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3. BYHS DORERREE
IRONBIR 2~ 27 N Vik

4. FYRSDEERE

Wikr7a~ w777 4—




V. 8i%|I-B89 51EE

1. &l
(1) FRORXF. HNEEROHEIK
TEEILEE 150 1%, HED T 4V bha—T 4 U 7 §E,
T EELEE 300 X, JRED T 4V ba—T ¢ T hE,
# (BREXHER) = il (8 x)

T B ELEELS0 O —— 310mg

E£ : 13.9mm 45
AHEE 1 6.9mm -~>mm

i
fein

= BB VBR300 .@ O — 615mg

E££:17.3mm
R 8.5mm 5.6mm

(2) WO
AR L

3) #AO—F
T B EILEE 150 : GX CJ7
T B EJLEE 300 : GX EJ7

(4) pH, ZBEELL, #HE. LE. BEROERUVREHL oH 5%
YL

2. HEIDOHERL
(1) B#ES GEUERS) DEE
T EEILVEE 150 ;1 SEHIC

T EE/VEE 300 : 1 HEFIZ

FITVU150mg B EHET D,
FIT7Vr300mg ZEET D,

(2) #Hmm
WA n—X, TV a—ngpt N us ATT VU TRV UL, BETFHX. BT TR
n—2A w7 rad—/1400, R Y VA_X— K80 HEAHT D, (= EI/LEE 300 1% 2 OMIC BRI LERZ FTe, )

(3) £ itk

A% LR

3. BAHl, AADOSRHEICHT HERE
AL




V. &H|(ZEHd SIEH

4. HEIDBEBERBTICHITIREM
IEEJLEE 150 :

PRI 5M:
RER X 4 e frAFS PRIETEHE RS
BRIX 55 BE (C) Fg " IR yea i R
(%RH)
) B o - Nt :E P E <
EmmaRs| 30 60 W | 360 | TIAFormm | ?L‘fg;g}t”gi AT
s SHIl = <
RS | 40 5| | oA | Torgoomg |VTROWERRT
T 40 75 AT 61 H |77 AF v 7 g G | W homlEEE ©
HE T L [ BEsa L | 16,000ux | 1 A Cr—1 (BtR) LA L
IEEILEE 300 :
PRTFSA:
RBRIX 4y g L ZhE RER G
Bk [X 45 B () 1@; " PRAFHAR LRTFIER B B
(%RH)
, v YA 2 THE S
EMERER| 30 60 W 650 | TIRFooim | ﬁfggégi‘ R
- NEN WIEIE H T
NG R 40 75 WEFT 6% H TTAF v IR b#g;ﬂgiaf
Hr R 120/7lux + h WP ORIEEE T
gz w25 | BUEZR L L + vy —L e

5. ABZRUVBRROREN
YL

6. & DEAEL (MELENEIL)
LR L

1. BHMY
(F715) B REHRBESR 2 B XV RBRZ1T 9,
Zt : [ml#EEL 50rpm
AEgRiE K
(fEH) 6y b (ZEEAEE3001E3 2y b)) [ZOXHBREIT - 2/ER, 15 oM (=¥ EJ/LEE 300 1X 30
) OWHFRITWTIE 80%LL ETH -T2,

8. &£YFEHEERE
BRI




V. ®AIZEHI SHEEB

9. HAETOEMKS OEBRRE
TRAMBIL A2 Vik

10. REPOEUDRSDEEE
Wik a< 757 4 —

1. Al
BARANA

12. BAT BIRENSED H 55 Y
MR (4) BEDY () difR, c-SOE, t-SOK, VTR by, UT o

13. FEMNMDELES: - NENERLEARICET 518K
LW

14. Z01th
EARWANA



ARICEYT 5IEE

1. PEEXIEIER

2.

TRAREBIIE TSt HHIV E L O ARE
HIV B HE

5. MEENXIIHRICEET HFE

5.1 MEMMEE MMUERET A LA (HIV) BEYYEIZBIT 216WBALAIZ OV TIX, CD4Y >/ SEREUR OV
PEPHIV RNAED IR & SNTW5D, Ko T, RFIOMHIZH - - Tk, BEDCD4Y > BRE N ONfL
HEHHIV RNABRZ R T 5 & L I, BHIOHA RTA42V ™ 2+ 52 &,

(f2E%)

5.1 KE O HIV EYYEIG#R T A K A > (DHHS) P Tl, SIEfME HIV BEYWE 25 2 1B O Fe g &

LT, CD4 V > RekE & i HIVRNA &AWL TWSD, 26T, HIV EYYEO 7% L0 HIV 3o

hREAEFHMET AR E L CHEHA I TV D,

F 7. EWNACIEIRE A O HIV EYYEIRIFET A RTA U BRESINTEY , H LW RICE S X KRTR Y

EENTWD, LR T, BRICH T > TUE, RFOMNSCARIRDO T A KT A4 2 D29 33 RO

Fhl& ) Y 2RO L, Fo, LEOSURBROEBEREMCIBETLIELBETH L,

RERUVAE
WL BRI OPLHIV EHE AL T, 7372 LC1 BHE300mg 2 1 B 1 [E3% 2 [F (150mgX2)
ST TRAKREGT 5, k. Hm. RE, FERICE Y EEHEBT S,

1. BERUVAEEICEET 5FE

71$ﬂkm®#HW%k@%m%%’ﬁmf RIRBRDRFE S WEEZREWER A REL L, 1RO
RS IREECH D &Il S GAIT i, AR L < EOFH LTV Ao FTHIVIE O —3 % 380 TR
%Té@fiﬁ<\E%&LTK%&U%%LTV%@@?MV%@%%%?AT BHET5Z &,

1.2 RANTHIE G L2 &, Fo, HIVIZEEY IO 2R BKRZ A U, SEAIMMEZ B8 L
LTV ERMSENTWNDLDOT, MOFHIVEE T2 Z & [1838M],

1.3 AAIOFEAMM:T" 0 7 7 A VED T A NVAFZRRFEFIT= A R 2 B L TWD DT, KAl &
TARNI A ECEEDRAEZFRA LN &, £, TA N VA BV EESDRHHIVIEEICB WY TY
ANVAFEHZHEB G LT, HIV-1IW R EREERBE T OMISAVIEBRRRED b GA, =& ) ¥
B R AKNCEE T 2 OH THROBETHF TE 20 [1833 M,

7.4 BREREDIR T L7z HIV JRYHERE 12T 2 7V 0 % 300mg HERE ARG LN, 7L 7F=027 07
Z A (Cer) DR TIZOILT AUC KU m ML IR L, FRMAER L, Aidoedy s V7
T VAN LIz Y,

BE OB KIS T D AR OWEOEAEN B L2 R-URTY AEAT—%), [9.2.1, 9.85 ]
=-1 BEOBHEICHET HAZEZRAENER

Cer (mL/%y) I TV EY
=50 300mg# 1 A 1[a1 3328 (150mg X 2)
30~49 150mg# 1 H 1]
15~29 W 150mg. D% 100mgZ 1 A 1]
5~14 #IEI150mg, Z D1%50mgZ4 1 H 1[A]
<5 AEl50mg, # D#%25mgZA 1 H 1A

) L. BIRE ST 57 I 7o EAEIIER I THhR,




V.

AEICEY 4SEA

(f2E5%)

7.1 HIV EYYEIRRIZ 30T 2 FAIE R 5 —ixny 72 i m A
HIV JEYYERE ISR B L A EEFRICON T, FROLIICEDFRKNERET L2 ERHEETH S,
c ZHEIFREE T T DEE. AEFLRLH4x ORA L ORREEREHTET L EVNRNETH D,

c HIV EYE X2 E2REEE R L, JRRPICREL L A EERN P HIV HOBWERA TH 5 D), JFIRAIC
BT HAERTH 2 O0y, T HFREEOEITRREOER THLONEHET H Z LIIHETH 5,
— 7. BWER D726, AFIHE L < 1TMhoHT HIV 30— 2 JE SUTRE Uz ik 592 2 L3, #i

HIV 3EONF PG SH L7200 TR < A7 i SEMIRE RN TE Y A VA Z RGBS TLE D
BENWRH D,

L7y o T, RERBMRDFRE SNV WERZRREIWEH R L . 1RO/ REETh 5 &l S iz iba
Wi, JRANE U TARAIL OB LT Ao HIV OB 29 X C—Hf1k4+5 2 &,

7.2 HIV XG0 D 2SR BN IEF IR 09 < FAIMPEDNIEFIC RN ORHBLT 52 LA bT
W5, e, HER SN D EFOMBADEIZONTIE, WK OAFOBRFONA R4 V29 i
RmO TS &) Y 22Oz L,

73 TITVU MO F VPR E R G LEZRBROER., 7 7Yoo v F P U SEEAR ORI
WU R L& LRI VANV AEEERE L2, o A P U X E AL DBIREND
HIV-1 FlA G EESEBR T OMMEZRIT T I 7V LRI MISAVI R ETHY , FI TV ez MY &
2 DEANMEZ G 7 A /L A ZLHEEITEBPI L TWA Z e b, KRl A b Y V& v il
R LW &,

3. ERERAE

M

(2)

BRERT — R/ - —o
YL

FAZIYES
<ERIZEWVWTERE SRR KIE>Y
ARERBRLARTO CD4 U > /REREAY 100~400/mm?® O 12 5% LA E D HIV BYERE 42 B2 5t & Uiz Sl 3t
FA—72 B (71720 150mg 1 H 2 [ LY R7 2P0 100mg 1 B 4 [8#5) T, AR5
SERF] 37 5l CORGRFEMOBE IR DO LB TH 5.
CD4 U > xEREE, FRBRBHAERE D) 220.8/mm3 7> 6 4 AR 25/mm3 BN L., 8 &5 24 L FE C
DN T 4.6~34.0/mm’ THER L7z, CD4 U VR EKEOHER Z M —1 12~ LTz, CD4 /~—t 2 M, Btk
RFD 18.81% 76 4 WHZITIX 20.03% ~AREICHIM L, 8 WHEN D 24 Wk F TIHIF LA EEE <K 20% T
HER Lo, MEd HIV RNA fld, RBRBHLAIF DY) 3.8 logio copies/mL 7> 5 4 % (Z1% 1.6 logio copies/mL
AEIZHEA L, 8 %NS 24 1% F TI 0.7~1.2 logio copies/mL J#/b L7z, M HIV RNA & OHER 2%
—2 1R LTz, 42 il 30 5l (71.4%) WCEWERZAZRS b, ERRWERIIRMERBDEoEm (22 4) |
ZERERE B B (6 1) | IEA 4F) . BECRIR QM) Thom 9,

6) AK I ALFIEE O, 1998 ;14 (8) : 1419-1432.

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
A 1EXE2E (150mgX2) (o0 CTRAOKLGT 5, 7k, i, KE, ERICEVEEERT 5. Tho,




V. AEICE9T 51EH

150 - 1.0
Eo Y S I B -
ke 3 05[
& 50 o
g E 1ol /"
& ol. &
£ B o-15f
3 <
: 20 1
> 500 CiE | 1
Py g 25}
o g 2
PN a0l e
Al 4 8 12 16 20 24 Al 4 8 12 16 20 24
AR GB) AAUAR GE)
n=(37) (36) (35) (34) (34) (28) (24) n=(36) (35) (35) (33) (33) (27) (23)
n={ERFI% n=fEFIE
E—1 CD4 >/ SERBDHIE ®—2 mmiEd HIV RNA E0#F5
(FHEAZERE) (FHEARERE)

BBV TERE S N-ERRRER D RE >
1. BAZRRE LIERRKREER
(1) PRITDUIC&BAERBRN 4BARURNOEERD Y
<HBEANIZBITEHE>
1) B A3001 : CD4 U > /REREAY 200~500/mm?® @ 12 kLA o> HIV RYEBRE 366 x4 L L= &
BB (I 720 150mg 1 H 2 [E#5-L 2 F720 200mg | H 3 [BHFGOOFHEE 92 #], 73
7Y 300mg 1 H2REIEE & RT7U200mg 1 H 3 ARG OGFHEE94 5, 7172 300mg1 H 2
EIF 50 87 B, ¥ K727 200mg 1 H 3 [BI#G-#f 93 fiil) [TV THEMZ 52 Bk E- Lz, 717
VEVRTVUONFREGEETIE CD4 U L oSERERDS . RERBALAN S 24 LIRS Y KT U U B
BRICHANFREICHIN L TR, 717V ORGRICE 29RO ZEIT -7, 24 HEOIRET O
CD4 U v 7Bk OHERB # X —3 1R Lz, F7o, I HIVRNA E2OEINC O W T LR TH -T2,
TITVUVEVRTVUOMRABRIEILY R UBEMBEL D L CD4 U L oSEREOR ONLAEH HIV
RNA B2 A EICthE L=, RGBS T 2 72 0% 5 24 BR% O f4ET HIV RNA BOHER %
H—4 2R llc, 237V TV EDHFREEROMIEY A /L 2 RNA JIEEICR T 521k
(BT D ERIR EOBERITMELI N TW R, RITERRBUBEEIX, 7 I 7Y 150mgl H 2 [FlfE L
K722 200mgl H 3 RIS OOFHEET 70% (64 $1/92 f5]) . 7 I 72 300mgl H 2 mfEH LR
72 200mgl H 3 A5 OO HRET 67% (63 11/94 ) L TNT 2 72> 300mgl H 2 [A1#% 58T 55%
(48 /87 H)) ThH o7z, ERFENWEMRIZ, 772 150mgl A 2 B 5 LY K722 200mgl H 3
[mPE G- OOFHRE TR 45% (41 51/92 1) . BEJE 30% (28 $1/92 B) K ORI - 3% % 25% (23 H
92 ) . Z 7Y 300mgl B2 [EFE LY KT Y0 200mgl B 3 EIFGOHEHEE TIRS 39% (37
B1/94 f51) | 5EYE 27% (25 651/94 B) K OMERUE - 357 21% (20 /94 #1]) . 7 I 72 300mgl H
2 [B1¥ 5-HE TR 20% (17 f1/87 B) | W5 14% (12 Bi1/87 f5i) K R==2—m /3N —14% (12 f51/87
) ThHo?,
7) EronlJ, etal. : N EnglJMed. 1995 ;333 (25) : 1662-1669.

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
A 1EXE2E (150mgX2) (o0 CTRAOKLGT 5, 7k, i, KE, ERICEVEEERT 5. Tho,




V. JARICEY SRR

2)

$XE& B3001 : CD4 Y >/ EREY 100~400/mm? @ 18 1% LA E D HIV BYLERE 129 filakfg & Lz &
BRIEGER (7 X7V 300mg 1 H2[EHEE LY K7 200mg 1 H 3 [\ OOHHEE 65 fil, v
N7 200mg 1 H 3 [FIEG-#E 64 B) I3 THAIZ 48 WG Lc, ¥ R 7 ¥ BB H#ETIE,
FRERBRALEDN S 24 W12 ITIZ CDA U VBB MEIER GRMEICR > 728, IV P RT Vot
FAE SRl SBREBALE S 48 W% £ THIMM L T\ e, 24 BRI OB T O CD4 U L RERE D HERS %
—5 R LTz, F£72, IMfEF HIV RNA BOEDICOWTHREBETH -T2, 737V P RTY
COPFRERIEITY RV U BMEE LV b CD4 U L SEREO ML HIV RNA &2 A& Icik®E LTz,
BIVERRBUBEE L, 717V &V RT VOO BT 62% (40 /65 B) Th o7z, EREIERIL,
&4 29% (19 /65 1) | #BEUR « %55 15% (10 $/65 #) K OFENR 11% (7 #i/65 fi) TH o729
8) Katlama C, etal. : JAMA. 1996 ; 276 (2) : 118-125.

2 100
g \ —O—O—— = %0
8 A4 4 E 80
L e N
1 60 /
- |/ o gﬁﬂ ’f
Bl - / A3 404 |
g v/ H g s [ O
# g O
- = R LI\D//D\_
o 4 -\ [1}:8 |
& S-10 ]
S 220
. . . ' 20 O 30
8 12 16 20 24 0 4 8 12 16 20 24 a1
SRR (E) R (a) 024 8 12 16 20 24
3792 (150mg 1H2@) KT 22 A 53732 (150mg 1H2@) /SR TS AR GE)
5 300mg 1R2[E) KT 52 + 5375 (300mg 1B2E) KT + 537> (300mg 1H2@E) /SKT S
@ 53732 (300mg 1H2ME) # 53732 (300mg 1H2E) O SKF5s
O 7o O sR7v-
R—3 5tE& A3001 (Z451F5 CD4 E—4 EHERA001 (Sg(1F5MmsEHR  E—5 ERB300T (2451F5 CD4

) BB O#R (FHE)

HIV RNA E0H#F (Fi91E)

(2) 4 BEULDS F IO UEEERIT-CLEDHDLEERY

<SHEANIZETBHEHE>

) BB DR (FHHE)

1) EXE& A3002 : CD4 U »SERILAS 100~300/mm3 @ 18 5Ll o HIV BRYWEHRFE 254 il xfge s Li-—

B (737 150mg 1 H 2 B &V R7 U0 200mg 1 H 3 B 5O0F H#EE 84 i,
FI7Y300mg 1 H2[EEE LY R7 Y0 200mg 1 B 3 [EEGOHFARE 84 i, ¥ K72 200mg
1 H3EEE L2 0.75mg 1 H 3 EIES O0F AR 86 ) I3\ THA A 52 Mk S L,
TITVEY RT P UOMAEERETIE, CD4 U 2 RERESRBREAMA D 24 LR L Y R T Vv
EFN U EE OB GEECHANEREICHEML TW R, 717V oF5RICK D2ROET
hoTe, 24 WHIOERF D CD4 U U REBOWHBR ZX—6 1R LTz, FITVETRTVUD
OFR# 58 CIL, MR HIV RNA E0RBRBAENS 24 B E T RT Vv L2 BV OfFH
BHREX Y L LTy, Z20%IE 3 BEMICETRD b RhoTz, FI TV EVRT VY
DOPFRPEILY RT VU EF AL X B OFRRIEL D & CD4 U 2 SEREL ONAEH HIV RNA &
EAEICHE L, REBRBAREN G 7 I 7 VUG 24 HFZOMAET HIV RNA &OHEB A X —7
(R LTz, 737V eV RT VU EOPFRFEEFT OMIET A /L A RNA JIEEIZE T 52T %
BRIR EOBRIIMLS N TRV, RITEARBUBEZIX. 77V 150mgl H2[E&EEG L N7V
200mgl H 3 [FIEG-O0FHEET 65% (55 41/84 #i) K7 X722 300mgl H 2 R L RTV
200mgl H 3 [FIEG-OOFHEET 60% (50 /84 f5) Toh-o7-, EREIEMAIZ, 7 I 7Y 150mgl H
2[EfEE LY R7 V0 200mgl H 3 [FEIH 5 O0F HEE TR - JE597 19% (16 51/84 #1) | TR 17%

(14 B84 ) . ==2—a /X0 —17% (14 /84 ) KOS 15% (13 /84 %) . FI 7T
300mgl H 2 [ 5. & ¥ R7 20 200mgl H 3 [ GO HBECIES 17% (14 41/84 f) | == —nw X
—17% (14 $1/84 i) | FE 15% (13 Bil/84 ) K OMEREK - 9597 14% (12 /84 ) Th-o72

9) Bartlett JA, etal. : AnnIntern Med. 1996 ; 125 (3) : 161-172.

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1EXIE2E (150mgX2) (o0 CTROEGT 5, 7ok, i, KRE, ERICEVEEEET S, ) THDH,




V. AEICEET 51EE

2) 5XE& B3002 : CD4 V >/ ¥EREL)Y 100~400/mm? @ 18 #RLA o> HIV FRYLIE B 223 il xtg L Lim
BEREEER (7172 150mg 1 B 2 [B%S & K720 200mg 1 H 3 [BEG-OOFHRE 75 61,
37T 300mg 1 H2[EEE LY RT3 200mg 1 H 3 EEGOHARET75 61, ¥ K722 200mg
1 H 3 [EIEERE 736D I\ THAZ 24 BE G- LT, 717V &V K7V O G TI,
CD4 U U /SERBUAY R U U BMB BRI ANFREICHEIM L T, 717V 0 0REEICLD
RO 2D o T2, 24 WRIOIREF O CD4 U 2 REREOHER A [ —8 (2R L=, IEH HIV RNA
BORBDICTOWTHREETH 72, 7I 7V P RV REILY F7 Y BlEE LY
H CD4 U U /8BRE L OMLEES HIV RNA &2 FEICWE Lo, BWERBBEEIL, 79I7V
150mgl H 2 [El#gh- &2 R7 2 200mgl H 3 FEG-OGFHEET 40% (30 #1/75 ) KOT I 7T~
300mgl H 2 [Fl#g5-& ¥ F7 2 200mgl H 3 FIEGOHFHFET 45% 34 6175 #) Tholz, £
BIWEMIZ, 770 150mgl H 2 Bl E L2 R7 20 200mgl H 3 [FI# 5 O 0F H#ECHERE 13%
(10 311775 B1) . WES 9% (7 11/75 ) M ONTHI 8% (6 B1/75 ) . 7 27> 300mgl H 2 [A]#% 5
LY RT7 P 200mgl B 3 RIEGOOFHARETIRS 1% (8 #1/75 1) | MR - W& 8% (6 51/75 1)
B OMBIRUES « 9257 8% (6 451175 #51) T -7,

100 0.0% 100
= 90 ’E i\ = 90
£ a0 a \ E a0
S 70 3_05,'“\ S 70
60 8 |1 = e
3_’5 50 ~ - g A 4kﬁ 3 50 _
# a0 e - B a0 _ 4
& a0 A B 101 Sl [ A
20 T 2 20 —
g T B g%
= om—— — T — < X (s ]
; 10 Bl . L N g5 ARRTS BN
= .20 - = = .20 T n
& a0 T - G 20 O T
-40 — 20— T B e e RS S B
o 4 8 12 16 20 24 o 4 & 12 18 20 24 024 8 12 18 20 24
AR GR) SRR GE) AmirE GE)
A 5373 (150mg 182M@) K TS A 737V (150mg 1H2@) FKR TV A 33TV (150mg 1H2E) KT T
+ 5373 (300mg 1828 /KT + 5372 (300mg 1H2E) /ST + 53752 (300mg 1H2@) /KT U
[Py 2 B KT SRS O vEFss
X —6 55% A3002 [ZH1F5 (D4 K —7 58& A3002 (2 (F S Mz X —8 5£E% B3002 (Z1F+5 CD4
JUNBRBOHER (F9E) HIV RNA E0 ¥ (TH1E) ) U NBRBIOHER (FIE)

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1EXIE2E (150mgX2) (o0 CTROEGT 5, 7ok, i, KRE, ERICEVEEEET S, ) THDH,




V. JARICEY SRR

(3) HEEH DR 'V

<HBEAIZHBITEHHE>

1) EtB& EPV20001 : i HIV RNA £2° 400copies/mL LA EDHT HIV FIZ K 5 IR A 220 18 1%Ll b
O HIV JEYEBE 554 flaxtG Ll Lz _HEREERR (P RK7Y300mg 1 H2FE o7 7B
Ly 600mg 1 B 1EIOHHIZE S, 717 Y0300mg 1 B 1[EIFEGEE 278 FI XX T 2 7Y 150mg
1 H 2 BIE5HE 276 1) (23T, 48 W OVEF I IAEH HIV RNA &35 HBR S (400copies/mL)
Kiiii T > T2 BEDOHEOHRZ X —9 1T Lz, #&5 48 %2 HIV RNA 7% 400copies/mL i
ThHholBEOLRIT, 7I72300mg 1 B 1 EHEREEFED 67%., 7I7T0 150mg 1 A 2 [EL
BEDY 65% T o 72, & 52 HIV RNA £ 50copies/mL Ajii Td - 72 FBEF DR TIX, FNZEN 61%.
63% Ch o7z, £72 . 5 48 W% D CD4 V L/ ERE O BN & (H i) 1%, £ Z 4L 144/mm?, 146/mm?

Th ol
(Intent-to-treat analysis)
, 1004 ®1E150mg1 B2E S5
£ <O1E300mgl B1ERS 8
g 90
a
8% 801 A
o5 e -
§ éﬁ' 704 ¥s _7"”_‘%'—-‘::::: 4
Sl /
a =R /
HS 50 4
<o
£ 40
-8
=># 304
I
+ 20
g 10
/
0+ T T T T T T T T T
0 4 8 12 16 20 24 32 40 48
AR GA)

B —9 Mm% HIV RNA Z A% 400copies/mL RiEDEZF DL

7£ 1) Roche AMPLICOR HIV-1 MONITOR
E2) WBEATFIEEND Z &2 < M HIV RNA 723 400copies/mL A & 226k L o

MOMERF ST B D HEsg

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
A 1EXE2E (150mgX2) (o0 CTRAOKLGT 5, 7k, i, KE, ERICEVEEERT 5. Tho,




k. ARBRICET 5RBKEOEN 2 TRIOR LT,

V. AEICE9T 51EH

HERBEDEN

Z 2 7Y 300mgl H 1[A] Z 7Y 150mgl H2[A|
+ +

it e CRIV T rEL LY CRITVLHTTFEL LY
(n=278) (n=276)
L AR B —ED 67% 65%
T A IV AR TR TR R ) 8% 8%
JEROHEITIC L D IR <1% 0%
HEHRGIZLHH IR 6% 12%
Z OO & B k) 18% 14%

(n=Intent-to-treat analysis)
D) IfSEF HIV RNA £73 400copies/mL Afifi & 72 0 #% 5- 48 % F CHEFF S 7o BFH D LR
H2) MHEd HIV RNA &8 L7e 3 G 48 B ETIZ U NU v FER I L2, U A /L AFRITIREN
KPR L7z B3, fHMERTIC LD U A VAR RN R 105 Ll S iz B, 48 B4 U C HIV
RNA B3 Uisdo 7o i
H3) FEOME, RPEPCTr7rr—7 v IR Fu ba—iER, BBRAT Y 2 — LVORKERK, FHY
fHF BRI GRS o7, %
10) DelJesusE, etal. : Clin Infect Dis. 2004 ; 39 (3) :411-418.

2) FRE& EPVA0001 : {RMIRER N 70N T U7 (X A) AD HIV EYERFE 159 filaxt4 & L7-dEEM, &
TEAEIMRER (P K722 300mg 1 H 2 [EIEH T 37 E/L300mg 1 H2EEGOHHICED, 7
27V 300mg 1 H 1 EFRGHEE S4B, LT 2720 150mg 1 B 2 [B#EGEE 52 1)) 2B\, #
5 48 J % O 1 EH HIV RNA &7 400copies/mL AJili Td - 7 BFDLRIL, I 72 300mg 1 H
1 B GREN 61%, 772 150mg 1 H 2 [BEGEEN 75% CThoTo, I 52, MAEH HIV RNA &
7% 50copies/mL Afifi Tdo o 7B DL TIL, £NEIL 54%., 67% ThoTz, Fio, &5 48 H%ED
CD4 U ek o nE (hRfi) X, 7 I 7Y 300mg 1 H 1 [BERSEED 166/mm®, 772
150mg 1 A 2 [A#& 58725 216/mm® Th o7z,

(ARFBRCIIMICY R 720 300mg 1 H 2 [mfEE-L 730 E/L 600mg 1 B 1 [BEIFEGOHFHIZL S Z
IV 150mg 1 H 2 [BEGEEE LT 53 BIBMHAAN BN, )

2. INREXRRE LI-ERKRAER "

<HBEANIZBITEHE>

T I TV UHMB G R O/NREE 9T HIO S H 14 6] (14%) (ZHER, 13 41 (13%) (2
BEENHE S, 3T A2 F IR Lz,

INBHEE FEl3 » A~I18%) 2B E LTI T+ VX )V URHBGRE, I3 TV VR
VUMHBESBE T I TV AV R TV )V UOMRE GO I TOA—T BRI X DI
BEBRICBWT, 47 Bl 55 7 il (15%) ICHEERDPRIE LTz, RBEEAOREEIL, 7I 7V
dmg/kg Z 12 FEEIZ 1 H 28], ¥ R7 V203 180 ik 90mg/m? % 6 REE4EIC 1 H 48], & v %
135mg/m? % 12 F§EEIZ 1 H 2 BITH D, LI ITVVORE 7 VT 70 A LFmOBERN S, K
FENZBT 535 A6 125 E CTONRITHT 2 G- HEIZ T I 720 1 El4mg/kel H 28] (Fs 150mgl
H2[E) &5 L3N TW5,

FLH B OVie

11) KERMSCE

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
A 1EXE2E (150mgX2) (o0 CTRAOKLGT 5, 7k, i, KE, ERICEVEEERT 5. Tho,




V. JARICEY HIER

/NRIZIS T 2 I Hlse B T/ I AR R RFRER o BR R A AR R O k2 TRITR LT,

NREBFEMRE LI-ELBRXMEE [/ THERSERICE T HERREEREDREEE

. ek AR IE & By LR Ew

B (R fE) fi@%%g%ﬁi fi@%%g%(i
TP ERIBE (4 ER %R < 750/mm’) 22% (55) 45% (33)
2 (~F 7 Bmtr <8.0g/dL) 2% (50) 24% (46)
M/ INIBE - (/MR %< 40,000/mm?) 0% (68) 25% (12)
AST (> IEHED _ERRODSE) 4% (51) 29% (42)
ALT (>IEFE®D LRO5RE) 0% (29) 19% (57)
T77—% (>EFMHED ERO2AE) 3% (69) 23% (13)

(n=a¥Aili L 72 BHE%0)

(3) ERPRZFIREAER
EWNIZEBIT 5 B BFRZ x5 L L7 T MRV T, R 2 PRI H R 530k (50, 100,
300mg/[Al) & REHEGHER 200mg/H, 7 HRH) 2MTbi, BeMBNiEEInz Y, £, £7 0412k
WD BB D HIV EEYWIE & w5 BRI 512 K D8 1T FERBR (0.25~8.0mg/kg) 23 FEHE S 7248, Z OB
THRFERHER S Y,
12) AR ERIED : BREZE. 1997 ;13 (6) : 1459-1482.
13) vanLeeuwen R, etal. : AIDS. 1992 ; 6 (12) : 1471-1475.

(4) EHRHAR
JEKIZBN T 25 B LA E D HIV EYYE B 25605127 2 720 0.5~20.0mg/kg/ H % 24 B E#5- L 7= %G 5.
BREMEDRR SN, REFHNREEZRTHEIECH D CD4 U U REREUE, 7 2 720 8.0mg/kg/ B LA EDOF 5-1f
Tt SCEEA SRS D W,
14) PludaJM, etal. :JInfectDis. 1995 ; 171 (6) : 1438-1447.

(5) 1RAERIEAER
1) EEAELTRAERIGHER
(V. RSB A 3. BREGE (2 BARR <EWNICR W THEM S FU7 BB O Rl > |
DI

2) HBEHE
(V.ORBECHITAMA 3. BORAGE () BERAER  <UBSMCEU T S I B SR 00 >
DL

3 REUHR
KPR L

4) BE - WERHR
UERR L

AANOAGR S NI R, T TRURBICB T Ao bt HIV & ofFARE  HIV BYYE] Th 5D,
AFNOARI NI AEROHEE, TEE, BRAIZIEMOF HIV EEHHL T, 7I7Y L LT 1 H&E 300mg % 1
A 1EDUEX2 E (150mgX2) 1230 TROKBET 5, Zrds, FHln, (KE, fERICE D EETEET 5.1 Th D,




V. AEICE9T 51EH

(6) AL
1) ERRMEE - HEEARMAE HAHL) - RARSRERRSR (TREBKRSR)
LR L

2) RRBEFHELTERFEDARXITEM L HEBRDOBE
o e o

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1ESUEL2 B\ (150mgX2) 2o TROBET 5, Zod, Fn, KRE, ERICE VEEEET S, ) THDH,




VI. EMEEICEHYSHEE

1. REPNICEESSEEMIELESYEH

BRI EREFHILER (NRTD : ¥ R0  TARAD AR, 7 /RN Y Faxi N7 < Uik,

FIHREN TITT7x2FIRT7wLAEE, A ) EZE

2. FEBEEHR

M

(2)

YERERML - 1EFRMEF

FZI TV UFHERNTY VERE &AL, HIV &R S 72 E N T OB 12 BERT OISR = ) g
BRICEHEND 1Y, FIT7D0-= U VERMEIRIT HIV O ERZICLI VT A F VU= VD
RO VIZT A /L ADNASHIZI Y A E I DNAHOMPEZEIESED Z LI LY HIVOBERZET 519,
Fio, TITVEY UKL HIV OWERERESE 2 HAICET S 9, —F . in vitro T, & MKW
) Bk, U SERGR - HEk—~ 27 0 7 7 — P RO 17 RO Ot N ERERTEEAIIC TS T
TV OMaEEIXIE o T,

R R4 HHERAAE

<Hi9AIWAER>

1)

2)

<

STTDUEMBIBRICKDIIMDAILRERDLE: (/n vitro)

In vitro TOZ I 7Y@ HIV-1 (RF, GBS, U455 K TrIB) (Z%f9 % ICso fEii% 670nM LA T, HIV-2 ROD
WX 5 [Cso 1T 40nM TH 7= 17, Invitro TTAABENL, X I RETEL, P EZE UK
DRI E ORI RERNED I, E72, invitro ITBWT, I I 7V UIEM T, PR
¥ TR R 53 %ﬁ@?ﬁﬂ4#ﬁi%£%ﬂ@%ﬁ ZHAR 66~80% 1K F St 7,

In vitro TP 26 FED HIV-1 ERRDBEE (7 v—7M (M7 %47 A, B, C. D, E. F, G)] IETNC 3 fi%H
D HIV-2 FRRDBERICH 925 T 2 7 V0 D 1Cs i CEHIE) 1 HIV-1 ¥k} OY HIV-2 ¥k TZ 24 40nM (i
FHIX 1~120nM) KM 42nM (#iPHIZ 2~1200M) ThH o7z,

RIS UMD HIV-1) (2T 2914 IILAESE
T ITVUIFHEMNT, ¥ R T Y MR S BERR 0D F-35) p24 B A S IEALE R HE 66~80% K T S H 7,
Rt i >

T I 7V EETHHIV TR 25T 72 HIV-1 BYYE B CRELT 2 7 X 7 2 Vit HIV-1 121, HIV i
HRGRER OIGFTEEALICIT 184 HH DT X VRO A F A= BN U ~DZER (M184V) RAHbnb 19
ZDOMISAV BERDFER., TANADT I TV ANKT B MITEHICERTL 29 | n vitro TO U A
NV ADBERBENIE T T 5 2V | Invitro \IZBWT, ¥ RV U MMEERIRDBERIC T I 7V U TittEE B A3 A
T5HE, VRTUACKT DI MEIERIE T D 2 ERHERR STV D, Fi2. B HIV HOBERRBRO 720
BEICRTOUVROTI TV ENATEZLICLY, ORI VUIMEY A L ZADHBNBIES S 2,
é%mﬁﬁmv%(?sfyy%ﬁﬁ)@%ﬂﬁ%%%ihumvﬁﬁﬁ4wx%ﬁTé%%k@%\ﬁ
HIV OB O L WVEFICBWTHLAMEAHRE S Tng 2

< ZEMmE>

PRIV UROY = AT R, T TV U HIV-1 12 LB A L R IEM A i 5 20 2,29 7
XA E I MI84AV ER DB NRBD HINTWD 7 A L ZTx LT, HL7 AV A TEME MR 5 20 ) $£7-.,
RV R OITILU X E T MI84AV BT A L AR U TR DME T 5 LW invitro TOEEN
BHDHM, TDDEZMEOKT & RS OBRIZHA S nc S Tinvien 2



VI. EHREICEYSHER

(3) RSB - HERET
MR L



VI. EMEREICET SHEE

1. mAPREOHS - MEE
(1) AR BN MR
MR L

(2) &= M iRER ERRE
[ (3) BRRFER CHERR SR ] DIHEMR

Q) BERABRCHAIN-IPEE
1) BERACZESITREEER?
a) 23722 50mg~300mg ZEERFXIBERICHERZOKRSE LI5S

PRV (R 2
BB BYERE /R T A — X
(mg% n BG4 Cmax Tmax tiz (h) AUCo.0
(ng/mL) (h) ofH BAH (ng-h/mL)
. 25mg
50 Ze G IR B 539+£174 1.1+0.2 1.38+0.32 | 6.53+1.35 1,784+370
100 6 & % 1,176+165 1.1+0.6 1.39+0.32 | 8.20+£3.20 4,004+799
f ﬁlg(}legb 884162 1.740.4 1.47£0.08 | 8.50+1.82 | 3,908+333
J
300 Ze R I 2,903+917 0.8+0.4 1.75£0.50 | 9.31+4.82 | 10,238+2,033
3 150mg#e 3,471+674 0.8+0.4 5.9+0.9 10,604+1,594
{ 7o = B ) B
,}ji; 300 24 | ZEHR 300mg#E 3,376£799 0.8+0.3 5.9+0.9 10,684+1,613
s AR

b) FIFTIZEIL-ZITPUHERRAOKRERDS I TPV ORKE
<HEANIZHIT HEHE>
R A 76 BIC RAT 27T L« 527 50mg + 300mg % ZEfEIRIC BB NG LD 5 3 7Y
v OMAEFRREOHRB AN —10 12, KB NT A =X BREFITR LD,

7Y B (ugiml)

Mtz

- L &

0 12 2 36 48 60 7]
5100 (h)
H—-103 3 7o vnmEhREDHYE
(EHE+HRERE)

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEOFHL T, 7I7Y L LT 1 H&E 300mg % 1
H1ESUEL2 B\ (150mgX2) 2o TROBET 5, Zod, Fn, KRE, ERICE VEEEET S, ) THDH,




VI. EYVBEICEY HEE

SITDUDEMHENT A—4
AUCq.ins (ug-h/mL) Cmax (ug/mL) Tmax (h) "V tin (h)
13.59 (17.99) 3.22 (29.30) 1.00 (0.50, 3.50) 18.63 (26.85)
M EPEME (CV%) D) HRfE (i)

¢) X722 200mg/[E, 1A 1E. 7 HRREZEORS LI-HEE (n=6)

R R A=
" Cmax Tmax tin (h) AUCo.24 AUCo.
Bl AR (ng/mL) (h) afH BAH (ng-h/mL) (ng-h/mL)
EANENE 1,555+140 1.9+0.7 1.48+0.28 8.67£1.96 — 7,383+ 947
H4HH 1,522+202 1.840.4 1.62+0.33 9.61£1.50 7,155+ 986 —
HTHH 1,785+638 1.840.4 1.33+0.36 9.27+1.31 7,212+1,282 —

2) HIVRREEIZHITHREY
HIV BYERE 6 fIICKT L, 737V 150mg 1 H2[E &Y R7 Y 100mg 1 H 4 8% 25 HELLE#fe
ROFE LIZROT I 7V ¥ RV OMEREYREOHRZ K — 1112, W7 A —2% T
IR LT, 77 V035K 1.3 Rl I8 m M iR 288 1.55pg/mL (23 L, T 2.3
FFffCH o 77,

2.0
] o 537v
5] O T RTTL
/_T .
E 4
oD
N B
™ W.Ot
[T
.B. -
ﬁ{. -
g 05—

HM—11 mEPEMREOHR (FHEARERZ. 646

RYMBE/NS A —F

Cmax Tmax t (1) AUCo_¢ AUCy_12
(ng/mL) (h) 12 (ng-h/mL) (pg-h/mL)
FITVv 1.547+0.302 1.340.6 2.3+0.6 5.089+1.692 6.165+2.312
CRTV 0.549+0.261 0.8+0.3 1.120.1 0.858+0.266 -

PEEAEAE R 2, 6

3) 2mg/kg 1 B 2[E 15 BEROKREIC K BE "
<HEANIZEIT B HE>
AR HIV YU 812 2mg/kg 2 1 H 2 [8] 15 H R OG- U7y, WIEHR G- Cl3e s 1.5 R IS hem
I APEEEE 0> 1.5pg/mL (3 L, ERUIE 2.6 FEHICH 0 . 15 B IG5 Cldf i E w R Rg I E L,
il FIRE X 1.9ug/mL TH -7,

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEOFHL T, 7I7Y L LT 1 H&E 300mg % 1
H1ESGE2 B (150mgX2) 12507 TROKRET 2, 7ok, Fl, (KE, ERICE VEEET 2. THD,




VI. EVEBEICEY HEE

4)

9)

300mg 1 H1 @K 150mg 1 BH2[E, ZhZh 1 BRREROKRSICEDHEY
<HSEANIZHBTZE>

fatERk A (60 ) 12 300mg % 1 H 1[I}V 150mg % 1 H 2[5, 20 7 HEER D& E Lz
EHREHERE 2 X —12 1278 LT, 300mg 1 H 1A 5 LR EFIRIEIZIS 1T D AUCo4 1T 150mg

1 H2[REEEG LaR & EYFERICFRZETH - T,

3.0
n 2.5] ‘ o-300mg1 B1E
- _
] 150mg1 H2
%’ 2014 . mg1 H2[E
= A
1.5 |
a il
& 109 ey
E Ew‘l.“" / AN
057 B I N
| L e S S
DO!( T T T T I\._‘ T '_'7‘1!
0 8 10 12 14 16 18 20 22 24
RS Chr)

—12 MBPHPRYEEDOHR (THEARERE)

INRIZH T B EYENRE 'V

<SHBEANIZHITDEHE>

/NI HIV Y B8 1T 4mg/kg A HARIRR 1385 L 72 ke, 3565 2.0 IREFR] A2 12 e L R IR EE D 1. 1pg/mL IZEE L |
PIRIE 2.0 R T & D A FHIRI R ITH 66% T 0 kN HIV EEYLIE B O A8 21 F] 2R (5 82%)
K VRWEZ R Uiz, /N TAEWFERRIAEN D3 28 X bh o Tz, K—13 17T X918, /b
WERETIIFEMRR ERDICONTE2E 7 VT 7 A3 Lz, 717V AUC IE, 8mgkg/ H % # 5
SNT/NRBE L dmgkg/ H 2 BH SN LD TRILEE Th o7z, £7o, MEMIKTOT7I 7Y
VORI TREDOK 13% TH -7z,

0.2

28707522 (Ukkg)

0.0

H—13 S2TOUDEEI VTSIV R (L/B/ke) EEHOBER

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEOFHL T, 7I7Y L LT 1 H&E 300mg % 1
H1EXIE2E (150mgX2) (o0 CTROEGT 5, 7ok, i, KRE, ERICEVEEEET S, ) THDH,




VI. EYVBEICEY HEE

6) BHEEEEEZH T IRANICE T HEYENRE
<HNEBEANIZEITHHE>
BREREDOK T L7= HIV EYE 2T 2 720 300mg & BRI O 5 U, Mg R LIRERE 2 JE LT,

BHREETEEICET55I TV 0EYHE

Cer Cmax ti AUCy- CLo/F
(mL/min) n (ng/mL) (h) (ng-h/mL) (mL/min)
>60 6 2,355 11.2 11,249 446
10~40 4 3,295 13.6 40,129 126
<10 6 5,335 19.4 129,109 39

CLo (oral serum clearance) =dose/AUC.

FORER, FRIORT LI/ LT F =027 0T 7 ADETICON T, AUC LT Cmax 23800 L, 8
BIANMER L, AiF o2y 7 V7 7 A (CLo/F) 28 LTz, HBE OBHEEEIC KIS 2 ARF O & o
WERY B %2 % TRITRT,

BEOBHRICHG I IAEAENER

JVTF=v VT T A (mLAy) FI TV ORI &
=50 300mg# 1 H 1R (F2[A] (150mg X 2)
30~49 150mg# 1 H 1[A]
15~29 #E1150mg, % D#100mgZ 1 H 1[A]
5~14 BE1150mg, % D#50mg7% 1 H 1[a]
<5 #IEI50mg, #D1%25mg% 1 H 1[A]

72720, BITREIET 27 I 7P o AEARIIEE S TW RN,

(4) =

UERR L

B - HREOFE

1) BEICKPEED
<HBEAIZHBITEHE>
HESEPEME HIV EYYE B 12 et LT, EIERsE &% (1,099kcal : fGR 75g. &% v/ 78 34g. fRIKAk
W) 72g) O 2 ODOEMET, TITV S0mg HREROEG Lz, BR%EGEDT 7Y OfkmiFiRES
TEREMIE 3.2 MEfEIC. ZEMERAR 5 O e m i PR BER T 0 0.9 R & i L ClELS 72 | A% ST
DF il PR X ZE MR 5 X 0 47% 18- 72, L, B%kEL & EERER SO AUC BICAE
IR N2 oT,

2) PRI UGRBOEYENRE
<HEANIZBFBEE>
FITOUVEDRTVUDUREE T o, R T U ORE M TPEREN 28% R LR, TI7
UK R TV D AUCICEBREBILITRD b o T-,

BEH (REaL—2ay) BMICEYHIBAL-EMRNESEEHER
Y E R L

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEOFHL T, 7I7Y L LT 1 H&E 300mg % 1
A 1EDUE2 [E (150mg X2) (230 ) TROKBET 5, Zrds, FHln, (KE, fERICE D EETEET 5, ) Thod,




VI. RMEEICET SEE
2. EWMEERB/TA—42

M

(2)

()

(4)

(%)

(6)

(N

3.

RRAT Ak
AR L

TR 2 4
AR L

NAFTARLSEY T4 ¥
<HSHBEANIZHITDEHE>
BN HIV EGURE B2 0 772 L HA] 0.25~8mg/kg A BLEIRE A 45 L 7 RE DA HIRI FHRITK 82% ThH - 72,

SRR
LR L

SGUTIIRW
<HEBEANIZEITHHE>
399mL/min (% A HIV EYLE A 20 B2 0.25~8mg/kg % H RN ¢ 5-1F)

DEEREY

<HBEANIZBITLHE>

1.3L/kg (B HIV EEYF 20 I 0.25~8mg/kg Z FillkRNEEG5-KF) TH Y, 7 I 7 VB ilEsN~b ofhd
LT EERFELTCND, DABRITRGEIKF Lot

mEEnEaxE""
<HEANIZEITHEHE>
1R (<36% in vitro)

MR

<HENIZBITBEE > @

JN HIV G 2mg/kg 22 1 H 2 [\ 15 ARSI G U7 Rp, W G0 T 5 1.5 Wefil 12w i i
FED 1.5ng/mL (3L, FEENT 2.6 R TH Y | 15 HREGZ TR EITEFIREBICEL, Raidh
TEEIE 1.9ug/mL Th o7z, £iz. B HIV EYHICT I 7Y 0% 71 V5] 0.25~8mg/kg % HLFIRRE 1 #
5 LT R0 E 2RI A SR ITK) 82% Th o 72,

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEOFHL T, 7I7Y L LT 1 H&E 300mg % 1
H1ESGE2 B (150mgX2) 12507 TROKRET 2, 7ok, Fl, (KE, ERICE VEEET 2. THD,




VI. EYVBEICEY HEE

<HE>

HeMEZ >y M PH] 937 V0 aEBRAOKEG LIEE X, B ~OFEIIE E A ERD N2 &
P, BRI O OV E IR % 5% 168 B £ TR BEHRIER L 0 B L7 WIR T 74% Tdh - 7=,
Fo T v N OEE ROV — 7 NIC PH] 7 X 722 2mg/kg Z1EA L in situ THESRED L —
TWNEGARZRE L CREHLEBRINEEZRT, PH] I 7V U3EENLIRITEE A EWRIN SR o 7253,
/NG A D & JRFE RN ASFR D BT,

WA W BRI (B G- BTk 2 %)
i A + 4505 2R Bl 15
TEEWNIERE 1.4+1.2 33+ 1.4 1.4+ 1.0 3.2+0.8
1FRF ] 7% 3.6£2.1 41.4+95 54.8+13.0 31.4+12.3
2WRF I T4 4.8+3.0 66.4+10.7 85.7+ 8.8 47.9+10.5

PEEAEAER 2 (0=3)

4. 3

M

(2)

3)

(4)

fn % — fibd B8 P& @ 4
<HBEANIZEITHEHE>
wiEg % 2

i — R BERAFT BB
<SVEAIZE T BRHE>
BT

FiA~DBITH

<HEANIZHIT HHE>

S SN27 I 7 Vi bRHHRICHRE S D Z ERRE SN TNV D, 4R 38 o HIV YT

10 BIlcZ7 272 300mg % 1 H 2 BIHFEER 1 R E TG L7ZREOILHF O T I 7V R 1.22pg/mL
(<0.5~6.09ug/mL) Toho7z, 7I 7V 150mg % 1 H2[E, ¥ R7Y300mg # 1 H2EEHH LK

RO T 2 7P U EIL 09ug/mL (<0.5~82ug/mL) Tho7z ¥, £z, 7 I 7V ORKMmES

BB & FLIH IR EDHZIT 0.6~33 THDH ZEMMESN TN D, WROMIEFT DT I 7V REE 18~

28ng/mL ThHo 7= & OWENRH 5,

U.S.Public Health Service Centers for Disease Control and Prevention %, HIV {2 L T\ D & MBI, REGY/N

BAOHAESKO HIV &2 ST 5720, RALEZ#TL X285 L T0nn

HRADBITH

<HSBEANIZHITEHHE>

F N HIV BYEBEIZT I 722 4~10mg/kg % 1 H 2 [0] 2 BRI LL ERERR 05 U721, B 5 2 it o
IR B P RS 1T ML TP IR DK 6% Th 723, £7o. /N HIV RYEHEICT 27V Smg/kg/H 2 A%
HLEr &, MEMKTOT I 700 ORETLIREDK 13% Th -7,

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEOFHL T, 7I7Y L LT 1 H&E 300mg % 1
A 1EDUE2 [E (150mg X2) (230 ) TROKBET 5, Zrds, FHln, (KE, fERICE D EETEET 5, ) Thod,




VI. EVEBEICEY HEE

)

Z DR DB
KR L

<HH>

7y ME PH] 737 Vv e BIEIR AR LIsL % BRI RS ORI 56 1| WRIC R &
L. ERAMIBCEHCE G2, . KB ROBMCH-7

5 M

M

(2)

3)

(4)

BB & U R B

<SBEAIZHTEHE>

t N TOEMRBWIL ST o A- 2K F 2 RIK (1-[(2R,55)-trans-2-hydroxymethyl- 1,3 -oxathiolan-3-oxide-5-
ylleytosine) T -7z 3¢ |

KRHEICEAET 58K (CYPAS0 %) DHFiE

TITVETy MT3 s AMRKRO#EEG L, BEEGHOFI 7 v Y — A P450 &% HIE L7, CYP4A,
CYPIA2, CYP3AIR BIZT I TV U HEHGIZ X DEEBPRBR I NN, HERGHW THLALNIHEBOH O
THY, FENIAFICLD2LOTERNEEZZONT, £/, FIT7VET7 v FTHIFEA SRS
NP, RE#RGTHLHOCEEREIIRWVWEEZ LN | AAIORBHHITIE CYP3 ZEEHET, Z0RICK
DIRB SN AR (B . a7 7 —EBHEAD) & OMEERITBE LRI LRNY %) tHPNE R

DEBBYROERRUZOHE
UL L

RBYVOFEOERRULLE
PLHIV iR L (b7 2 A -2 LR RK)

(5) FEUNRBYDORERI/NT A =4
UER R L

6. Bt

(1) HEstt R4 & U2 %

(2)

<HNENIZIB T 2 ks >

BN HIV EYRE B 1T 2mg/kg R A5 L7, B 54 12 RfRPIZ R T 0 A- AR ¥ MR G- &
D S2% Pt iz, Fio, MAHFERENEFIRE TOREARD R PPE=RIIE G &EOK) 70% TH Y | B
MWRT I T DENNSDREOFEE R THD Z ENREINTZ,

PRt
F(1) PEEEERAL R ORI | DIHZ R

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
A 1EDUE2 [E (150mg X2) (230 ) TROKBET 5, Zrds, FHln, (KE, fERICE D EETEET 5, ) Thod,




VI. EYVBEICEY HEE

(3) HEithERE
<HEAIZHITEHREE>
1) BERZOHKREHR
T I TV U ERN HIV EYYERBEIZ, FRNEES (0.25~8mgkg) D%, 2~3 HZRICFRIAZEOKR DS
ZATUV, RIPRZEAGRIEEE Z2E LR, WM OREREICB W TH KEDIIEE5% 12 FrRILIN

R S Uiz,
By R e b i CLr SRR (5 &ICxHT 5%) ¢
(mg/kg) (L/h) 0~4h 0~12h 0~48h
0.25 12.643.7 46+15 48+14 49414
1.0 16.443.8 49420 67+18 74+19
FRRAN 2.0 16.2+4.1 46+29 69+ 6 74+ 5
4.0 17.1£3.5 52412 66+13 73+£127%
8.0 21.843.8 66+ 2 80+ 3 85+ 37
0.25 15.7+4.9 44+ 7 55+ 9 55+10
1.0 20.3+5.2 60+11 78+11 85+13
& 2.0 21.6+2.9 45+17 63+12 70+12
4.0 19.2+4.1 39+ 7 53£10 59+10
8.0 23.043.1 49+ 2 66+ 4 71+ 5

§ ; PREHRERZE (n=4)

t 72 B E T ok R

SIRPHEHERIZOWTIIEAY OF — 2 &6 LR LT,

2) RELOKXEHAER
TIT7 TV HIVIEYYEREIZ 1 H 2 BIKEROEE (025~10mg/kg/H) L. #IEIEG#% KOS 12
H#., 12 RER O RE AR E 2 01E L,
ZORER., PalEE% CFE¥ 51.6%) (2T 15 HA (FEY 69.7%) ([Zid@mWEitRE2 R L, BRI
M5 5% 48 FEfH & To R PR L 1ZIE—F LTz,

PG & 1 HHE 15 A H
(mg/kg bid) PEER (5 EIckd 5 %) ¢ n PR (e Eloxtd 5 %) 8 n
0.25 55.7+17.1 6 73.2420.3 7
0.5 57.9+20.9 12 108.3+34.7 8
1.0 49.5+13.5 11 67.4429.1 8
2.0 45.4422.0 8 72.8+12.4 12
4.0 39.6+24.5 11 54.4423.8 9
6.0 62.3+33.7 14 59.7429.1 8
10.0 46.4+14.7 9 50.2431.2 7
e 51.6+23.4 71 69.7430.1 59
§ 5 FHIHAEHE(R 22 (&L

1.

bS5V RR—5—IZE8T S1EH

Invitro \IZBW T, I 7213 OCT2. MATE]L X X MATE2-K D REE Th % 39 39

AFNOARI NI EROHEE, HEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1ESUEL2 B\ (150mgX2) 2o TROBET 5, Zod, Fn, KRE, ERICE VEEEET S, ) THDH,




VI. EVEBEICEY HEE

8. EMFICLBHrEE

(1) MRS
<HEANICEIT B RE>
—HBERESS O,

(2) MBS
<HBEANIZEITDHEE>
BITRHE A2 TV D BEEBHEEIN TR (Cler<20mL/min) Z%fZE LT, 7 I7 Y 100mg % Hal#E
LU, mMAEEEEHRE L7z GBHTI&REG 2 R L 0K 4 BERIAGAT) . TR, SPrb®T 528% T
HY . FEHZ VT T AT 106mL/min T - 7=,
72, BT LD AUC OB RIZ24% TH o724,

10,000 ~
1,000 —M% 3
3 e U
E — |
£ [
i 100 ~
it
%
g4 | —— #iH (h=6)
o JEENH (n=6)
1 1 1 1 | | | | |
0 6 12 18 24 30 36 42 48
B (h)
BHARDOEETHEETRACEEBEEMFORS L-BOMEDS I TOVREOHR
(PHE+HEERE)
EMENRE/INS A —4
BE5& g Cmax Tmax tin AUC,, CIt/F
(mg) (pug/mL) (h) (h) (pg * h/mL) (mL/min)
—_ 3.97 1.9 18.2 60.74 82.3
100 = (2.79-5.65) (1.0-4.0) (14.4-22.9) | (40.19-91.81) | (54.5-124.4)
. 4.93 1.5 153 80.21 62.3
HEHT H (3.37-7.22) 0.5-2.1) (13.3-17.7) | (60.71-106.0) | (47.2-82.4)

BAEI IR, 95%EHEHXHE. n=6
Tmax 1375 fE K& OV, Cmax & OV AUC 1A f % 300mg [Z1IEHE L 7= M,

(3) EEMRZER
UERR L

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEOFHL T, 7I7Y L LT 1 H&E 300mg % 1
A 1EDUE2 [E (150mg X2) (230 ) TROKBET 5, Zrds, FHln, (KE, fERICE D EETEET 5, ) Thod,




. ££% (ERALOZEESH) ICEI A

1. BEERNRLZOEAR
1.
1.

w

==}

=

1 BRERETHUAHEMEOHLI/NENDEE BERXOBEFEOHDI/NE, BRERESELIENAHMON
rué%ﬂ&@ﬁﬁﬁ&% [TTWLB/INR) TIE, Kﬂ@ﬁﬁ%%zé%Alw Ic+2ERDE
HENDBEENTNEEICOA T EELTITOIIE, CNODBETERZRHLELIEEDEA.
B BEHEXREFIMEZIS—F, mMEFEIVA—E, FUTUEY FEOLERHObNEEEX. KF
DEE5EFELICHIETSHIE, [8.4, 9.7, 11.1.2 B8]

1.2 B HIEMFRZEHLTLIEETIE, AFDEZEEHIEICELY . B RIEGEFRXNBRTI2ETnLH
5DT. AREDOEFEE#HWT HIGEICIEFTREETLHI L. HBICEREREDFZE. EELTIEZTAN
HOENDTIEFETH &, [9.1.15H]

(fEER)

L1 KE OB CEIZBN T, AN BF TARAIBE G RHICER DB SN DIL 0.5% KM Th 523, /Il EE
IZB VT, AF OB 5 R O OB HIV 38 & OB GRHIZ 14~18% PR EZRIELI-Z &, &5
(o TR L UCL THER OBEEIRE IR 2 3E S ¥ Ao EE R fERIN 2 A3 5 /NEBRE TRIET
HA[REMENH S Z ENFHEI SN TV D,

1.2 7700, 1 H 1A 100mg #5102 T B AUB M RIZKT 280N RSNTE Y, ENTIEFERER
DG (7 ¢ v 7 A%E 100) & LTORBEALTVD
B@@@ﬁ%hﬂ#é?if&y@&ﬁ%T%_\B@ﬁ*?%»x(mw)@ﬁﬁﬁmﬁﬁ?ék%i
%néBﬂﬁﬁﬁ*@ﬁﬁﬁﬁiéﬂtﬁmBﬂ@ﬁﬁ%%éﬁLTwémv@%ﬁ%ﬁmxﬂﬁ&ﬁ
ENTHEEICH ., ABIOB G TH%IC B REBHEHFRBER T BTN H 5,
Lt#of\ﬁﬂ%&ﬁﬁﬁﬁé AliE, BHFIERD 72 &b 4 5 H I 2 B EE ORRER &
KigAfE (HBV-DNA, ALT (GPT) MOMAEIZIGSUME Y L EY) ZEIE L, Z0%LBIEZITAZ &,
B AUBMERTF R O FHRDNGERD SN HAITIE, 7 2 7Y OFE GO #A O 54U 2B 21T Z L,
B BUB MR 2 B 0F L TV D BEFICH L TARRIZERAT HEICIX, B 0 v 7 A%E 100 ORMNIGEEZS
Wz &,

. EERAE L EDEA
2. B (ROBHFIZFHRELGNIE)
AFNORITI%E LIBAE D BEAEE D & % B

. DEERIIBRICEET HEE L TDER
(V. IGRICET2HE 220452 L,

RERUVAERICEET 5B L EDER
BRICBET A 22052 L,




. ®£% (FRLOIES) ICEYHEE
5. EELGEFNIE L ENDEA

8. EELREANEE

8.1 RAIOHERICEE L Tk, ENADHA KT A4 LV EOEFHOFERE LI, BEUIBF DD HEY)
REIL, WOBEIZOWC LB LRAIEZG-%, FHTZ L,

« RFNIHIVEGE ORIBFIEIRTIIR N2 &0 D B RURYYE % & T HIVEYLAE O HE 21 2 B
ZRIE LftlT D ATREME DN 8 2 O C ARFIG-BbATE O F AR O ZE I DWW T, TN CTHY EICH
T IR

8.2 HELMIKMEE, AT > F— X, JBIHEE IC L 2 EEOIIER (IBIHAT) . B RRIE, =2 —
TNy — $EEL. R DAERH LD ERH LD T, TR ELIT O 72 CHBEL 01T
5z &, [11.1.1, 11.1.3-11.1.6 B ]

8.3 AAZ G TPt HIV IO LA ARIEZ1T - 12 B3 C, B HBEUEGEIEN#RE ShTnb, &5HiA
% S RSRE BT U JEMEME D F 72 O T IEGNE A Fn USRS (v A a NI TV D AT ET AT Ly
TR, A RATBTANVA Za—FPATFRAFIZLDELD) FECHTDRIELESHREIT D Z L2
bb, Elo, RIEHRREOEIEIZIEVE O E (FARIERETTHERE, ZRIEME. 72 « NL—JE
BERE, 7 RUERS) NRETHLEOMENHDLHDT, ZNDHDFERZFAM L, SHERZ 1T 72 188
HEETDH L,

8.4 ERMTIET A FREMENHH DT, MiE7 27—, MgV N—¥, U 7 Ut FEDALZEAB
HEEEMINATO 2 &, [1.1, 9.7, 11.1.2 Z ]

6. RENDEREHATLBEICETIER

M

(2)

)

(4)

BHE - BEEZFOHLEE

9.1 AHHE - BMERZEOHIHEE
9.1 1 BEFRDVAMIABREEZEHLTNIES
AR OF G E KT 258 T H0EET S 2 &, B BEMHFREZ AL T EE TR, KO
Hoiklc kv, B BUBHEFANHRT 28T H 5, FFICIENEEORA, BIELT 28201 H
%, [12z8]

Cer ZHEL, WMET 2 UIREGEMBELILRET 22 &, mWMLTIRER G 28Thrd 5, [74

Z NN

FregselE = 8RE
BEEN TR

HIEREEH T 5E
BEEN TR



. &t (FALOEES) ICEYHEE

(5) bEE

9.5 1F%

BEb SOTAENR LT\ D ATREPED & 2 ZeMEICIE, 18 LA RENERIEL BRlS LS 2561
DT 5 L,

AFNF e MERZEET S, HAEROMET T I 7 I, Mo R o M3 K O i o
DRELFLTHDLZ ERMESNTHND MNEAT—%) .

IR (TYX) CRIEEE (REORECEkROBM HNEEINTND,

X7 LAY RRPERERERILEA (NRTD % 15 MR SUTE ERIGRE S - grE R ORIz B W
T, S har FUTHEEICZLD EZEZON2BMCBEOMFEALREO EFRHE I TnD,
IEFICENITR BRI, TADARREIE, MOMBREBELREIN TS, LrLERL, ZhbFE
L NRTI OB NMER., JEERIGREE & OBJEPE XML LT,

(6) 127

9.6 ZELMR

B AR TS Z L,

BOEEEINTET I TV EEe MRt SN Z @GS TWD (AL IRE @ <0.5-
8.2ug/mL) ¥ GLEAT—%) |

T I TV ORMAMBEFRE T D FRRE Ok 0.6~33 THDZ ERHEINTWD (UhE
ANT—H#)

AROMER DT I 7V REIT 18~28ng/mL ThoTo L OWMERH L GHEAT—X) |

(N MNRF

9.7 NR

N E RS L LTARK Lo HIV 3K & OOF G- OR 2K OH M2 IR & U7z BRARRERIL 5
it LU Zauny,

ER 2 FIET D[RO H H/NR O BE (BEROBEEOH /80, BERERIEIE L Z ERMmbiL
TWBEA L OOFFIEZZ T T D /NR) Tk, RAIOBERAZ3 2 256120%, ic+o728 %o
RO LN DIERIENRNERICORFSIEELTITY 28, (1.1, 84, 11.1.2 BH]

(

2.

fEzR)
(V. IRRICET DA 3. BRAR Q) BRRZIR <MW TR S A7 BRI RUR O Al >
INRZ G & LT RRRRER] DIES R

(8) &EnE

9.8 SEmAE
BEOREBEZBE LR OERICKREGT 2L, BERENMITL TV ZLRZ W), @itk
EDRFHE T o8 EnndbD, AFIL, L LTRE KL LTELOHRIES LD,




VI. &2&t (EHREEOIES) I 5I1ER
1. ¥8E{EA
(1) HREZEREZFNDER
BEEN TV
(2) BEAREE L FDER
10.2 BtFEE (BFRISEETH L)
HHN 4 S BERAEAR - HF & 7 1E KR - faln 1
ANT 7 A REH Y — . | KEIDO AUC 23 43%HM L., &5 7 | BB 288 h U 2 7
U X RNTYU A U730 2AN30%. B IV T7I 02 | VAEEETAEEZLN T
M 35%BD LT- & DHERDH 5, %,
Yve h—u BOYILE =LK (YVE h— | YLE b—=NIZLD T I TV
e L T32g, 102g, 134g) &7 3 | OWRIRNAIHI S NS B2 B
TUUVOHRAIZEY, TITVD | TWD,
AUC 23 LT (2R 18%.
36%. %) EOWENRH B,
(FRER)

<HSEANIZBTEEE>
O ANTFRAREYY =)L FURXRNTY A
ANT 7 A RFRYY =) NU AT Y LEOH AL, BMEGIZH L, AUC 13K 43% 08, 4
B 0VT T AT 30% DR, B2 VT T AL 3S%OBOBREEOLNTND, 2, FY A RTY
LEDOPRICE Y T TP ORIRME WSRO TDHZ Lic kD,
¢/ )Lt Fh—)L
WATENT, 737 VU RO 2 BE#RE L7 Fo g R3Sy Eseic s+ 2 Y L e h— L a AR
DEBEZFTMT 272D DOMRRBRNFEmL SN TND, TOFER, YLVE N—VERKRET I 7TV OO0
kI IT7V0DAUC I, YL E F— LB L TR L=,




. &t (FALOEES) ICEYHEE

8. El¥eH

1. BEl¥ER
ROE D REWERDBRH B Z L Rb DT, #BREZ H2ICITV, BREDSRO LRIEAICE, &5
IR 57 EEYIRLE AT 2 &,

(1) EXGEIMER & DHER

1.1 EXLEER
1111 EELGIRES

FRIFEREE (0.03%) . JLIMERED (0.6%). &Il (6.1%)., AMERBLD (2.2%). &FHEkED (0.8%) .
/A (1.2%) [8.2% 1]
11.1.2 Bz (0.3%)

M7 I7—8, miFY X—8, NV 27Uk FEOREMEO EANHLNTGEITIE, BHHITARA
OFHERIETHZ L, 2, BEOER., BL - EEZEOERNAONTZHGEICHEBIZARA O
Hamik L, AMeFims (g7 2 7—8, miFY ~—8, ~V 27U ' ) R%) KOHEGZE%IC
L@ s+t H) 2k, (11, 84, 9.75]
113 EE7F—2R (05%). BBHEEIZLKD2EEDOFEKX (BBIAFF) (0.3%)

T > R — ZA T EMER B D 5 BRERCREERE 2SO b -GA 1%, ARflokE5 %
—HER LT 2k, R, HREBOGERA 26T 2BE BV CIERT D2 &, AHKI%Z & TNRTI
OEMBEE IO OFFIEIC LY, BEERABT v F—v R (25EE. BRAIE, 22 fE
Wb, HBREEE, MR, ML) . ettt (BEIC XD EEOMER, B EZ &) 235,
LZHEIZE < ME SN TWD, [825H]
11.1. 4 HERFHRERAE (0.1%)

(825 ]
11.1.5 =a—a/iRY— (08%). F&iEl (FEARH]) . EE (0.1%)

[8.2% 1]
11.1.6 IDFZE (0.1%)

[8.2% 1]

(fEER)

ARG L DEWER & JFRETH D HIV BEUE I EHHEIER T 2 6 0 & 201925 2 L 3 IN#E R
Bl %, AANC X2 MiRkEEF X, R, MCV CEHIRMERAFE) O LV RBEST 6D
REMEOHEMEZZ BND,




V. 2t (EALOEES) ICEYSHEAB

(2) ZothoEIER

11.2 Z Db DEI1ERA

¥ Mo R R

R

1% ~14% A1 1% AT XA
U 2 NEE, IR M ER A
iiih i1 & (MCV) #n, U >
R
W s T, RS PR BR IR R, BB RE, | FekE, ERRE
- Mtk AR
WIENG D534 /EFE (M | ek, FEEL, BFUm . &M . | IRIE ARSI PR
BB, RERES OB, K | (KERD . . EIE
2 F JE IR | REE. Eim oD, B
A8, MIEREE RN, b
)
e B JFHERER A E A H (AST,
ALT% 0 5
B figk Mgz v7rF=r &
T S RO, AR, AREEE | BW
| R OEW MERFEDE, 9 O, | UEEE, SER

- . MR B Sl | 77 —8 LA M7k (iE)
2t . NA
1R W% pos
B R % O IE
oo . W, fige, PEURIREE, WHSH | S, BlEER. HAE K.
. KRB XK MR e RAGE R
wmo e JE VR S
fr & R (BER., 2., K2 | BB, & 5. BT, A -
T aate) EHR

rNUZU®Y R ER-MyE | CKER., BufE, MBEE | BExEptE bR EREREK

* O | arvAFe—1 A k& T, MPHER T, wEA L
=

. MRERIET

) FEBUHE I I3 R A O RS R &2 & e




. &t (FALOEES) ICEYHEE

& 5 H B EINE R FE S M O R R M A 5 0 — B
ERERAREHRAEICE T HEER - BREEDOERBTRE (BEERTH)

KRB Z D i P Rl AR A -
S it DRI Gl
PR R AL 18 303 310
A E 15K 42 3211 3253
BB F 4 00 3 BLUE B 4K 30 1372 1402
RIVE A D FE B HL 73 3455 528
RIVE A5 D FE BUE 1] 28 71.43% 42.73% 43.10%
BIVE 2 O FE RIVER%EORBERNIFREES (50 £ (%)
JRYLSEFS K OV AR HUE 73 (2.27) 73 (2.24)
FER~A 2T T )T Vo ik 1 (0.03) 1 (0.03)
AR 2 (0.06) 2 (0.06)
JEE 2% 1 (0.03) 1 (0.03)
VB =Ry G Ao 1 (0.03) 1 (0.03)
TR 2 (0.06) 2 (0.06)
ER 3 (0.09) 3 (0.09)
BRI 3 (0.09) 3 (0.09)
CHUNIT 4% 8 (0.25) 8 (0.25)
Biffi /L2 5 (0.16) 5 (0.15)
HkyE S 17 (0.53) 17 (0.52)
I B R 1 (0.03) 1 (0.03)
JINE 1 (0.03) 1 (0.03)
SREE S 2 (0.06) 2 (0.06)
Aled 2 & UE 2 (0.06) 2 (0.06)
JIL P ) D 35 1 (0.03) 1 (0.03)
fiige 3 (0.09) 3 (0.09)
HETT M2 B RV IE 1 (0.03) 1 (0.03)
R I AE 2 (0.06) 2 (0.06)
BUMEME Y 2 > 7 1 (0.03) 1 (0.03)
7RO EREE IR 1 (0.03) 1 (0.03)
FA R AT\ T A I ARG S 10 (0.31) 10 (0.31)
TA b AT ANV 1 (0.03) 1 (0.03)
T A XHERE 1 (0.03) 1 (0.03)
W s 7T X< 1 (0.03) 1 (0.03)
7R R R 1 (0.03) 1 (0.03)
2 A ARTTY T
; E i Z Lo s A 3 (0.09) 3 (0.09)
P N AH T AL A 1 (0.03) 1 (0.03)
RL P M2 TE R 1 (0.03) 1 (0.03)
TH AR EZ 1 (0.03) 1 (0.03)
FEB~ A a7V 7Y 1 (0.03) 1 (0.03)
i 1 (0.03) 1 (0.03)
JFET A —/NE 1 (0.03) 1 (0.03)
Za—F VAT 4 AVBE T = VY 2 (0.06) 2 (0.06)
Za—F VAT 4 AV Y = Uik 1 (0.03) 1 (0.03)
. D F O OF
%gé@% Eii?f;ﬁg gg;ﬁ = 15 (0.47) 15 (0.46)
R E 1 (0.03) 1 (0.03)




V. 2t (EALOEES) ICEYSHEAB

HKRRFZ D il FH A AR A -
S it DR a
BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)
ER ] 1 (0.03) 1 (0.03)
JHF D EEME ) 1 (0.03) 1 (0.03)
H AR PNE 6 (0.19) 6 (0.18)
il R S b R g 55439 1 (0.03) 1 (0.03)
U o fE 4 (0.12) 4 0.12)
B2 I LS e 1 (0.03) 1 (0.03)
MR LY R RfEE 17 (40.48) | 227 (7.07) | 244 (7.50)
SESERT BROE 1 (0.03) 1 (0.03)
2. 16  (38.10) | 158 (4.92) | 174 (5.35)
B CLo e A R i 1 (0.03) 1 (0.03)
KERPER I, 4 (9.52) | 27 (0.84) | 31 (0.95)
IR RS 1 (0.03) 1 (0.03)
B BRI 1 (0.03) 1 (0.03)
FEAEME ML PN R 1 (0.03) 1 (0.03)
FFER BRI INE 1 (0.03) 1 (0.03)
AR ML BRI E 1 (0.03) 1 (0.03)
YA I 1 (0.03) 1 (0.03)
PR MR i 3 (0.09) 3 (0.09)
JURE U 1 (0.03) 1 (0.03)
R Z MR 4 (0.12) 4 (0.12)
H BRI E 7 (0.22) 7 (0.22)
U o HE 8 (0.25) 8 (0.25)
At H BRI E 5 (0.16) 5 (0.15)
EAFMEEERMEE M 1 (0.03) 1 (0.03)
L BRI E 20 (0.62) | 20 (0.61)
M RIS i 10 (0.31) 10 (0.31)
SN IREEAN 11 (0.34) 11 (0.34)
B iR 2 5 (0.16) 5 (0.15)
G g SR 6 (0.19) 6 (0.18)
G A GO B 5 (0.16) 5 (0.15)
Hi e BHINE T L L ¥ — 1 (0.03) 1 (0.03)
PRl == 9 (0.28) 9 (0.28)
S R 1 (0.03) 1 (0.03)
RO A RE TUAESE 4 0.12) 4 (0.12)
RO BRAE REAR T 2 (0.06) 2 (0.06)
SIRINIZE 1 (0.03) 1 (0.03)
FLRIR AT o AR5 W 1 (0.03) 1 (0.03)
R L O EE 3 (7.14) | 475 (14.79) | 478 (14.69)
7L = — VAR 2 (0.06) 2 (0.06)
BRI 3 (7.14) 14 (0.44) 17 (0.52)
BRI 30 (0.93) | 30 (0.92)
A A Y ARFENERE RIS 1 (0.03) 1 (0.03)
A R IERAFHERE R IR 1 (0.03) 1 (0.03)
i A e 3 (0.09) 3 (0.09)
I I 5 (0.16) 5 (0.15)
&7 =T ME 1 (0.03) 1 (0.03)




. &t (FALOEES) ICEYHEE

HKRRFZ D il FH A AR A -
S it DR a
BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)
ol A7 e —/LiE 38 (1.18) | 38 (1.17)
& I 15 (0.47) 15 (0.46)
e L I i 36 (1.12) | 36 (1.11)
Y7 YR RifE 93 (2.90) | 93 (2.86)
e PR I [ JiE 77 (2.40) | 77 (2.37)
K= L AT a—/VIfiliE 2 (0.06) 2 (0.06)
&V © AfgE 2 (0.06) (0.06)
sl VRN ik 2 (0.06) (0.06)
FLEET v F— A 16 (0.50) 16 (0.49)
iR 1 (0.03) (0.03)
NERIF53 70 2 (0.06) 2 (0.06)
EH DO 12 (0.37) 12 (0.37)
NEE AR 2 (0.06) 2 (0.06)
BAGROR 10 (0.31) 10 (0.31)
e g A 247 (7.69) | 247 (7.59)
&7 27 —YIiE 5 (0.16) 5 (0.15)
TR B 1 (2.38) | 42 (131) | 43 (1.32)
ENCRA 4 0.12) 4 0.12)
NS 1 (2.38) — 1 (0.03)
H B2 1 (0.03) 1 (0.03)
IREIPEIRT 1 (0.03) 1 (0.03)
Az 1 (2.38) — 1 (0.03)
9 DR 9 (0.28) 9 (0.28)
B 3 (0.09) 3 (0.09)
RHRAE 13 (0.40) 13 (0.40)
BIF 1 (0.03) 1 (0.03)
ROTEH) 1 (0.03) 1 (0.03)
PHARIE 1 (0.03) 1 (0.03)
iy 7 (0.22) 7 (0.22)
FA4AT=IT 1 (0.03) 1 (0.03)
RZIEE 3 (0.09) 3 (0.09)
W PR 1 (0.03) 1 (0.03)
G A E S 3 (7.14) | 156 (4.86) | 159 (4.89)
USTREES 1 (0.03) 1 (0.03)
/N HE I 1 (0.03) 1 (0.03)
Jibd HH o 4 (0.12) 4 (0.12)
JifpiEs 3 (0.09) 3 (0.09)
Je g 3 (0.09) 3 (0.09)
B L~V 1 (0.03) 1 (0.03)
BRI kEE 4 0.12) 4 (0.12)
FEMED F 27 0.84) | 27 (0.83)
RALPED F 1 (0.03) 1 (0.03)
R L 19 (0.59) 19 (0.58)
X7 NU—IEERE 1 (0.03) 1 (0.03)
GIEPE 2 (4.76) | 21 (0.65) | 23 0.71)
JH M RRE 2 (0.06) 2 (0.06)




V. 2t (EALOEES) ICEYSHEAB

HKRRFZ D il FH A AR A -
S it DR a
BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)
FE AR 1 (0.03) 1 (0.03)
R RN 1 (2.38) 57 (1.78) | 58 (1.78)
EIE 1 (0.03) 1 (0.03)
FLIEREE 2 (0.06) 2 (0.06)
IFrE—xX R 1 (0.03) 1 (0.03)
—a—pmS— 1 (0.03) 1 (0.03)
K= 2 —wm e — 25 (0.78) | 25 0.77)
SH = a1 R — 1 (0.03) 1 (0.03)
AR 3 (0.09) 3 (0.09)
Jeqh 1 (0.03) 1 (0.03)
PRk 5 (0.16) 5 (0.15)
=X AR 1 (0.03) 1 (0.03)
BRI E 1 (0.03) 1 (0.03)
PR AR P 1 (0.03) 1 (0.03)
AR fres 14 (0.44) 14 (0.43)
A gy gt 1 (0.03) 1 (0.03)
Sheli 2 (0.06) 2 (0.06)
M H i 1 (0.03) 1 (0.03)
PSS 2 (0.06) 2 (0.06)
B R S A B 1 (0.03) 1 (0.03)
AR HZJ5 1 (0.03) 1 (0.03)
AR 1 (0.03) 1 (0.03)
A IEER 2 (0.06) 2 (0.06)
PRI N 1 (0.03) 1 (0.03)
B 1 (0.03) 1 (0.03)
HHEREL H i 2 (0.06) 2 (0.06)
TIMET 1 (0.03) 1 (0.03)
TR IR 1 (0.03) 1 (0.03)
AR Bk iz 8 3 (0.09) 3 (0.09)
HB LUk ES 4 (0.12) 4 (0.12)
B 1 (0.03) 1 (0.03)
FlHEME D F 3 (0.09) 3 (0.09)
L 22 0.69) | 22 (0.68)
Ak A I 5 (0.16) 5 (0.15)
e LiE 2 (0.06) 2 (0.06)
B—ERETa v 1 (0.03) 1 (0.03)
SIS 1 (0.03) 1 (0.03)
DAR4 1 (0.03) 1 (0.03)
FoNie I N 1 (0.03) 1 (0.03)
JCafiifaE Ik 1 (0.03) 1 (0.03)
FEEAA 1 (0.03) 1 (0.03)
TN TR 2 (0.06) 2 (0.06)
SN R I 2 (0.06) 2 (0.06)
Es 3 (0.09) 3 (0.09)
TR AR EAGERE 1 (0.03) 1 (0.03)
WEZv v 1 (0.03) 1 (0.03)
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HKRRFZ D il FH A AR A -
S it DR a
BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)
HER 2 (0.06) 2 (0.06)
P HISMIHE 1 (0.03) 1 (0.03)
1. A5 R 23 0.72) | 23 (0.71)
ifn. fE 1 (0.03) 1 (0.03)
T I 17 0.53) | 17 (0.52)
HiEs a v 7 1 (0.03) 1 (0.03)
Hafn. 1 (0.03) 1 (0.03)
Eulierzs 1 (0.03) 1 (0.03)
FERRIE 1 (0.03) 1 (0.03)
D0 PR 5 T 1. A 2 (0.06) 2 (0.06)
MR, MaEhds K OMERR RS 15 (0.47) 15 (0.46)
LTISEN 2 (0.06) 2 (0.06)
Ik 6 (0.19) 6 (0.18)
- ] 3 3 (0.09) 3 (0.09)
T VEAE PR [ 5 1 (0.03) 1 (0.03)
B 1 (0.03) 1 (0.03)
BB 1 (0.03) 1 (0.03)
WEE % S A TR 1 (0.03) 1 (0.03)
S 1 (0.03) 1 (0.03)
it 85 1f 1 (0.03) 1 (0.03)
Jiti7K e 1 (0.03) 1 (0.03)
ERGE MG 1 (0.03) 1 (0.03)
H IkE 4 (9.52) | 370 (11.52) | 374 (11.50)
PR AR Rk 4 (0.12) 4 (0.12)
i B R i 14 (0.44) 14 (0.43)
i85 1 (2.38) 9 (028) | 10 (0.31)
TR 1 (0.03) 1 (0.03)
R 12 (0.37) 12 (0.37)
77O NK 2 (0.06) 2 (0.06)
JEK 1 (0.03) (0.03)
AE% 2 (0.06) (0.06)
{51 2 (0.06) (0.06)
T 1 (2.38) | 194 (6.04) | 195 (5.99)
H N Hz A 2 (0.06) 2 (0.06)
+ ZiEEE 2 (0.06) 2 (0.06)
P AR R 1 (0.03) (0.03)
HIER R 10 (0.31) 10 (0.31)
37 2 (0.06) 2 (0.06)
GRi-U 4 (0.12) (0.12)
=D 19 (0.59) 19 (0.58)
OB AMEE % 1 (0.03) 1 (0.03)
H RkEE 3 (0.09) 3 (0.09)
T R HH I 4 (0.12) 4 0.12)
I 1 (0.03) 1 (0.03)
H S 1 (0.03) 1 (0.03)
A LS 1 (0.03) 1 (0.03)
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S it DR a

BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)
1 e ARSI A 1 (0.03) 1 (0.03)
L 4 (9.52) | 130 (4.05) | 134 (4.12)
F PN AS I 1 (0.03) 1 (0.03)
%/ 7 (0.22) 7 (0.22)
aERES 4 (0.12) 4 (0.12)
RS PERE R 1 (0.03) 1 (0.03)
P J& B 1 (0.03) 1 (0.03)
W A 3 (0.09) 3 (0.09)
LVyFr s 13 (0.40) 13 (0.40)
RN 20 (0.62) | 20 (0.61)
AN 8 (0.25) 8 (0.25)
g - 32 (1.00) 32 (0.98)
LR R 1 (0.03) 1 (0.03)
RIE F R 1 (0.03) 1 (0.03)
Bl 1 (0.03) 1 (0.03)
F D% SRR 4 (0.12) 4 (0.12)
0 OSERE 3 (0.09) 3 (0.09)
[IERESTERN 1 (0.03) 1 (0.03)
TH AL R 1 (0.03) 1 (0.03)

JHFREE R B 5 266 (8.28) | 266 (8.18)
JIBA i 2 (0.06) 2 (0.06)
fEH 9 o 1 (0.03) (0.03)
JFiEZS 1 (0.03) 1 (0.03)
R4 3 (0.09) 3 (0.09)
JFHERE JL 135 (4.20) | 135 (4.15)
REWIIF 8 (0.25) 8 (0.25)
JiF 2% 3 (0.09) 3 (0.09)
BT 1 (0.03) 1 (0.03)
@M TEENPEIT 2 1 (0.03) 1 (0.03)
JBEE I 2% 1 (0.03) 1 (0.03)
JHF A A e 21 (0.65) | 21 (0.65)
EE UL IE 37 (1.15) 37 (1.14)
PEJE 7 (0.22) 7 (0.22)
JHFiR 79 (2.46) | 79 (2.43)

FZREF K OV MRk = 2 (4.76) | 239 (7.44) | 241 (7.41)
B 15 (0.47) 15 (0.46)
MM i 1 (0.03) 1 (0.03)
1B AR Y i 1 (0.03) 1 (0.03)
P a2 29 (0.90) 29 (0.89)
FE R R p 1 (0.03) 1 (0.03)
BEAR i 1 (0.03) 1 (0.03)
% 3 (0.09) 3 (0.09)
FRR R Z PR 1 (0.03) 1 (0.03)
HLBE 1 (0.03) 1 (0.03)
ZIEALBE 1 (2.38) — 1 (0.03)
RE R ZEHEE 15 (0.47) 15 (0.46)
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BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)
BT H i 2 (0.06) 2 (0.06)
BHEET 1 (0.03) 1 (0.03)
~J vk s Y — T A B 1 (0.03) 1 (0.03)
EZania 1 (0.03) 1 (0.03)
HRAN 2 (0.06) 2 (0.06)
RN kAR, ZE A i 17 (0.53) 17 (0.52)
JNZ A, 1 (0.03) 1 (0.03)
N 2 (0.06) 2 (0.06)
BT (0.03) 1 (0.03)
FEIB 1 (2.38) — 1 (0.03)
% O PEIE 13 (0.40) 13 (0.40)
W 1 (0.03) 1 (0.03)
SREE 1 (0.03) 1 (0.03)
W% 74 (230) | 74 (2.27)
EALIERE 1 (2.38) — 1 (0.03)
DEHMRE 3 (0.09) 3 (0.09)
iR 1 (0.03) 1 (0.03)
WETR P K ¢ 1 (0.03) 1 (0.03)
B 8 (0.25) 8 (0.25)
iz B E 2 (0.06) 2 (0.06)
BREVRSZA b7 4 — 47 (1.46) 47 (1.44)
& IR 1 (0.03) 1 (0.03)
AR ERVERIE M E B R 5% 1 (0.03) 1 (0.03)
MY RS A e 74— 2 (0.06) 2 (0.06)
EE 2 (0.06) 2 (0.06)
NEWANEIE 7 (0.22) 7 (0.22)
B i R B K OV SRRk & 1 (2.38) | 39 (121) | 40 (1.23)
BA &R 8 (0.25) 8 (0.25)
B % 2 (0.06) 2 (0.06)
I 1 (2.38) 4 0.12) 5 (0.15)
HH o B 4 0.12) 4 (0.12)
S E M 1 (0.03) 1 (0.03)
I TSN 1 (0.03) 1 (0.03)
RAHIENR 1 (0.03) 1 (0.03)
7 PPN H 1 1 (0.03) 1 (0.03)
(RES 1 (0.03) 1 (0.03)
R 1 (0.03) 1 (0.03)
9 6 (0.19) 6 (0.18)
fil % 2 (0.06) 2 (0.06)
=270 2 (0.06) 2 (0.06)
HAHRRIE 2 (0.06) 2 (0.06)
W53 2 (0.06) 2 (0.06)
TS Rl ARt 2 (0.06) 2 (0.06)
MERIRRZ2 1 (0.03) 1 (0.03)
B ¥ R M 1 (0.03) 1 (0.03)
1 A 1 (0.03) 1 (0.03)




V. 2t (EALOEES) ICEYSHEAB
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S it DRI a

BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)

BB L OURESREE 53 (1.65) | 53 (1.63)
IREFEH 4 (0.12) 4 (0.12)
PR &S A 4 (0.12) 4 (0.12)
PR 1 (0.03) 1 (0.03)
i pR 6 (0.19) 6 (0.18)
TR 1 (0.03) 1 (0.03)
S 1 (0.03) 1 (0.03)
GNEEER =N 1 (0.03) 1 (0.03)
B IE 1 (0.03) 1 (0.03)
iR DRI M 1D 1 (0.03) 1 (0.03)
BEIR 1 (0.03) 1 (0.03)
BEAR 5 (0.16) 5 (0.15)
MR 1 (0.03) 1 (0.03)
T 7 (0.22) 7 (0.22)
BARAe 2 (0.06) 2 (0.06)
BPEE AR A 5 (0.16) 5 (0.15)
PRAE B 1 (0.03) 1 (0.03)
B RekEE 19 (0.59) 19 (0.58)

IR, PEFRIS L OVEPEH IR EE 3 (0.09) 3 (0.09)
JiLPE 1 (0.03) 1 (0.03)
H SR E 1 (0.03) 1 (0.03)
FEANRIIET 1 (0.03) 1 (0.03)

BRI KO ERES 17 (0.53) 17 (0.52)
L 1 (0.03) 1 (0.03)
TE R R AR 1 (0.03) 1 (0.03)
LAV L 10 (0.31) 10 (0.31)
ERESIEEZ 2 (0.06) 2 (0.06)
HLAIH #% 1 (0.03) 1 (0.03)
PRI 1 (0.03) 1 (0.03)
PERERE 2 1 (0.03) 1 (0.03)

FeRME, FhtER X O atEEE 1 (0.03) 1 (0.03)
(=S 1 (0.03) 1 (0.03)

EHEER X O 5 ATHRE 4 (9.52) | 68 (212) | 72 (2.21)
e 3 1 (0.03) 1 (0.03)
J R A Rk 2 (0.06) 2 (0.06)
liobE 3 (0.09) 3 (0.09)
A 3 (0.09) 3 (0.09)
PR TV 1 (0.03) 1 (0.03)
P 57 2 (4.76) 1 (0.03) 3 (0.09)
A% 1 (0.03) 1 (0.03)
AT IR% 1 (0.03) 1 (0.03)
Bk 1 (0.03) 1 (0.03)
Sy 1 (2.38) 2 (0.06) 3 (0.09)
PR 2 (4.76) | 28 (0.87) | 30 (0.92)
L S 2 (0.06) 2 (0.06)
Y P NE 4 (0.12) 4 (0.12)




. &t (FALOEES) ICEYHEE

HKRRFZ D il FH A AR A -
S it DRI a
BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)
E NGRS 2 (0.06) 2 (0.06)
FEEN 27 (0.84) | 27 (0.83)
8 2 (0.06) 2 (0.06)
15 1 (0.03) 1 (0.03)
i R A A 15 (35.71) | 480 (14.95) | 495 (15.22)
TI=2 T N TUART 2T — BN 1 (2.38) | 44 (137) | 45 (1.38)
TARTGEX VBT ) b T AT =T —BHN 1 (2.38) | 37 (1.15) | 38 (1.17)
me7 2 Z—EHn 1 (2.38) | 23 0.72) | 24 (0.74)
MY L e M 2 (4.76) | 33 (1.03) | 35 (1.08)
M= L 25w — LB 32 (1.00) | 32 (0.98)
Mg 7 V7 F ok AR FF—EH# 1 (2.38) 11 (0.34) 12 (0.37)
7 v7F=d 1 (2.38) — (0.03)
fr 7 L7 F = 8 7 (0.22) 7 (0.22)
A= R o ftsE 3 (7.14) | 14 0.44) | 17 (0.52)
160 H SEL A I A S T 5 B 2 (4.76) | 50 (1.56) | 52 (1.60)
ifn. L H D 13 (0.40) | 13 (0.40)
A U 7 A8 2 (4.76) 1 (0.03) 3 (0.09)
iNE G 1 (0.03) (0.03)
M+~ 7 Y'Y RED 2 (4.76) — 2 (0.06)
kY7 U&Y REgn 130 (4.05) | 130 (4.00)
1 HR R BRI 1 (2.38) — 1 (0.03)
1. P BR P H 0 1 (2.38) | 60 (1.87) | 61 (1.88)
1fn. AR SRR 1 (0.03) 1 (0.03)
C-L 2 A H 0 2 (0.06) 2 (0.06)
DR 1 (0.03) 1 (0.03)
i S X B 1 (0.03) 1 (0.03)
T B ER A N 3 (7.14) 6 (0.19) 9 (0.28)
V-INAEIN TR T =T — BN 1 (2.38) | 116 (3.61) | 117 (3.60)
RF 7 R bR 1 (2.38) 4 (0.12) 5 (0.15)
7Y a~E s a e 1 (0.03) 1 (0.03)
WERL BRI 4 0.12) 4 (0.12)
~< h7 U MED 1 (0.03) 1 (0.03)
PR A If B 7 (0.22) 7 (0.22)
~ETZ B EUED 9 (0.28) 9 (0.28)
R REAR A 16 (0.50) 16 (0.49)
IR Y R E AN 1 (0.03) 1 (0.03)
U 2 SERE R 1 (2.38) — 1 (0.03)
U o EREHE AN (0.16) 5 (0.15)
SRR I ER AR HE N (0.19) 6 (0.18)
HEREHE N 1 (2.38) — 1 (0.03)
T RS 17 (0.53) 17 (0.52)
1 RIS 1 (2.38) | 33 (1.03) | 34 (1.05)
AR M ERER D 11 (0.34) 11 (0.34)
R ML ERFECHE 0 (0.03) 1 (0.03)
R 6 (0.19) 6 (0.18)
i ER R s 3 (7.14) | 66 (2.06) | 69 (2.12)
PR i ERBE 1 (0.03) 1 (0.03)
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BIVE 2 O FiE RIVER%EORBERNIFREES (50 £ (%)
PRUCHE B 2 (0.06) 2 (0.06)
IR AN 1 (0.03) 1 (0.03)
SR P 1 (0.03) 1 (0.03)
PR VR G 1E 6 (0.19) 6 (0.18)
M7 s Y RAT 7 % —EHIN 1 (2.38) | 39 (121) | 40 (1.23)
JFmEE A 3 (0.09) 3 (0.09)
R SR N 2 (0.06) 2 (0.06)
PRUCTE S5 5 (0.16) 5 (0.15)
PRI F 5 1 (0.03) 1 (0.03)
JHFFE SR S5 2 (0.06) 2 (0.06)
BE,. PR X OWE S HHE 3 (0.09) 3 (0.09)
ESERC T 1 (0.03) 1 (0.03)
SR T L R 1 (0.03) 1 (0.03)
NEHE B T 1 (0.03) 1 (0.03)




. &t (FALOEES) ICEYHEE

WM IV CEM STz 4 FFHO ZEHE RGBT 2 A TN EE 972 BIliCIs 1T 2 BIVEH K Og
PRAR AL B D R BUR L & 3B A B SRR LA FIR L2~ 2

AEEO_EEREESRICE T IRERARUVBRRREBEREEORBRHEE
(RBESEE SNULTS IS IOV ENRRBRNFALLDEED)

FRERFRAI P 57
VTV FITVY VRTVY VRTVY CRTVY
(600mg/ H) (600mg/H) (600mg/ H) (600mg/ H) (600mg/ H)
+ + +
BlfER OIS S37vy | 537Uy | Frosey
(300mg/H) (600mg/ H) (2.25mg/H)
(n=230) (n=87) (n=251) (n=318) (n=86)
M 5 29% 26% 33% 32% 22%
T 22% 32% 18% 22% 23%
MER LR 12% 9% 13% 13% 10%
HIEAR B 5% 11% 5% 7% 6%
16| BarIE 7% 5% 10% 10% 7%
i Ji9R 11% — 9% — —
A 2% 7% 2% 2% 8%
PRI I 3% — 6% — —
53154 3% 5% 5% 3% 2%
e e 10% 20% 12% 8% 22%
ﬁ IR 7% 17% 1% 12% 8%
|2 ¥ 4% 15% 9% 11% 12%
% HEWN 4% 6% 10% 6% 9%
= | PR 6% 9% 4% 6% 8%
I E <1% 5% 2% 2% 0%
TEPRMBAER (MCV) 53% 529% 30% 40% 8%
Hm
AR BRI 48% 20% 32% 43% 13%
Ly o B b 30% 37% 32% 33% 37%
~< h7 U MERED 28% 11% 22% 29% 17%
S /=R S 7 25% 14% 19% 27% 17%
M 1 Bk 32% 26% 22% 24% 20%
i | Ny 7% 20% 7% 9% 17%
U 23 EiE 5% 17% 9% 7% 12%
U v RBRI 5% 7% 8% 6% 30%
2 i 4% 0% 4% 5% 3%
LDH |5 24% 27% 25% 24% 48%
HF["AST (GOT) k5 24% 24% 20% 19% 33%
ALT (GPT) L& 18% 18% 20% 19% 25%
g | Ve fE B 9% 5% 8% 8% 5%
AIP L5 6% 7% 7% 5% 15%
| M REE B 9% 5% 7% 8% 8%
fige | g2 L7 F=r k5§ 4% 7% 3% 2% 1%
N FIEPS 27% 40% 35% 29% 34%
Yy | BERE - 9RI7 23% 33% 27% 23% 35%
i | (iR R 12% 14% 10% 13% 14%
R Z 35 2% 7% 3% 4% 7%




I. £ (FRLDFEEF) IS

M9 HI1ER

PR IEA P 5
VRTVY FITVY VRTVY VRTVY CRTVY
(600mg/ H) (600mg/ H) (600mg/ H) (600mg/ H) (600mg/ H)
. ; + + +
BIVEFH OFESE e .
* FITVv FITVv P A
(300mg/H) (600mg/ H) (2.25mg/H)
(n=230) (n=87) (n=251) (n=318) (n=86)
%&% 11% 24% 20% 13% 19%
%4\ 13% 16% 18% 17% 26%
- iﬁ% 10% 6% 9% 12% 14%
o ?E%% 5% 5% 10% 5% 6%
5 %lJ;ﬁj’f% 7% 9% 7% 7% 5%
E&%ﬁﬁ <1% 7% 2% 2% 3%
Eﬂif‘a% 3% 5% 6% 4% 3%
;iguﬁf 2% 5% 5% 49, 3%
ﬁ%/iﬁ'ﬂtmﬁ 10% 28% 12% 14% 22%
%’ff@% 6% 8% 8% 3% 12%
e &Q%E 3% 5% 2% 3% 8%
RE iR 5% 6% 5% 5% 7%
1t
?é VI A <1% 5% 1% 2% 8%
Rﬂ/o: 6% 10% 9% 6% 15%
i f;’véﬁ— 7% 9% 8% 6% 7%
a2 <1% 9% 2% 2% 2%
" JEIE - BFER 4% 7% 7% 3% 12%
@%K 5% 5% 3% 3% 13%
i%%f 2% 5% 3% 2% 0%
CK (CPK) k5 25% 37% 30% 28% 42%
z E‘iﬁﬁﬁiﬁl{g? 29% 29% 28% 33% 39%
HWﬁgkﬂA 21% 27% 30% 23% 26%
F??UtUFLﬁ 23% 27% 24% 23% 25%
D @%@ﬁ? 12% 18% 17% 21% 23%
MEAIKT 21% 18% 18% 15% 12%
R IR E 5 6% 9 9
e b 17% 12% 10% 8%
iz L 25 a—L L5 4% 17% 12% 8% 13%
ER LA 14% 16% 12% 13% 30%
— T EL

I b0 TEHERIERBRICE W T, FRlBEEAR GRERICIE, BIVEMH & ORI A S R O J B

X 2o T,

9. BERRELERICREZIEE
BRIE STV

"
(B




. &t (FALOEES) ICEYHEE

10. BEEE

13.1 g
T I 7V ARMIREITIC L —HRESND (T I 7T 300mg FEFRFIC, 56 2 R0 6 4 IF(H]

MAEBENT U712 & &, AUCint D355 24%IK T35 Z L R ST 5) 4,

(FEER)

SI TV OBBREIC X AEE OBE, TERITERD STV, AFI OB BB G5 5 R 2 1E R E
20, BERGOLEICIE, BEOREAZEERCBIE L, LEIOL U CHEb R FHRIEEZIT 2, T
2T VATMIENTIT LV —ERBRENAIRER 2D SIS U CHERR MBI LA MEEEE TS L,

1. ERAEDIE
RESN TV

12. ZOMDEE
(1) ERERERAICE D C1ER

BRE I N TV

(2) FEERRRAEBRICE D IFH

15.2 FEBRIRRERICE D < 1BHR
BRI WD THWREKRREFZRIEN 2R LI L OREDR D L5, o, RO ARV

WCBWTRBAMERD 2Tt ORENDH D,

b N ARRYI Y > SER A O 7o Y R B s RRBR Tl 300pg/mL LA b, <~ 2 ) R EHIIE & O 2R T
Z2SRIE FLARER T 2000pug/mL LI ECHtE &R LT,

v AR OT v bEAWEESONAUFRERRTIX, BEHEICBSIT e heEFRERE (AUC) © 10
E (v R) KRS8 E (T b)) EFTORERICBONT, BRAMEITRD LN T,




1.

EHEHER

X. JFERERHERICE ¥ SHA

(1) EHREHER (TVI. EDRBICET HEE] B8)

(2)

()

(4)

2.

BIRED S ER

AR L

TEMREEHER
—RAEIR R OTE, XA R, BARR, PR - TERZR M ORI RIS T 21EH 2~ T A, T v
by EAEY by A XK EFNT in vivo DRBFRCRA LTz, ZORE, —IERE O1TBIRERIC
BT, T I7 20100 K0 300mgkg DR (T v b) 12K 0 FRARDALZA, ZAUTERAR b O
Th Y HEIEFEED
ARG E LGB ERICB T 2R THY . 1,500 (FEME) KO 1,000 (#EHE) mgkg (1 H 2 F#EE) @
A X 12 1 HREH GBI B W THEIEOFRBUIZR D bR o Tz, ZOMORBRICBENTTI I TV UITk D
RO N o T,

PO B IIRDoTz, T2, 600mgkg kA G LicA X (HEVE) (SRS B T2 23,

Z DD FEE K ER
PAE R L
SRR
(1) BEEZEEMHHER
B ) fil &5 whH& % | 3E i L
(R - m) | @8 (meke) ||| | moem | e | s R
HREEE O £ @ I
7]717 . 2’000Xi ) 1010 2,000mg/kg X | ¥EHN, AZBAT | Imm AR FE D
(B6C3F1% | #% 1 | (4WEMHIHEIFRE T AL L | o P I o -
) PIGETS 0] 0 () (P 14)
HF D 4% JE 1 il
N 1,500 X2 Jg131]0 Jai=M ., FEE
| N s 1,500mg/kg X 4 - g
e L e D R R e e B8 7
PRZEHE ()
— FRRRTREF A L




X. SEERIREAER(CBEY HIRE

(2) REKRESMHAER

1)

2)

3)

4)

5)

Tv FMERWERO&ES 1 5 HRBR (45, 300, 2,000mg/kg X2 [Bl/H) Tk, @ ETEICHEICBW CTRE
DOFRMER « ~ET By « ~< h7 U » FOBD . MCV OEENA BT,

Fio. EAEHO MR EN « JRIREMO LB ST, W bR a7 h o
7o EEMEEIL, PHEICKT D MR & Ot PRI AEEOZEEBNEE Th o727,
300mg/kg X 2/H L HEE ST,

T bERAWEROEE 3 » B (45, 300, 2,000mg/kg X2 [F/H) Tix., @HERICBWT, BEDR
MEFL DA, MCV, MCH, MCHC O, EREOILRER, & IRAE OYLRFT A bivlz, Mt ElL,
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CEENC BT D&RIRIL) (2025 4F 3 )

(HIJ¥ - #i#%) Each film-coated tablet contains 150mg lamivudine.
Each film-coated tablet contains 300mg lamivudine.

(%h8E « V) antiretroviral combination therapy for the treatment of Human Immunodeficiency Virus (HIV) infected
adults and children

(1% - &) Epivir may be administered with or without food.
Adults, adolescents and children (weighing at least 25 kg):
The recommended dose of Epivir is 300mg daily. This may be administered as either 150mg twice
daily or 300mg once daily. The 300mg tablet is only suitable for the once a day regimen.

2. BIMCEITHERXEER
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IEFIZENUTHBERIE, CTADAERRIE, toMREELRESIN TS, LLERL, ThbFER
& NRTI O iR, JEPEHIGEEE & OBIEMEITfENL L TWh7Zen,

9.6 ZELIF

BHERETEEDL L,

BOgEINTEZ7 I 7V 0Fe PRIt a2 Z e ndgESN TS (AHHIRE @ <0.5-
8.2ug/mL) ¥ GEAT—%) .

T TV ORMRMIE RIS DA PIREDO]IZ 0.6~33 THDL Z EAREIR WD FHEA
T—H) ,

LROMBER DT I 7 P REIT 18~28ng/mL Tho7e L OW|ENRH D GFEAT—Z)

BEE AR
KEOWALE | 8.1 Pregnancy
(2024 £ 8 H) Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed

to EPIVIR during pregnancy. Healthcare providers are encouraged to register patients by
calling the Antiretroviral Pregnancy Registry (APR) at 1-800-258-4263.
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Risk Summary
Available data from the APR show no difference in the overall risk of birth defects for

lamivudine compared with the background rate for birth defects of 2.7% in the Metropolitan
Atlanta Congenital Defects Program (MACDP) reference population (see Data). The APR uses
the MACDP as the U.S. reference population for birth defects in the general population. The
MACDP evaluates women and infants from a limited geographic area and does not include
outcomes for births that occurred at less than 20 weeks’ gestation. 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% to 20%. The background risk for major birth
defects and miscarriage for the indicated population is unknown.

In animal reproduction studies, oral administration of lamivudine to pregnant rabbits during
organogenesis resulted in embryolethality at systemic exposure (AUC) similar to the
recommended clinical dose; however, no adverse development effects were observed with
oral administration of lamivudine to pregnant rats during organogenesis at plasma
concentrations (Cmax) 35 times the recommended clinical dose (see Data).

Data

Human Data: Based on prospective reports to the APR of over 11,000 exposures to
lamivudine during pregnancy resulting in live births (including over 4,500 exposed in the first
trimester), there was no difference between the overall risk of birth defects for lamivudine
compared with the background birth defect rate of 2.7% in the U.S. reference population of
the MACDP. The prevalence of defects in live births was 3.1% (95% CI: 2.6% to 3.6%)
following first trimester exposure to lamivudine-containing regimens and 2.8% (95% CI:
2.5% to 3.3%) following second/third trimester exposure to lamivudine-containing regimens.
Lamivudine pharmacokinetics were studied in pregnant women during 2 clinical trials conducted in
South Africa. The trials assessed pharmacokinetics in 16 women at 36 weeks’ gestation using 150 mg
lamivudine twice daily with zidovudine, 10 women at 38 weeks’ gestation using 150 mg lamivudine
twice daily with zidovudine, and 10 women at 38 weeks’ gestation using lamivudine 300 mg twice
daily without other antiretrovirals. These trials were not designed or powered to provide efficacy
information. Lamivudine concentrations were generally similar in maternal, neonatal, and umbilical
cord serum samples. In a subset of subjects, amniotic fluid specimens were collected following
natural rupture of membranes and confirmed that lamivudine crosses the placenta in humans. Based
on limited data at delivery, median (range) amniotic fluid concentrations of lamivudine were 3.9 (1.2
to 12.8)—fold greater compared with paired maternal serum concentration (n = 8).

Animal Data: Lamivudine was administered orally to pregnant rats (at 90, 600, and 4,000 mg per
kg per day) and rabbits (at 90, 300, and 1,000 mg per kg per day and at 15, 40, and 90 mg per kg
per day) during organogenesis (on gestation Days 7 through 16 [rat] and 8 through 20 [rabbit]).
No evidence of fetal malformations due to lamivudine was observed in rats and rabbits at doses
producing plasma concentrations (Cmax) approximately 35 times higher than human exposure at
the recommended daily dose. Evidence of early embryolethality was seen in the rabbit at system
exposures (AUC) similar to those observed in humans, but there was no indication of this effect in
the rat at plasma concentrations (Cmax) 35 times higher than human exposure at the
recommended daily dose. Studies in pregnant rats showed that lamivudine is transferred to the
fetus through the placenta. In the fertility/pre-and postnatal development study in rats, lamivudine
was administered orally at doses of 180, 900, and 4,000 mg per kg per day (from prior to mating
through postnatal Day 20). In the study, development of the offspring, including fertility and

reproductive performance, was not affected by maternal administration of lamivudine.
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8.2 Lactation

Risk Summary

The Centers for Disease Control and Prevention recommends that HIV-1-infected mothers in
the United States not breastfeed their infants to avoid risking postnatal transmission of HIV-1
infection. Lamivudine is present in human milk. There is no information on the effects of
lamivudine on the breastfed infant or the effects of the drugs on milk production. Because of
the potential for (1) HIV-1 transmission (in HIV-negative infants), (2) developing viral
resistance (in HIV-positive infants), and (3) adverse reactions in a breastfed infant, instruct

mothers not to breastfeed if they are receiving EPIVIR.

7 ¥

A=A b5 YT 4

. o L L B3 (202543 H)
(The Australian categorisation system for prescribing medicines in pregnancy)

<BE  SEOBE>
A —A § 7 U7 ®43%H : The Australian categorisation system for prescribing medicines in pregnancy
B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the
human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of

which is considered uncertain in humans.

(2) INRFICEHY HECE
HARDOEASSCED [9.7 /NEE | OHDFEHITIA T O LB Y TH Y CKEDRMSTE K OHE D SPC LI13HRR D,

9.7/hR
INREE G E LToARKI Eobt HIV 3 E OPFRE G OREMER G IMEE B & U7 R RER 1X 52
i L TuhZeuny,

FER B FAET D Al REME D & D /NRDOEE (EROBHEROH 5/NE, R ERIESELZ ENMLNT
WA K E OFABEEEZ T CWDA/NE) T, RBIO#EA %2 E 2 25612, iz 72 R0
ONAIRBENI DA OBR 5 ERELTITH> 28, [1.1, 84, 11.1.2 ]

st AN
KE DA LE | 8.4 Pediatric Use
(2024 £ 8 H) The safety and effectiveness of EPIVIR in combination with other antiretroviral agents have been
established in pediatric patients aged 3 months and older. EPIVIR scored tablet is the preferred

formulation for HIV-1-infected pediatric patients who weigh at least 14 kg and for whom a solid
dosage form is appropriate because pediatric subjects who received EPIVIR oral solution had

lower rates of virologic suppression, lower plasma lamivudine exposure, and developed viral

resistance more frequently than those receiving EPIVIR tablets in the ARROW trial.
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H[E o SPC
(2025 %3 H)

4.2 Posology and method of administration
Adults, adolescents and children (weighing at least 25kg).

The recommended dose of Epivir is 300mg daily. This may be administered as either 150mg
twice daily or 300mg once daily.

The 300mg tablet is only suitable for the once a day regimen.

Children (weighing less than 25kg):

Dosing according to weight bands is recommended for Epivir tablets.

Children weighing > 20kg to < 25kg: The recommended dose is 225mg daily. This may be
administered as either 75mg (one-half of a 150mg tablet) taken in the morning and 150mg (one whole
150mg tablet) taken in the evening, or 225mg (one and a half 150mg tablets) taken once daily.
Children weighing 14 to < 20kg: The recommended dose is 150mg daily. This may be
administered as 75mg (one-half of a 150mg tablet) taken twice daily, or 150mg (one whole
150mg tablet) taken once daily.

Children from three months of age: As an accurate dosage cannot be achieved with the 300mg
non-scored tablet formulation in this patient population, it is recommended that the Epivir
150mg scored tablet formulation is used and the corresponding recommended dosage
instructions are followed.

Children less than three months of age: The limited data available are insufficient to propose

specific dosage recommendations.
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