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4. FPRENIFHR

TERRBICHIT B MDHHIVEE DHBEE

HIVEE

5. MEEXFMRICEHET BiER
5.1 MREMMEE MRBEARE Y A LA (HIV) BEEYE IC T 5 IR
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WESNTVBEBEAT—%),

EIYER (7Y F) ChRESNE (BHOMECHOEM) ARE S
NnNTWns,
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15.2 FFERAREHERICE D < 1%k
BEBEERICBVWTHVREFEEFREAZRLILEOHR
D2, Flo. RAOPARERBICB W TRIPAKZR
Bz DWENH S,
b R >8R E A 7 R R R E R T13300ug/mLEL
b =Ry VoSERE O 728 R 2R B A BR 1422000
pg/mLEL E TR ZR LTz,
YIARG Ty bEAVWERHOPARERBE T, BRHAR
BTk h2H5BER (AUC)DI0Z (w7 2) RUSE(F v
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16.1 MARE

* %16.1.1 BEROZS

BEERATOHNC RILT 7 I B - 537D 50mg - 300mg % ZEFEF 12 B
EfREORE LzRD T I 7Y 0 O MR EE DR 2 X-110, ke s
FRA=8E2R-NIRLIZGHEAT—%),
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=1 BREAICRILFISEL - SETIYVZEEROKRS LD
STV DENHEINS X—5
AUCo-inf Crax Tmax ti2
(pg - h/mL) (pg/mL) (h)#D (h)
13.59(17.99) 3.22(29.30) |1.00(0.50,3.50) | 18.63(26.85)
RAEFHE (CV%)
D) AR AE (HF)

16.1.2 REEROKRS
HIVBHYEBRFOFICR L, 37V 150mgl H2EE ¥ K72 100mgl
HAE 225 MM BEfGEEORES Lo T I 7Yy, Y RT YoM
AR O A 210, BYEIREISNT A —Y ER-2ATRLIZ, T3I7
VIR G 3R I B AR PR (Cmax) 91,55 g/mLICE L
FRHA P52 3R T B 5 72
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MHEFEEE (egfml)

5] (h)

E-2 MERPFEVEREOHERE (FIELIRERE. 6f)

=2 FYEENSX—5
Tmax AUC(H:
(h) (ug - h/mL)
1.3£0.6 5.089+1.692
0.8%£0.3 0.858+0.266

AUCo-12
(g - h/mL)
6.165+2.312
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(ug/mL)
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BEOEFIRIEIZB T 5 AUC2413150mgl H2[EH5. L 72 & =21 12 [F
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—0—300mg1 H 1[a
—e—150mg1 H 2[n]

MAE i HE (2 gfmL)

0 2 4 6 8 10 12 14 16 18 20 22 24
51 (hr)
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OREMPBE IS ZEIES L 0T %E» 572 L L, BRE Lz
ERE S DAUCEICER B ZEIEA SN E P> Y (BHEAT—%),
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17.1.1 ERSE D1855R
AERFAIARTOCDAY > 7 SBREAT100 ~400/mm* D 125% DL EOHIVEESYE B
HROIERNRE L SHREREA — 7 V3B (5 3 7Y~ 150mgl H2[E#
BEYRTY100mgl HAEHS) T A SIE G374 T DB K
FHEOBEIIIRD EB D TH %,
CDA4Y »REREUE . HABERIIARE O F19220.8/mm®» 54184 12134925/
mmPEM L. 8:B%» 5248 % F TOHEIEIL4.6~34.0/mm>THE L
7zo CDAY U RERBOHER 2 X-11ITR L7z,
CD4)S—t > MiE. FIREED18.81% A 5431 121320.03%~F EIZHEM
L. 8EH A 5245 & TlRIZ & A EEB 72 <K20% THEBE L7z, MiEH
HIV RNAEZ. #RBEFARROTF153.8log copies/mLA 54 ICIE
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n=(37) (36) (35) (34) (34) (28) (24) n=(36) (35 (35) (33) (33) (27) (23)
n=HEFIEL n=JEfIE
H-1 CD4U V/NEREDHERS K-2 [Mm3EhHIV RNAZDHERE
(HIE + 1R RE) (FIE L RERE)

42013041 (71.4%) ICBIfERD RO 5. ERBEWERIGRMERDE DO E
M (221F) . Z2RERE BT EF (6fF) . MEE (41F). BARIRGHF) TH -7,

17.1.2 SENEMAEHER (Y R T YVIC & BAEERD4EBUADEEE)

(1) X8RA3001
CD4Y) > 78EREH 200~ 500/mm> D 1258 DL _E O HIV EGYEE /8 3665 % xf
KELETEEREBRBE (S I 7Y 150mgl H2EHBSE Y R TV
200mgl H3E#5 O BHBE2M. 5 3 7Y 300mgl H2EH#HE5E Y R T
D >200mgl H3EH S OHFFHERAG. T I 7Y »300mgl H2E® #5887
fil, ¥ R 7 >200mgl BB S ER9361) 1235 W CEAN % 52 S L7z,
FITIVEIRT IV OMAKERTIICDAY »SEREA . RBapA
PO2UBENESL Y R T Y VBB ERICHANERICHEM L TWA, T3
TVVDHRERICEAMBOEI RN 572, 26BMOIBEFDOCD4Y
INERB DR 2 X-31C/R L. F7z. MEEFHIV RNAZOFEDIZTOWT
LEBTH /e TITIVEVRTVUVOMBBELY K7V B
FEEL D HCD4Y VSERE R O MEEHHIV RNARZERICHKE L. &
BRREED 5 T 3 7Y VIR E24E% O MEEFHIV RNAROHER % X-4
IR Uz I EVRT IV EDOMABEEFROMEEY 1 )L ARNA
BIEMEICBTAHEMCET 2EKR LOBRIEILSIN TV AV, BIfEM
FHIHEIL. 537V 150mgl H2EHE S & Y K722 200mgl H3[E#
S0 ptHEETT70% (6461/9261) . 5 3 7Y > 300mgl H2EP 5 &Y KT
> 200mgl H3[E%5 O H R T67% (6361/9461) % 0°F 2 7' > 300mgl
H2[E#) 3% 58 T55% (4861/87f1) Tdh - 7-o FERBIEAIZ. 537V
150mgl H2[El#% 5 & 2 R 72 > 200mgl H3[El# 5 0 §f FH 8 TlE545% (41
51/92/51) . BERE30% (2851 /9241) Tk OB - HE5725% (23(51/92651) . T
7Y 300mgl H2EB 5 & ¥ R 7Y > 200mgl H3[E#ES 0§ R TR
39% (37451/94%1) . BERE27% (25451/9411) R S EVURR - 5521% (204511/94
Bl) T 37V >300mgl H2ME % 5.8 T HERE20% (1761/871) . MRS 14%
(12451 /8781 Fe D' = 2 — 11 7% 3 —14% (12451/87451) T - 7219,

(2) 5&B3001
CD41) >/ SEREA100 ~ 400/ mm>d 1875 DL _E D HIV B SLiE 58 2 12001 % it
KLU ZEEREBHER (S 27V 300mgl H2EPH#HE5E Y RTY Y
200mg1 H3EHE 5 0 HEBL6SH]. ¥ R 7Y 2 200mgl B 3[EH 5.E640) I
BOTEAZQAMBZSG Lz, Y RT Y VBEMEERTIE. BB, 5
24381 I1TIECDAY Y SERE S IZ ISR ERIEICR S 7245, 93 7Y0EY
R7 Y OMtRESETIE. REMGY? 548B% E THML Tz, 248
HOBEFRDCDAY) »ISERH O 2 K-510R Lz, £z, MEEHFHIV
RNABOBEBDICOWTHRAETH > 71ze TITIVVEYRT YV OHA
BEIEY RV U BMBEEL D $CD4Y) > SEREUR QI FHIV RNAE
EHBRICHE L. BIFRRREE . SI7V 0V RV OMAR

T62% (40f1/65(3]) Td - 7o ELBIERIX. MEZ29% (1961/6501) . R
& - FEH715% (10M1/6561) R OBERE11% (761/6561) Td - 721,
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17.1.3 ;ENEDERER QGBRU LD Y ROV VEEESITRILDHDE
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(1) %X8RA3002
CD4Y >/ SEREA100 ~ 300/ mm>D 1875 LL_E O HIV ERGYIE 5 25411 % 5t
RELLZEEREIERR(Z I 7Y V150mgl H2EIEE LY R TV
200mgl H3[EHSOHFAREMG. 5 2 7Y > 300mgl H2EP#HEE Y RT
> 200mgl H3EHE 5 O HF RS4RI, ¥ K7 P> 200mgl H3[EH#HS & 4L
¥4 ¥ 0.75mgl H3E# 5 o 0t BE86MI) 15 W T HH £ 52EM % 5 L
Joo TITIVVEIDRTVVOMBEZREETIE, CD4Y »SERED 3B
Bl S26BLMEL Y KTV EF LY OMRRERICHNEREIC
BIILTCWed, SIT7VVORERBICEDMBRDOEIT R 5T, 24
DEBEFRDOCDAY VSBHHOHERE ZR-6IR Lz IITIVEVRT
DY OHBBERTIE. MEEFHIV RNABSREBRG, S24BEETY
RTYVEFLT Iy ORAREHIDHED LTV, 20’3
BEICERBOONE P57z, TITIVEI RT IV OHABERY R
TIVEFLTYE Y OMREREELD HCDAY Vo SERER SR HIV
RNABZARBICHE Uiz, RERIARD ST I 7Y V5248 B OIM
HEHHIV RNABOHER 2 X-TICR L. FIT7VVEVRTV Y EDH
FIFEFROIMEEY A L ARNARIEMICE T 5 ZE(LICET SR EOESE
RSN TV, BIFEFARTEE X, 53 7Y 150mgl H2E# S &
VR TP 200mgl H3[EH 50 Gt FAEET65% (5561/8461) kU5 I 7V v
300mgl H2[E®# 5 & ¥ R 7Y > 200mgl H3[E#5 0 6 F #E T60% (50
/84 70 EHBIERIZ. 537V 150mgl H2EHEGEY KTV
200mg] H3[E15% 5 0 ff FBECRERE - E59719% (1661l/8461) . TE517% (14
Bl/84RBI) . = 2 —178 —17% (1461 /84%1) % U5ES R 15% (13(l/84%1) . =
37V 300mgl H2EP 5 2 K722 200mgl B3RSO MR CIE
Z17% (14551 /8461) . = 2 —1a 78> —17% (14451/84%51) . BEE15% (13(51/84
B) Te BRI - 2 5714% (12651/84%1) T - 7219,

(2) 518%B3002
CD4 Y >/ SERE3100 ~ 400/ mm?>D 1875 L _E D HIVERGLIE 5 2231 % %t
Q&L ZEHERRERE (S I 7Y 150mgl H2EEES E Y RT VY
200mgl H3EES Ot FEE756l. 5 3722 300mgl H2EPE G E Y kT
¥ 200mgl H3[E# 5 O tRBE75Hl. ¥ K72 > 200mgl H3[E#% 58473
BICBOTER Z24BRIEE Lz, I3IT YV EYRTIVOHMARS
BETIE. CDAY VISEREN Y R 7YV B SBICHANERICHEML T
Wiz, TITVVORERICEDMROEL LN 51z, 2HBEOEEFR
DCDAY ¥ I SERE DR % K-8IR Lzo MEEFHIV RNABDREDICD
WTHERETH 7o TITIVEIRTIVOMBELY RT Y UHE
EE & D HCD4AY VSRR ONMAEFHIV RNARZERICHE L.
BIfEFRBSEE L, 5379 150mgl H2EH%E L ¥ R 72> 200mgl H
3[al$5% 5 0 Bt FEET40% (3041/7561) R U'5 2 7Y > 300mgl H2[EH# 5 &
T R TP 200mgl B350 Gt FAEET45% (3461/7561) TH 5720 Eix
EIfEAE. 93 7Y 150mgl H2E#%5 & Y K 7Y > 200mgl H3E# 5
O FIRECHERE13% (1061/7561) « IES9% (741/7561) K O N H#i18% (64/75
Bl T3 7Y300mgl H2EPHE L Y KT > 200mgl H3E#S O ft
FBECIRS 1% (8B1/7561) . TR - NEM8% (641/7561) Je O RERUE - %
8% (6451/7561) T - 7z

v
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> (150mg1 H2[m) [Y KTV >
300mg1H2[[]) /Y F 7Y~
E-8 £5§B3002|;35I7%>CD4
U 2 INERBDHERE (F19E)

17.1.4 ;BASE 1/ MEEER (8 SOOEEELER : EPV20001)

M#EFHIV RNAEA400copies/mLEL EOHHIVEEIC K 2 iGE &5 7
WIS L L OHIVIESWE BESSAG 2 R & L —EEHHERER (Y F
7Y 2300mgl H2E & 7 7 €L > Y600mgl HIEOHRICE S, 37
> 300mgl B 1B S58E278FI 15 2 7Y > 150mgl H2[E1#% 58 276()
IZBWVT, BEMOEEFICEHRHIV RNARYEHER (400copies/
mL) R CTH > 7 BEDOHROHEE ZK-9ITR Lz, HE548EHICHIV
RNAE75400copies/mLA T > 7 BHEOHRIZ, T3 7Y 300mgl
HIEHESEN67%. T 2 7Y v 150mgl H2EE 5 BN 65% TH >z S
512, HIV RNAEA50copies/mLATE T > 1= BEDHLERTIE, £he
N6l%. 63%TH o7z Eizy 2548EHDOCDAY >/ BRH D INE (F
HE) 1L, ZheEnldd/mm’, 146/mm’*Tdh -7z,

(Intent-to-treat analysis)

1004 @1E150mg1 F 2% 5B
o O11E1300mg1 H a5 BE
£ 904
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S5 80
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g 704 4
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tfe
EHQ g
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=@ 40
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® 204
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0 T T T T T T T T T
0 4 8 12 16 20 24 32 40 48

GARAIE GE)
#1) Roche AMPLICOR HIV-1 MONITOR
F2) IR S S 2 L A L IHETHIV RNASE ) 7400copies/mLA it
R L oM S h s BB O

E-9 [Mm#EFHIV RNAZEH'400copies/mLFKiEDEFERE DR
5B AHEICBT 2 BREOEN 2 ER-21TR Lz,
x-2 HREEOEN

737 VY300mglHIE | F37Y150mglH2ME
e O A R
VYRTIU+IT 7LV | VRT I+ T LYY
(n=278) (n=276)
VAR F—ED 67% 65%
A VAR R 8% 8%
FEROEITIC K A <1% 0%
HEHRIC KA1 6% 12%
ZOMOIE[IC & B HEE 18% 14%

(n=Intent-to-treat analysis)

E1) MAEFHIV RNAE2400copies/mLA & 722 0 #5483 8% & THER
SNBEDLE

2) M3EFFHIV RNAEAEAD L7z SR 548 B E TICU N v K&
L7zBE. VA VAZWITREPRB L EBE, HEEMICED Y
AN RER LR A+7 ST S /- B, 48iER =8 U THIV
RNAEMRED L h -7z BE
FAZROME, #EBgFT720—7 v 7 ARA, 7o ka-LEK,
AP 2= VORKBER. VT RICRSDPRIRS N h o7,

v
%

*3)

17.1.5 B EENV1HER (EXEREPV40001)
BERES 2 WT V7 (1) N\OHIVERIERE 15902 R & LI-EE
M. EIEAERE (Y F 7Y 300mgl H2EES & 7734 EL300mgl H
G OMHICE S, T3 7Y 2300mgl H1EHSES46], X35 37
2 150mgl H2[EH# 5#5261) 12 B W T, 548K O MEEHFHIV RNA
& 7%400copies/mLAm TH > - BEDILHIX, 7 3I7Y2300mglHI
E#GEEN61%. 737 Y 150mgl H2EIESHENT5% TH o7z S5
12, M#EFHIV RNA&EAS0copies/mLAN CTh - 7 BH DL T, £
NZEN54%. 67%TH>7z. Fiz. #EABHEZDOCDAY ‘//i’ﬂ@ﬂl@imb[l
2(FRE) & 737 Y2300mgl H1E#ES#A166/mm. I 79
150mgl H2[E# 58 25216/mm* Tdh - 7z,
(KRBTl Y B 72 2 300mgl H2[EH# 5 & 7734 E)L600mgl H1EH: 5
OPFRICE 2T I 7Y /150mgl H2EHR 58 & L CS3FIntEa AN s hiz.)

17.1.6 FBHERAREEER VR
T IT VBB ERO/NREEZEITH O S B 1441 (14%) 1 R
(13%) ICHIEEE R OMRERESRE SN, 3Fl3HREEHRELE,
NREBE (FEfW3H A~ 18R AMRE LTI T+ V8 ) v U HAR
S8 73TV IV RTVUHARERRUTIITI Y+ Y RT IV +
DV RBREREOIFTOF — T U HBRIC L S HERBICE LT,
A7H1D > BTHI(15%) ICHERDBFAE LTzo B BEEFOBEGRIE. 737
Vv id4mg/kg & 128 RIC1H2E D R 7Y 213180 1390mg/ m? & 65F
MEICIH4AE, 2% ¥ id135mg/m?*% 1 268 IC 1 H2[E Th 5, 7272
LIITIVDREIIT TV ALERBOBEGN? S, KEICBIT 231 A
Po12EE TONRICHT B - BRIZT I 7Y Y 1[E4mg/kgl H2E
(%ElSOmglE&[ﬁ])h%c‘:éh'cméo

. 1361

/J\IEI B HIEHEIEE 1/ THERRBOERREBERE Okt R
IR L7z,
=3 INEBBEMRE UTIELBOIIRss 1 / 1BIRRRERICH 1T D ERF
REEEEORIREE
. RERFIARE I IE% © | BB ICRE T
R (RHE) BorBE%M) | HokBESN)

BFHRERIBUE (F 3R 3 <750/mm’) 229 (55) 45% (33)
Il (NEZ TP <8.0g/dL) 2% (50) 24% (46)
MIMREE (L MREE <40,000/mm?’) 0% (68) 25%(12)
AST (> EHED ERO5E) 4% (51) 29% (42)
ALT (> EEED LRO5E) 0%(29) 19% (57)
735 —F (> FHED ERDAEL) 3% (69) 23%(13)

(n=3Ffi L 7 BE¥0)

AR OER SN HERCARE, DEE. BAICEMOFHIVIE S of
ALT. 7372V & L CIHE300mg% 1 H1EIE2ME (150mg X 2) I
FFTROKET 2. 4B, Fih, FE, ERICKVBEEERT 2]
THb

18. EEZNEIE
18.1 {EFRtER
T ITVVIEMBENTY VB b E . HIV 2B S 87z MM T 06
ARREEOFEE(CEO =) YBLARICERS NS, SITV2-ZY
VERLARIIHIVOBEEBERICKLD TAF OV F I U= VBEORDY
1277 A L ADNASSICHL D A E . DNABOMEZ(ESH5TEI10XD
HIVOEBZHET 29, /2, SITVV=Y /@MK%!&*HIVU)&EE
BEEEZBEANICEHET 29, —7F. in viroT. & FRMIY >/,
ywﬁ%-ﬁ&—77u77—9%@%m%ﬁm&dﬁbmtb%%mm
HICNT 55 372 OflaEEIE5E, > 7.

* %18.2 ;U ILR{EA

In vitroTD < 3 7Y OHIV-1(RF. GB8, U455 UIB) 12/ 9 5ICs
E13670nMLEL R, HIV-2 RODIZHd B ICofE 1Z40nM T d - 7219,
In viroTTNAEL, ¥ )T, xSV FLYVIEVRUD R
TV EOHEMXIIHBRIERPRD 65N iz?, £z, in vitrollBWT,
FITVVIEBEMT, VR T Y UMMEEED MO P24 R B & Y
BRI AR66~B0%E RS H iz,
In vitroTD26OHIV-1EE K3 #ER [ 7V —7M (5 7% 14 FA. B, C.
D. E. F. Q) C3EEOHIV-2E R VBRI T 5537V 0
1Csofli (FH1E) IZHIV-1# K% CHIV-28 T2 2 40nM (& 131 ~
120nM) & U'42nM (&iFf1Z2~120nM) T&H - 7z

18.3 ZEAlfitiE
FITVVEEUCHHIVE CIHELZ S I ZHIV-UBYYERE THIT 5
T 3TV UIEHIV-1I21d. HIVEEEERROEERMIOEVI84EE D
TIJBDOAFFZ PN YADOER(MISAV) BH LN, 20
MIBAVERDIER, TAIVADT I TV I d 2REZHITEHIET
L2 vitroTO A )L ADERENIIETT 52,
In vitrolZBWT, Y R TV VtEER D ERICT I 7Y VINEEREZE
AT BE IRTVNIHT 2REZEIIEET 2 2 EPERSN TS,
F7o. MHIVEORBERBROLGWEREICY RTVVRUT I TV V20
TAHIEILED, YRT IV A IV ZAOHENPEIET 52, 512,
HHIVE(Z I 7V 0 2&50) 0 ZRIGABREIMIBAVERY A VAL E
T HEELFER. MHIVEORBERBREOZ WEBFICBL T L EEITHER
ENTNRHDD, (7.2, 7.32E]



18.4 =M
VRTIVVROY LTIV UIE. T I TV VEHIV-LIH LI A L A
Eﬁ% r‘sﬁﬁ’g" ;0)22) ,24) ,27)0
TNNAEIIEIMIGVERDABRD SN TWNE T AL AICH LTI, 7t
AV AVEEE T 5%,
T, VE )V URUOTILTZE U IE, MISAVER Y A )L Z1xt L TR
FZWHPERT B E0Din vitroTORENH 7. s OBEZEOKT
LERZIEOBBRIEHS NIcEN TV NY,

19. B ICEET 2 ELEHHR
—fH% R - 7 3 7P (Lamivudine)
ft % 4 (-)-1-[(2R,55)-2-hydroxymethyl-1,3-oxathiolan-5-yl]
cytosine
: CsHuNsOsS
1229.26
fepgat
NH>

)

HOCH.... O

N
H/S H
HE~MEABOREEEOMETH S, IAFILALKFYR
IETRT L KICRRBIRTL, X¥ /= LXITy ) —
JL(99.5)ICRRBEIFIC K, YITFILI—FIUICIEEA LT
W,
#176°C
-0.9(1-% 2% J —)L/KFR)
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Al
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