) - - - - 2 (0.14)

REE = = — 3 (0.22) = 3 (0.20)
P s - - - 1 (0.07) - 1 (0.07)
HEH S - - - 2 (015) - 2 (014)

BEdLUORKBREE = — — 1 (0.07) — 1 (0.07)
[EERETIEAN - - - 1 (0.07) - 1 (0.07)

DigEE — 1 (0.78) = 9 (0.65) — 10 (0.68)
BeLAE - - - 1 (0.07) - 1 (0.07)
AN SERIMIE - - - 1 (0.07) - 1 (0.07)
ARG - - - 1 (0.07) - 1 (0.07)
i 2 - - - 1 (0.07) - 1 (0.07)
S AL - - - 1 (0.07) - 1 (0.07)
WiE - - - 2 (015) - 2 (014)
PRSI - - - 1 (0.07) - 1 (0.07)
FEEPESIR - 1 (0.78) - - - 1 (0.07)
s P - - - 1 (0.07) - 1 (0.07)
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(D2 %)

UEBRsE 1% .
Bk = e = BhERTER
B nsory. | TR | BECR | emmm | weem | mEsge
- E = A/R = S ¢ S A £ A=
JPN-01 | (PRZ-PMS- | (PRZ-PMS- HE BARRE | HEOGAR
(PRZ4U) | (PRZ5P)
JPN-1) JPN-2)

MmiEfREE — 1 (0.78) — 12 (0.87) — 13 (0.88)
Bk AL SE - - - 1 (0.07) - 1 (0.07)
LT - 1 (0.78) - 10 (0.73) - 11 (0.75)
Hi I - - - 1 (007) = 1 (0.07)

IEIG2e, SR & UHERRREE — — — 5 (0.36) — 5 (0.34)
e - - - 1 (0.07) - 1 (0.07)
ISR - - - 1 (0.07) - 1 (0.07)
FUNE Bk - - - 2 (015) - 2 (014)
I RIS - - - 1 (0.07) - 1 (0.07)

BBES 3 (37.50) | 7 (5.47) = 85 (6.18) = 94 (6.40)
AR LI 1 (1250) 1 (0.78) - 2 (0.15) - 4 (0.27)
IS R v - 1 (0.78) - 8 (058) - 9 (061)
T 2 (25.00) - - 2 (015) - 4 (027)
g R - - - 3 (0.22) - 3 (0.20)
Tk E % - - - 1 (0.07) - 1 (0.07)
AR - - - 3 (0.22) - 3 (0.20)
T 3 (37.50) 3 (2.34) - 54 (392) - 59 (4.02)
5 - - - 1 (0.07) - 1 (0.07)
H - - - 1 (0.07) - 1 (0.07)
A T R A - 1 (0.78) - 5 (0.36) - 6 (041)
Bl - - - 1 (0.07) - 1 (0.07)
L - 1 (0.78) - 15 (1.09) - 16 (1.09)
2V - - - 1 (0.07) - 1 (0.07)
M It - - - 3 (0.22) - 3 (0.20)
BT R R - - - 1 (0.07) - 1 (0.07)
L/Qid - - - 1 (0.07) - 1 (0.07)

frlEEREE — 3 (2.34) — 33 (2.40) — 36 (2.45)
JIESE Al - - - 1 (007) - 1 (0.07)
JiHZE %% - - - 1 (0.07) - 1 (0.07)
NEATRE - - - 2 (0.15) - 2 (014)
iRt - 1 (078) - - - 1 (0.07)
iR - 2 (1.56) - 15 (1.09) — 17 (1.16)
i iis - - - 6 (044) - 6 (041)
BYY VY I - 1 (0.78) - - - 1 (0.07)
HIE - - - 1 (0.07) - 1 (0.07)
i B o - - - 5 (0.36) - 5 (0.34)
JHEEARY — 7 - - - 1 (0.07) - 1 (0.07)
JE7 v 3 — VIR PEIT 45 - - - 1 (0.07) - 1 (0.07)
JIRE i sk - - - 1 (0.07) - 1 (0.07)
SR o - - - 1 (0.07) - 1 (0.07)

EEH LUK TS 1 (12.50) | 3 (2.34) — 62 (4.51) — 64 (4.36)
=y - - - 1 (0.07) - 1 (0.07)
7 LIV E— VR RS 45 - - - 1 (0.07) - 1 (0.07)
7 ¥R 5% - - - 3 (0.22) - 3 (0.20)
e 37 - - - 10 (0.73) - 10 (0.68)
e - - - 1 (0.07) - 1 (0.07)
BENR R Z - - - 1 (0.07) - 1 (0.07)
ZIALBE - - - 1 (0.07) - 1 (007)
EASP - - - 1 (0.07) - 1 (0.07)
B - 1 (078) - 2 (015) - 3 (0.20)
&9 S - - - 3 (0.22) - 3 (0.20)
ki - - - 27 (1.96) - 27 (1.84)
S8R E - - - 4 (029) - 4 (027)
B % 1 (1250) - - 1 (0.07) - 2 (0.14)
Z ) FEVER 95 - - - 1 (0.07) - 1 (007)
E 3 - - - 2 (015) - 2 (014)
TeVESERR IS - 1 (0.78) - 2 (015) - 2 (014)
IRV T 2 - 1 (0.78) - 2 (015) - 2 (0.14)
B %o - - - 1 (0.07) - 1 (0.07)
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(DD %)

SUERR % -
BRFRIAER = e
EER® | BEER RiERRTEH
RFEA JINSO11- HE RS {ERRKAE EEER | BRAREERE
iR = A/ = S g = e 5 A
JPN-O1 | (PRZPMS- | (PRZPMS-| PE 7, FEL | e S
(PRZ4U) | (PRZ5P)
JPN-1) JPN-2)

BERRS L OSBRSS = 4 (3.13) = 14 (1.02) = 17 (1.16)
i - 1 (0.78) - - - 1 (0.07)
H P B A - 1 (0.78) - 1 (0.07) - 1 (0.07)
B - 1 (0.78) - 4 (0.29) - 5 (0.34)
BRI - 1 (0.78) - 7 (051) - 8 (054)
FIRAHE - 1 (0.78) - - - 1 (007)
T - - - 1 (0.07) - 1 (0.07)
2 LT F v - - - 1 (0.07) — 1 (0.07)

BH LURBES = — — 15 (1.09) — 15 (1.02)
SRR - - - 1 (0.07) - 1 (0.07)
KB - - - 1 (0.07) - 1 (0.07)
A - - - 1 (0.07) - 1 (0.07)
B - - - 4 (0.29) - 1 (027)
S - - - 1 (0.07) - 1 (0.07)
R RE R - - - 6 (0.44) - 6 (041)
SRR A - - - 3 (0.22) - 3 (0.20)

SR ERSSUREMO) - - — |2 @22 | 2014
T G - - - - 1 (11.11) 1 (0.07)
Y)5U L - - - - 2 (2222) | 2 (014)
S BRaR Y8 - - - - 1 (11.11) 1 (0.07)

—f% - EHEES L VERES

SR DI EE 2 (25.00) | 2 (1.56) = 6 (0.44) = 10 (0.68)
eI 2 (25.00) - - - - 2 (0.14)
A - 1 (0.78) - - - 1 (0.07)
PR T - - - 1 (0.07) - 1 (0.07)
# - - - 1 (0.07) - 1 (007)
=¥ - 1 (0.78) - - - 1 (0.07)
e - - - 1 (0.07) - 1 (007)
AV - - - 1 (0.07) - 1 (0.07)
PR - - - 1 (0.07) - 1 (0.07)
e B - - - 2 (015) - 2 (0.14)
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(D2 %)

SUERRTE —
bR PREHER - NENERE
ERAR | BEER il
REER JINSO11- aE [ fERmiE | AEER | BRRARE
AR = AR = S g = A = A=
JPN-O1 | (PRZPMS. | (PRZPMS. | B e
(PRZAU) | (PRZ5P)
JPN-1) JPN-2)
R ARARE - 14 (10.94) | 1 (100.00) | 86 (6.25) - 97 (6.60)
TI=YTII NIV
G = 2 (156) 3 (022) 4 (027)
737 —EHm - - - 2 (0.15) - 2 (0.14)
TANTE T I b
5 YR x5 BRI 2 (156) 3 (022) 4 (027)
W p,3raru7)
o 1 (10000) | 7 (051) 8 (054)
[GE eSO AR )11 I - - 1 (007) - 1 (007)
ML L 27 1 — L3 - - - 1 (007) - 1 (007)
My L7 F = B - 1 (078) | 1 (10000)| 5 (0.36) - 6 (041)
ML Y 27 ) SR - 5 (391) - 21 (153) - 26 (177)
i R BRI - 1 (0.78) - 6 (044) - 7 (048)
U RN - - - 1 (007) - 1 (007)
y=FNTINET LR
2 3 (234) 4 (029) 7 (048)
JRIT I o g - - - 1 (007) - 1 (007)
R - - - 2 (015) - 2 (014)
L - - - 7 (051) - 7 (048)
I BB R AT L - 2 (156) - 1 (0.07) - 3 (0.20)
fEILTE ) AR E B - - - 4 (029) - 4 (027)
1) 2 SEREOR A - 1 (0.78) - - - 1 (0.07)
NG A - - - 1 (007) - 1 (007)
W - 1 (078) - - - 1 (007)
e - - - 5 (0.36) - 5 (034)
FLILERELHN - - - 1 (007) - 1 (007)
TR - 1 (0.78) - 2 (015) - 3 (0.20)
T4 M AT TY AN A
- 1 (007) 1 (007)
R A Bk - - - 1 (0.07) - 1 (007)
NI YRT IF—E LS - 1 (0.78) - - - 1 (007)
MHT VAV FRAT 7
5 - 1 (0.78) - 9 (0.65) - 10 (068)
IR L5 - 1 (0.78) - 5 (0.36) - 5 (0.39)
e s - - - 6 (044) - 6 (041)
HF BRI A A 57 - 1 (078) - 3 (022) - 4 (027)
BE FESSUVLESHE - - - 6 (0.44) - 6 (0.41)
PN - - - 1 (007) - 1 (007)
NS gt e T - - - 1 (007) - 1 (007)
kB - - - 3 (022) - 3 (0.20)
AR B - - - 1 (0.07) - 1 (0.07)

[RIVER S OfE% ] 13 MedDRA/J Ver20.1 (2 CRLi
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0. MARBREMRI | WEIhTVLEL
RETRE

10.8@ 8B # 5| 3 ns
AANLBITIC &Y B SRz,
(Tt
FEHEM AL 7V F €L 3200meg % WIS L7 & &, Sl OBGRCTHSNZ HBFE, Mk
WS O AR RO TN T % B  EDHEEEI NI

1. 8 AL 0EE | BEshTesy

12. 2 O i 03 & | (1) EBREAICESCHE
RESNTOR

(2) FEERPREER (CE D 155

15.2 FEREEREABRICE D < 155

15.2.1 B FEER (T v 1) Tid, SR, MRS R, B BRI K OSHUARIR IS RS 30
Lz WHHALEG MY R T T AF VIRBOER E & 12, RILEKRST A —F DT
MR DIHR S I fz %),

1522 4423 205 26 H (& MO 3RMITHY) T, PFHET v MIFIVFENLVE 20mg/kg
5 1,000mg/kg DTG L72fEE, SREHIFRD Sz, [24. 971 B

1523 YT ARVT v MBS AEPEREROKE T, MEHE VT A0 20 TR G K 0N
MilRE OB ORI, HZ v MCHIRBIERL I RIE 3320 &7z o0 9,

15.2.4 EfEHMREE (n vitro B O in vivo) \ZBWTH NV FENVIZEMETH 72 %0,

(f#3)

1521 BB TR O NPT RICED &, BED RO NGRSOV TEREBRE L Tn b,

15.2.2 — &I 3 A TN B P AU R OB RE RIS ETH . B FEBRTIE KIS
BOLNTWEZ LMD, RANE S EAMIIIEG Lenz e, (2] 0oE (P.30). [/
REE] oW (P35) #BWTLHI L)

15.2.4 HH % F 7 A8 28R A8 SRR, 1 ZFLBIIR 2 v 7o e AR SR 5B L OV~ 7 2 & v 7z
IIMERERIZBWT, FIIVF VRN LIRSz,

o1




IX. FEERRABRICREY 2IEH

1 B OB B | (1) EEEER (V. SERcETAEE] B3R)
(2) BURHISEIBAE: - 4 Bhs L
(3) REMIITHER

JL JL =

HEER ﬁmigg (ﬁﬁ) e

y P . . 2000mg/kg
HRAIRESR | HISEFEADRE Zy b A |00 200 200, 2000 O L

A L2} DA DA E=N 7 = p 2000mg/kg
WA | R 1 VRO | 7o 1 | |0 20, 200, 2000 [5E0E

NI G TS 2 P 120mg/kg
DAER | E. OA%, DERANORE | [ X | 0. 30, 60. 120 O |

WAEET | SRR~ O® Sy b | 01 |0, 20 200, 2000 |20 ke
FCIELL

(4) EDOMODEIEHER « LB ZL

2. M #H | () BHERSESHEE
T A, Ty b A XOHEBERRORS AT, MO EIE. <7 2k 300mg/kg KO
ME 1000mg/kg. 7 b 2000mg/kg #8. £ X 320mg/kg B TH - 72,

92



2.

= M
(DD %)

A R

(2) RIEERSHMHR

gie
%\‘l L

b
w5

HZIVFEIL
(/1) RFEN)
58
(mg/kg/ B)

1451
(EpE/ 7%)

EEM4E

(mg/ke/ B)

ELRR
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[ KE]
e Janssen Pharmaceuticals, Inc.
o4 PREZISTA ©
HIE - B PREZISTA Tablets

@ 75 mg: white, caplet-shaped, film-coated tablets debossed with “75" on one side and
“TMC” on the other side.

@ 150 mg: white, oval-shaped, film-coated tablets debossed with “150" on one side and
“TMC” on the other side.

@ 600 mg: orange, oval-shaped, film-coated tablets debossed with “600MG” on one side and
“TMC” on the other side.

@ 800 mg: dark red, oval-shaped, film-coated tablets debossed with “800" on one side and
“T" on the other side.

TR B 2006 4E
i EESIE INDICATIONS AND USAGE

PREZISTA, co-administered with ritonavir (PREZIST A/ritonavir), in combination with other
antiretroviral agents, is indicated for the treatment of human immunodeficiency virus (HIV-
1) infection in adult and pediatric patients 3 years of age and older.

JHZ M O = DOSAGE AND ADMINISTRATION

Testing Prior to Initiation of PREZIST A /ritonavir

In treatment-experienced patients, treatment history, genotypic and/or phenotypic testing is
recommended to assess drug susceptibility of the HIV-1 virus.

Appropriate laboratory testing such as serum liver biochemistries should be conducted
prior to initiating therapy with PREZISTA/ritonavir.

Monitoring During Treatment with PREZISTA /ritonavir

Patients with underlying chronic hepatitis, cirrhosis, or in patients who have pre-treatment
elevations of transaminases should be monitored for elevation in serum liver biochemistries,
especially during the first several months of PREZISTA/ritonavir treatment.

Recommended Dosage in Adult Patients

PREZISTA must be co-administered with ritonavir to exert its therapeutic effect. Failure to
correctly co-administer PREZISTA with ritonavir will result in plasma levels of darunavir
that will be insufficient to achieve the desired antiviral effect and will alter some drug
interactions.

Patients who have difficulty swallowing PREZISTA tablets can use the 100 mg per mL
PREZISTA oral suspension.

Treatment-Naive Adult Patients

The recommended oral dose of PREZISTA is 800 mg (one 800 mg tablet or 8 mL of the oral
suspension) taken with ritonavir 100 mg (one 100 mg tablet or capsule or 1.25 mL of a 80
mg per mL ritonavir oral solution) once daily and with food. An 8 mL PREZISTA dose
should be taken as two 4 mL administrations with the included oral dosing syringe.
Treatment-Experienced Adult Patients

The recommended oral dosage for treatment-experienced adult patients is summarized in
Table 1.

Baseline genotypic testing is recommended for dose selection. However, when genotypic
testing is not feasible, PREZISTA 600 mg taken with ritonavir 100 mg twice daily is
recommended.
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RO = Table 1: Recommended PREZISTA /ritonavir Dosage in Treatment-Experienced Adult Patients
Formulation and Recommended Dosing
PREZISTA oral suspension
PREZISTA tablets with | (100 mg/mL) with ritonavir
Baseline Resistance ritonavir tablets or capsule | oral solution (80 mg/mlL)
With no darunavir resistance |One 800 mg PREZISTA|8 mL " PREZISTA oral
associated substitutions * tablet with one 100 mg|suspension with 1.25 mL
ritonavir tablet/capsule, |ritonavir oral solution, taken
taken once daily with food once daily with food
With at least one darunavir |[One 600 mg PREZISTA|6 mL PREZISTA oral
resistance associated|tablet with one 100 mg|suspension with 1.25 mL
substitutions *, ritonavir tablet/capsule, |ritonavir oral solution, taken
or taken twice daily with food |twice daily with food
with no baseline resistance
information
* V111, V321, L33F, 147V, 150V, I54L, I54M, T74P, L76V, 184V and L899V
> An 8 mL darunavir dose should be taken as two 4 mL administrations with the included oral dosing
syringe
(2025 4 6 H IR )
44 EU
e Janssen-Cilag International NV
Wi5e4 PREZISTA
FIH - A PREZISTA 100 mg/mL oral suspension
PREZISTA 75 mg film-coated tablets
PREZISTA 150 mg film-coated tablets
PREZISTA 400 mg film-coated tablets
PREZISTA 600 mg film-coated tablets
PREZISTA 800 mg film-coated tablets
Y 4 2007 4E

LB EEIIE S

[PREZISTA 75 mg/150 mg/600 mg]

PREZISTA, co-administered with low dose ritonavir is indicated in combination with

other antiretroviral medicinal products for the treatment of patients with human

immunodeficiency virus (HIV-1) infection.

PREZISTA 75 mg, 150 mg, and 600 mg tablets may be used to provide suitable dose

regimens :

@ For the treatment of HIV-1 infection in antiretroviral treatment (ART)-experienced
adult patients, including those that have been highly pre-treated.

@ For the treatment of HIV-1 infection in paediatric patients from the age of 3 years and
at least 15 kg body weight.

In deciding to initiate treatment with PREZISTA co-administered with low dose ritonavir,
careful consideration should be given to the treatment history of the individual patient
and the patterns of mutations associated with different agents. Genotypic or phenotypic
testing (when available) and treatment history should guide the use of PREZISTA.

[PREZISTA 400 mg/800 mg]
PREZISTA, co-administered with low dose ritonavir is indicated in combination with
other antiretroviral medicinal products for the treatment of patients with human
immunodeficiency virus (HIV-1) infection.

PREZISTA, co-administered with cobicistat is indicated in combination with other
antiretroviral medicinal products for the treatment of human immunodeficiency virus
(HIV-1) infection in adults and adolescents (aged 12 years and older, weighing at least 40
kg).

PREZISTA 400 mg and 800 mg tablets may be used to provide suitable dose regimens for

the treatment of HIV-1 infection in adult and paediatric patients from the age of 3 years

and at least 40 kg body weight who are :

@ antiretroviral therapy (ART)-naive.

@ ART-experienced with no darunavir resistance associated mutations (DRV-RAMs) and
who have plasma HIV-1 RNA < 100,000 copies/ml and CD4+cell count > 100 cells x 10°/L.
In deciding to initiate treatment with PREZISTA in such ART-experienced patients,
genotypic testing should guide the use of PREZISTA.
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[PREZISTA 75 mg/150 mg/600 mg]

Therapy should be initiated by a healthcare provider experienced in the management of
HIV infection. After therapy with PREZISTA has been initiated, patients should be advised
not to alter the dosage, dose form or discontinue therapy without discussing with their
healthcare provider.

Posology
PREZISTA must always be given orally with low dose ritonavir as a pharmacokinetic
enhancer and in combination with other antiretroviral medicinal products. The Summary
of Product Characteristics of ritonavir must, therefore, be consulted prior to initiation of
therapy with PREZISTA.

ART-experienced adult patients

The recommended dose regimen is 600 mg twice daily taken with ritonavir 100 mg twice
daily taken with food. PREZISTA 75 mg, 150 mg, and 600 mg tablets can be used to
construct the twice daily 600 mg regimen.

The use of 75 mg and 150 mg tablets to achieve the recommended dose is appropriate
when there is a possibility of hypersensitivity to specific colouring agents, or difficulty in
swallowing the 600 mg tablets.

ART-naive adult patients
For dosage recommendations in ART-naive patients see the Summary of Product
Characteristics for PREZISTA 400 mg and 800 mg tablets.

ART-naive paediatric patients (3 to 17 years of age and weighing at least 15 kg)
The weight-based dose of PREZISTA and ritonavir in paediatric patients is provided in
the table below.

Recommended dose for treatment-naive paediatric patients (3 to 17 years) with
PREZISTA tablets and ritonavir®

Body weight (kg) Dose (once daily with food)
> 15 kg to < 30 kg 600 mg PREZISTA /100 mg ritonavir once daily
> 30 kg to <40 kg 675 mg PREZISTA/100 mg ritonavir once daily
> 40 kg 800 mg PREZISTA/100 mg ritonavir once daily

 ritonavir oral solution: 80 mg/ml

ART-experienced paediatric patients (3 to 17 years of age and weighing at least 15 kg)
PREZISTA twice daily taken with ritonavir taken with food is usually recommended.

A once daily dose regimen of PREZISTA taken with ritonavir taken with food may be
used in patients with prior exposure to antiretroviral medicinal products but without
darunavir resistance associated mutations (DRV-RAMs)* and who have plasma HIV-1 RNA
< 100,000 copies/ml and CD4+ cell count > 100 cells x 10°/L.

% DRV-RAMs: V111, V32I, L33F, 147V, 150V, 154M, I54L, T74P, L76V, 184V and L89V

The weight-based dose of PREZISTA and ritonavir in paediatric patients is provided in
the table below. The recommended dose of PREZISTA with low dose ritonavir should not
exceed the recommended adult dose (600/100 mg twice daily or 800/100 mg once daily).

Recommended dose for treatment-experienced paediatric patients (3 to 17 years) with
PREZISTA tablets and ritonavir®

Body weight (kg) Dose (once daily with food) Dose (twice daily with food)
600 mg PREZISTA/100 mg|375 mg PREZISTA/50 mg
2 15 kg to < 30 kg ritonavir once daily ritonavir twice daily
675 mg PREZISTA/100 mg|450 mg PREZISTA/60 mg
2 30 kg to < 40 kg ritonavir once daily ritonavir twice daily
> 40 k 800 mg PREZISTA/100 mg|600 mg PREZISTA/100 mg
= g ritonavir once daily ritonavir twice daily

2 ritonavir oral solution: 80 mg/ml
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For ART-experienced paediatric patients HIV genotypic testing is recommended.
However, when HIV genotypic testing is not feasible, the PREZIST A/ritonavir once daily
dosing regimen is recommended in HIV protease inhibitor-naive paediatric patients and
the twice daily dosing regimen is recommended in HIV protease inhibitor-experienced
patients.

The use of only 75 mg and 150 mg tablets or the 100 mg/ml oral suspension to achieve the
recommended dose of PREZISTA could be appropriate when there is a possibility of
hypersensitivity to specific colouring agents.

Advice on missed doses

In case a dose of PREZISTA and/or ritonavir is missed within 6 hours of the time it is
usually taken, patients should be instructed to take the prescribed dose of PREZISTA and
ritonavir with food as soon as possible. If this is noticed later than 6 hours after the time it
is usually taken, the missed dose should not be taken and the patient should resume the
usual dosing schedule.

This guidance is based on the 15 hour half-life of darunavir in the presence of ritonavir
and the recommended dosing interval of approximately 12 hours.

If a patient vomits within 4 hours of taking the medicine, another dose of PREZISTA with
ritonavir should be taken with food as soon as possible. If a patient vomits more than 4
hours after taking the medicine, the patient does not need to take another dose of
PREZISTA with ritonavir until the next regularly scheduled time.

Special populations

Elderly
Limited information is available in this population, and therefore, PREZISTA should be
used with caution in this age group.

Hepatic impairment

Darunavir is metabolised by the hepatic system. No dose adjustment is recommended in
patients with mild (Child-Pugh Class A) or moderate (Child-Pugh Class B) hepatic
impairment, however, PREZISTA should be used with caution in these patients. No
pharmacokinetic data are available in patients with severe hepatic impairment. Severe
hepatic impairment could result in an increase of darunavir exposure and a worsening of
its safety profile. Therefore, PREZISTA must not be used in patients with severe hepatic
impairment (Child-Pugh Class C).

Renal impairment
No dose adjustment is required in patients with renal impairment.

Paediatric population

PREZISTA/ritonavir should not be used in children with a body weight of less than 15 kg
as the dose for this population has not been established in a sufficient number of patients .

PREZIST A/ritonavir should not be used in children below 3 years of age because of safety
concerns.

The weight-based dose regimen for PREZISTA and ritonavir is provided in the tables
above.

Pregnancy and postpartum

No dose adjustment is required for darunavir/ritonavir during pregnancy and postpartum.
PREZISTA/ritonavir should be used during pregnancy only if the potential benefit
justifies the potential risk.

Method of administration
Patients should be instructed to take PREZISTA with low dose ritonavir within 30
minutes after completion of a meal. The type of food does not affect the exposure to
darunavir.

[PREZISTA 400 mg / 800mg]

Therapy should be initiated by a healthcare provider experienced in the management of
HIV infection. After therapy with PREZISTA has been initiated, patients should be advised
not to alter the dosage, dose form or discontinue therapy without discussing with their
healthcare provider.

The interaction profile of darunavir depends on whether ritonavir or cobicistat is used as
pharmacokinetic enhancer. Darunavir may therefore have different contraindications and
recommendations for concomitant medications depending on whether the compound is
boosted with ritonavir or cobicistat.

Posology
PREZISTA must always be given orally with cobicistat or low dose ritonavir as a
pharmacokinetic enhancer and in combination with other antiretroviral medicinal products.
The Summary of Product Characteristics of cobicistat or ritonavir as appropriate, must
therefore be consulted prior to initiation of therapy with PREZISTA. Cobicistat is not
indicated for use in twice daily regimens or for use in the paediatric population less than
12 years of age weighing less than 40 kg.
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ART-naive adult patients

The recommended dose regimen is 800 mg once daily taken with cobicistat 150 mg once
daily or ritonavir 100 mg once daily taken with food. PREZISTA 400 mg and 800 mg
tablets can be used to construct the once daily 800 mg regimen.

ART-experienced adult patients

The recommended dose regimens are as follows:

@ In ART-experienced patients with no darunavir resistance associated mutations (DRV-
RAMSs)* and who have plasma HIV-1 RNA < 100,000 copies/ml and CD4+ cell count >
100 cells x 10°/L a regimen of 800 mg once daily with cobicistat 150 mg once daily or
ritonavir 100 mg once daily taken with food may be used. PREZISTA 400 mg and 800
mg tablets can be used to construct the once daily 800 mg regimen.

@ In all other ART-experienced patients or if HIV-1 genotype testing is not available, the
recommended dose regimen is 600 mg twice daily taken with ritonavir 100 mg twice
daily taken with food.

% DRV-RAMSs: V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V and L89V

ART-naive paediatric patients (3 to 17 years of age and weighing at least 40 kg)
The recommended dose regimen is 800 mg once daily with ritonavir 100 mg once daily
taken with food or 800 mg once daily with cobicistat 150 mg once daily taken with food (in
adolescent patients 12 years of age or older). PREZISTA 400 mg and 800 mg tablets can
be used to construct the once daily 800 mg regimen. The dose of cobicistat to be used
with PREZISTA in children less than 12 years of age has not been established.

ART-experienced paediatric patients (3 to 17 years of age and weighing at least 40 kg)
The dose of cobicistat to be used with PREZISTA in children less than 12 years of age has
not been established.

The recommended dose regimens are as follows:

In ART-experienced patients without DRV-RAMs* and who have plasma HIV-1 RNA <

100,000 copies/ml and CD4+ cell count > 100 cells x 10°/L a regimen of 800 mg once daily

with ritonavir 100 mg once daily taken with food or 800 mg once daily with cobicistat 150

mg once daily taken with food (in adolescent patients 12 years of age or older) may be

used.

PREZISTA 400 mg and 800 mg tablets can be used to construct the once daily 800 mg

regimen The dose of cobicistat to be used with PREZISTA in children less than 12 years

of age has not been established.

@ In all other ART-experienced patients or if HIV-1 genotype testing is not available, the
recommended dose regimen is described in the Summary of Product Characteristics for
PREZISTA 100 mg/ml oral suspension,75 mg, 150 mg and 600 mg tablets.

% DRV-RAMSs: V111, V321, L33F, 147V, 150V, 1564M, I54L, T74P, L76V, 184V and L899V

Advice on missed doses

If a once daily dose of PREZISTA and/or cobicistat or ritonavir is missed within 12 hours
of the time it is usually taken, patients should be instructed to take the prescribed dose of
PREZISTA and cobicistat or ritonavir with food as soon as possible. If this is noticed later
than 12 hours after the time it is usually taken, the missed dose should not be taken and
the patient should resume the usual dosing schedule.

This guidance is based on the half-life of darunavir in the presence of cobicistat or
ritonavir and the recommended dosing interval of approximately 24 hours.

If a patient vomits within 4 hours of taking the medicine, another dose of PREZISTA with
cobicistat or ritonavir should be taken with food as soon as possible. If a patient vomits
more than 4 hours after taking the medicine, the patient does not need to take another
dose of PREZISTA with cobicistat or ritonavir until the next regularly scheduled time.

Special populations

Elderly
Limited information is available in this population, and therefore, PREZISTA should be
used with caution in this age group.

Hepatic impairment

Darunavir is metabolised by the hepatic system. No dose adjustment is recommended in
patients with mild (Child-Pugh Class A) or moderate (Child-Pugh Class B) hepatic
impairment, however, PREZISTA should be used with caution in these patients. No
pharmacokinetic data are available in patients with severe hepatic impairment. Severe
hepatic impairment could result in an increase of darunavir exposure and a worsening of
its safety profile. Therefore, PREZISTA must not be used in patients with severe hepatic
impairment (Child-Pugh Class C).

62




1. EBHAETORTKR (ODE)

3 O = Renal impairment

No dose adjustment is required for darunavir/ritonavir in patients with renal impairment.
Cobicistat has not been studied in patients receiving dialysis, and, therefore, no
recommendation can be made for the use of darunavir/cobicistat in these patients.

Cobicistat inhibits the tubular secretion of creatinine and may cause modest increases in
serum creatinine and modest declines in creatinine clearance. Hence, the use of creatinine
clearance as an estimate of renal elimination capacity may be misleading. Cobicistat as a
pharmacokinetic enhancer of darunavir should, therefore, not be initiated in patients with
creatine clearance less than 70 ml/min if any co-administered agent requires dose
adjustment based on creatinine clearance: e.g. emtricitabine, lamivudine, tenofovir
disoproxil (as fumarate, phosphate or succinate) or adefovir dipovoxil. For information on
cobicistat, consult the cobicistat Summary of Product Characteristics.

Paediatric population

PREZISTA should not be used in children

- below 3 years of age, because of safety concerns or,

- less than 15 kg body weight, as the dose for this population has not been established in a
sufficient number of patients.

PREZISTA taken with cobicistat should not be used in children aged 3 to 11 years of age
weighing < 40 kg as the dose of cobicistat to be used in these children has not been
established.

PREZISTA 400 and 800 mg tablets are not suitable for this patient population. Other
formulations are available, see the Summary of Product Characteristics for PREZISTA 75
mg, 150 mg, 600 mg tablets and 100 mg/ml oral suspension.

Pregnancy and postpartum

No dose adjustment is required for darunavir/ritonavir during pregnancy and postpartum.
PREZISTA/ritonavir should be used during pregnancy only if the potential benefit
justifies the potential risk.

Treatment with darunavir/cobicistat 800/150 mg during pregnancy results in low
darunavir exposure. Therefore, therapy with PREZISTA/cobicistat should not be initiated
during pregnancy, and women who become pregnant during therapy with PREZISTA/
cobicistat should be switched to an alternative regimen. PREZISTA/ritonavir may be
considered as an alternative.

Method of administration
Patients should be instructed to take PREZISTA with cobicistat or low dose ritonavir
within 30 minutes after completion of a meal. The type of food does not affect the
exposure to darunavir.
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Pregnancy

Risk Summary

Prospective pregnancy data from the APR* are not sufficient to adequately assess the risk of birth defects or miscarriage.
Available limited data from the APR show no statistically significant difference in the overall risk of major birth defects for
darunavir compared with the background rate for major birth defects of 2.7% in a U.S. reference population of the
Metropolitan Atlanta Congenital Defects Program (MACDP).

% the Antiretroviral Pregnancy Registry
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The rate of miscarriage is not reported in the APR. The estimated background rate of miscarriage in clinically recognized
pregnancies in the U.S. general population is 15-20%. The background risk of major birth defects and miscarriage for the
indicated population is unknown.

Studies in animals did not show evidence of developmental toxicity. Exposures (based on AUC) in rats were 3-fold higher,
whereas in mice and rabbits, exposures were lower (less than 1-fold) than human exposures at the recommended daily dose.

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.

There are no data on the presence of darunavir in human milk, the effects on the breastfed infant, or the effects on milk
production. Darunavir is present in the milk of lactating rats.

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
PREZISTA.

Females and Males of Reproductive Potential

Contraception

Use of PREZISTA may reduce the efficacy of combined hormonal contraceptives and the progestin only pill. Advise
patients to use an effective alternative (non-hormonal) contraceptive method or add a barrier method of contraception. For
co-administration with drospirenone, clinical monitoring is recommended due to the potential for hyperkalemia.

!
F—ANZ)TOHHE B2
Australian categorisation system for prescribing medicines in pregnancy
(2025 4F- 6 HEERL)

5%
F— A MF1) 7 D454 (Australian categorisation system for prescribing medicines in pregnancy)

B2 : 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 are inadequate or may be lacking, but available data show no evidence of an increased
occurrence of fetal damage.
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Pediatric Use

PREZISTA/ritonavir is not recommended in pediatric patients below 3 years of age because of toxicity and mortality
observed in juvenile rats dosed with darunavir (from 20 mg/kg to 1000 mg/kg) up to days 23 to 26 of age.
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