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V. 8i%|I-B89 51EE

1. #l#

(1) FROXZ., NEERTHEIK
TEEAEELS0 X, DT 4 Vv bha—T 4 T EE,
T B EULEE 300 1%, KD T 4V ha—T 4 T EE,

#* (EEXER) = fillm (Bx) B
= LGS0 ££& : 13.9mm 4.5mm 310mg
AHEE - 6.9mm
T B ELEE300 <:> @ 615mg
£ 17.3mm 5.6mm
A% 8.5mm
(2) EElOME
MMER e L
3) #ANa—F

T B ELEE 150 : GX CJ7
T B EJLEE 300 : GX EJ7

(4) pH, RBEEL. #E. LE. BFEOERURER HEHF
Y LR

2. HEIOHR
(1) BMES (EERSD) OEE
TEELEE 150 : 1 EETICT
T B ELEE 300 : 1 EEHICT

7Y 150mg EEAT D,
7Y 300mg EEAT D,

Ny
11

(2) FHme
WA n—X, TV a—ngpt NI os, ATT VU TRV UL, BETFHX BT TR
n—A w7 a—/)L 400, RV VY _X— k80 G AT H, (=B E/LEE 300 1L Z OMIZEERbERE ST, )

(3) it

AR ANA

3. BEF., AFDOSBEIZHT HERE
L



V. ®AIZEHI SR

4. BAOFERFHTICEITHRER
IEE/LEE 150 :

PRI
%itl\“ 5y Vi B 7 Z:ZE\ %itn’ /J(El
B o) I | e RAFTA Bk
(%RH)
j B o . N /B puo- E S
MR 30 60 AT 364 H TIRAF IR bf%;ﬂéiaf
N I == S
R 40 75 W | 6w A | TIAFurmB ”figﬂéfaf
R 40 75 I FIT 6 A |TT7AF v 78 B | WP honEEE ©
Ul HEe L | HER L |1916,000lux | 1 A vr—L (BR) L2 L
I EELEE 300 :
PRAFERAF
RBRIX 4y g fE 1 JHE RBRRE
Bk X 55 B (C) (fi};'{ + PRAFHIH PRAFIER TS
(%RH)
~ g HIETH s
EMRGERER 30 60 AT 365 A TTAF v IR bﬁi;ﬂgiaf
et e e | OTROMEEA T
TR 40 75 RF AT 6% A TPIRAF VIR LI L
R 12077 lux + b WP ORIEEE T
# 5187 7> — it
gz b 25 | BiER L G 200W+- - e Gl S I L
5. ARERUVUBBREOREX
M LA
6. ¥l L NEEZEILL (MEELFENEL)
B L
1. BH%
(H1E) HREHREBRES 2BV EBREIT O,

5 [FEEL 50rpm
BRI K
GREE) 6 @y b (ZEELBE3001X3 2y b)) IZOXRBRAITo-R5HR

15 5[ (e EJLEE 300 1 30
D) OEHEEFEIIWLTNL 80% L ETH -7,

. EMPHRERE
L
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9. HAhDOHEMMS OHEBHBRE
TRIMIUL AT | Lk
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Whkrsa~ 757 4 —
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EARRANA

12. BRAT HRIREMD HHXEEY
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14. Z0ft
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V. JARICEIT SIEH

1. ZEEXEHR
TERARBICE TSt HIV R E OFRRE
HIV B& 5

5. BEEXIEHRICEET HEE

5.1 MJEMMEE MU AR T A LA (HIV) BYYSEIZEST 216 BARIZ OV TIL, CD4Y >/ ERE K DML
HEFHIV RNABDMRIE & ST b, Ko T, AFIOFHERIZH 7= > Tk, BEDCDAY > _EREL OV
HEHHIV RNABRZ ST 5 & &b, DT A RTA 0 ™ 2R+ 52 &,

(f255%)

5.1 KE D HIV BYEIREN A K7 A > (DHHS) V Tl BAEGNE HIV BYLE SR 5 IR A O FR1E &

LT, CD4 U > 3EE & iR HIVRNA &03HN 6 TWA, 2k, HIV EYYEO F#%00 HIV 3o

hREZFHET HHIEE LTHEH IR TV 5,

F7-. EAANTIIE 2 O HIV BYSEBET A RIA URRBENTEBY , Hr LWE RIS X WETAM Y

WENTWD, Lo T, RRIZH T2 > TE, BT OWINOAFROTA KT 42 D29 33 HEED

Fol&x Y EBROZ L, Fo, LEIDEURBROEEREMICBAETHIZELBEET D L,

2. AERUHAE
WE L NI OPTHIVEEJFH LT, 737V & LT 1 HE300mg % 1 H 1 [EIXE2 A (150mg X 2)
T CRRAKGT 2, i, i, KRE, ERICE Y EEHEET 2.

1. BZERUVEA=ICHEET 5FE

1.1 KA L OHHIVEE & O OFHEIEICIS T, RRBSRAFE SNRWEEZBEERNHE L, 1BEO
AN INEETdH D &I S 7=8AIciE, AFIE L < IEPEH L TW Ao HTHIVER O —H 2 U Tk
WA H0TIERL, FAIE LTAAIL O L T A OHHIVEOH 524 X C—Hf k45 Z &,

1.2 BANTHIE G- L2 & Fo, HIVIZEENED O 2R AR EZ A& U, SEAIMEZ 38 L
KTV ERMBENTWAEDOT, OBHIVEE JFH+ 5 Z & [1835H],

1.3 AR OIEAIMHE T 7 7 7 A NVFEO DA VA FRREITZ= A Y 2 B LB TNDH DT, KAl L
TARNY VA ECVEERRIFZFH LW &, F2, AN X E UV EERHHIVIEEICBWTY
A NVAZLRPZHED G ST, HIV- IR EREERED T OMIAVIERNRD LN GAE, =AM ¥
B EBARANCEEL T 2 OHTHROBGETHIFFTE 20 [1833 M,

7.4 BHEREDIK T L7z HIV JEYMEREICT L 7V 0% 300mg RO LG Lk, 7 L7 F=27 07
7 v A (Cer) DIRTFIZO3LT AUC K OV i i EEASE N LU, e R L, o oesy s U7
T VAP LTz Y,

BE OB T D AR OB EOEREN B L2 R-URTY GMEAT—%), [9.2.1, 9.85 ]
=-1 BEOBHEEICHET HAZRAENER

Cer (mL/%y) 537U OHER D
=50 300mg# 1 F 1E 3320 (150mg X 2)
30~49 150mg7% 1 A 1[a]
15~29 HIE150mg, Z D#100mg4 1 H 1[H]
5~14 #1E1150mg, & D%50mg#% 1 H 11a]

<5 AE50mg, # DO#%25mgA 1 H 1A

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




. BRICEY 5EE

3.
(M

(2)

(f255%)

7.1 HIV BEGEIRIERIC 1T 2 AL IR 5 — i 72 B F IR
HIV BEIYEIRE R ICRB LA EFRICOWVWTIX, TRROXIICZDRKEFFET 22 L BRHETH D,
c ZRIDERBEEEIT > TV D EE, AEFRLEx OEF L OREEBRERTETS Z ENRNETH S,

« HIV BYYEIXZHmEE R L, {REPICREL L2 EFRA P HIV HORWER TH 2 00, KRR
KT DR TH 2 D0, AT HFREEOEITBROER TH 200 EHET 5 2 L ITHETH 5,
—J7. BWER D7 AFIE L < 13hoFt HIV 3D — I 2 & UK Uz £ Fkx 5425 2 L. #l

HIV 3EDORNRZ PGS S H 57200 T2 < A7l P SEWIRE BTHEDY A VA EZRBZHIHEBESHETLE D
BENWRDH D,

L7eho T, RIRBERIFIE SN2 WERZRREWER D RBL L. 18R OGN NEETH 2 &l S =56
Wik, JRAIE L TARBIR OBEH L TW A oH HIV #5424 X T—HBfik45% 2 &,

7.2 HIV 3G W17 H 22N E BN IERF IR 09 < FEAIMPEDSIEF TR ORBLT 5 2 &b T
W5, B, HIE SN DA OMAEDEICHONTIE, IR OAIROBKFONA KT A4 V29 T
RO TS| &) Y 22Oz L,

73 FIT7 VMO LTV UFERPURE MRS LR OSSR, T I 7V Mlo T Y UFEBPUR O
WU R L& LRI VANV AEEERE L2, o A P U X E AL DBIREND
HIV-1 WA GRS AR T OMPEZERIT T I 7V ERBRIC MISAVI R ETHY , FI 7V ez Y &
2 DIEFNMIEZ GTe 7 A L A RHREITEE L T D 2 e b, ARl A M) & B r i atefils)
EOFRLZRVWZ &,

B R AR
BRRT—%/\wr—o
Y LR

ERERZIR
<ERIZEWVWTER SN -ERRAEBROREE>Y
ARERBRAARTD CD4 U > /RERELAY 100~400/mme @ 12 5% LA E D HIV EYE RS 42 Bl x5 & Ui Shiax 3t
A —72 Bk (73 7Y0150mg 1 H 2[E#%5 LY K72 100mg 1 H 4 [E#5) T, AMEREM% 5
JERB 37 Bl TOEKRFHEOMEIIR DO LB TH 5.
CD4 YV v xBk¥L, ABRBAMRIF DL 220.8/mme 00 5 4 WL IZIHH 25/mm3 g hn L, 8 %5 24 % & T
DM EIT 4.6~34.0/mm3 THERE L7z, CD4 U o REREOHER 2 X —1 12" LTz, CD4 /N—t& > M, Bis
RF0D 18.81% 76 4 %11 20.03% ~HEISHIM L, 8 LD 24 Wk E TIHIF & A EEH) 2 <K 20% T
HERE U7z, M HIV RNA &%, RBREHAGHF D) 3.8 loga copies/mL 725 4 #1213 1.6 logio copies/mL
BRI L, 8% G 24 % £ TIiX 0.7~1.2 logio copies/mL Ji L 7=, MHEH HIV RNA EDOHER % 4
—2 1R LT, 42 i 30 5] (71.4%) (CEIERAZNRS Hiv, E2EWERIFRMERB S0 m (22 #) |
ZEERF B B (610 . IR 41F) . BECRIE B THho7? .

6) K VED : ALEEIE O, 1998 ; 14 (8) : 1419-1432.

AFNOARI NI EROHEE, TEE, BRAIZIEMOF HIV EEFHL T, 7I7Y L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




V. ARICEY 5ER

150 - 1.0
Eo ) S S B i —
ke 3 05}
& 50 .
g E 1ol /"
8 ol 2
# B 150
3 <
: 20} 1
> 500 CiE | 1
3 8 25}
o g 2
Moo ] — e
W 4 8 12 16 20 =24 i 4 8 12 16 20 24
AR (GE) AmEE GE)
n= (37) (36) (35) (34) (34) (28) (24) n=(36) (35) (35) (33) (33) (27) (23)
n=fEfIE n=fEfI¥
B—1 CD4 1) 2/ BB DHER B—2 iR HIV RNA EOHRS
(FHEHRERE) (FHEHEERE)

<BHZBWVWTERESN-ERRRERDRBE>
1. BAZRRE LI-ERREER
(1) PFRITDUICKBARERERN 4BARMUNOEERD Y
<HBEANIZEITBHEE>

1) EXE& A3001 : CD4 U o /<ERELH 200~500/mm?3 @ 12 mi LA o> HIV JEYYE R 366 il 2% & Lz &
EREGRER (T3 700150mg 1 H 2 [E#5-£ 2 K720 200mg 1 H 3 [ERGOOFHRE 2 4], 7 3
7 300mgl H 2L K7 200mgl H 3 EIEG-OOFHRE i, 772 300mgl H 2
FIEe5RE 8T i, ¥ K7 200mg 1 H 3 [ 5HE 93 ) 2BV THAIZ 52 HEH G- Lz, 79I 7Y
VEVRT VOB GEETIE CD4 U L oREREDS, BRERBRLADND 24 LIRS ¥ KT U U B S
BEICHANERICHEM L TV, 737 V0 OB EICE 2RO ETRN-T-, 24 B OIRE T O
CD4 U v ERE OB A X —3 1R Lz, F£72, I HIVRNA £ ICOWTHREIEETH - 7=,
TITVVETRTVUOOAEIRITY KT U URMEEL D L CD4 U L oREREL OULE HIV
RNA B4 FEICUE LTz, BRI S T 2 7Y 85 24 #E#% O HIV RNA BEOHERS %
H—4lZRlle, 2370 RT YV EOPFREEFOMSEY A L 2 RNA JIEEIC I 1T 521tk
(BT 2 ERIR EOBERITMSL STV, RIERZRBIBEEIL. 7 I 7Y 150mgl H 2 [Flfe 5. &>
K7 200mgl H 3 [\EIEG-OOFHEET 70% (64 $1/92 1) . 7 7 300mgl H 2 A5 L2 K
7' 200mgl H 3 A% 5 O GFFHRET 67% (63 51/94 ) K TYF 2 72> 300mgl H 2 [l 58 T 55%
(48 $1/87 B)) ThH o1z, EREIWEMIZ, 7I 7Y 150mgl H 2 [B[# 5 L R7 Y 200mgl H 3
[B1$% 5- O Of F&E TR 45% (41 51792 1) | 883 30% (28 /92 Bil) o OMEEUE « ¥ 55 25% (23 fl
192 ) . 572 300mgl H 2 [A#% 5 &2 R7 20 200mgl H 3 [AI# 5 00 HEETIRS 39% (37
B194 451) | 5 27% (25 f51/94 B)) K OMEEUER - 957 21% (20 f51/94 f51]) . Z X 72 300mgl H
2 [El¥ G CHTm 20% (17 f51/87 f) | W& 14% (12 fil/87 i) KO == —wm /X —14% (12 f41/87

) ThHho?,

7) EronlJ, etal. : NEnglJMed. 1995 ; 333 (25) : 1662-1669.

AFNOARI NI EROHEE, TEE, BRAIZIEMOF HIV EEFHL T, 7I7Y L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




V. BRICEY 5EE

2)

-3

$XE& B3001 : CD4 U > SERELAY 100~400/mm? O 18 ik LA > HIV EYiE B 129 flz kg b Lz &
BB (71 720300mg 1 H 2[R 5 L2 K720 200mg 1 H 3 a5 O 0 R 65 1],
K72 200mg 1 H 3 [EH& 51 64 ) 2BV CTHRAIZ 48 R G Liz, ¥ K7 Vv BB GRETIT
PRERBHAEDN S 24 WARITIZ CD4 V) RERENZIEEEGRMEIZRE 7223, FIT7 VP RT U 0ff
A GRETIE. ARBRBAIE S 48 W% £ TEIIN L Tz, 24 BRI OiEHET O CD4A V) VBB DHEB %
X —5 2R Lz, F72. EF HIV RNA E0OJNZOWTHREETH -T2, FITV P RTY
COPFRRIEITY RO U BMEE LV b CD4 U U SEREO OMILET HIV RNA &2 A& IcikE LT,
BIVERRBUBEE L, 717V &Y RT VOO AEET 62% (40 41165 B) T o7z, EREIERIX
NE4R 29% (19 51165 1) | &I « 9855 15% (10 /65 i) K OFENR 11% (7 #i/65 i) TH 729
8) Katlama C, etal. : JAMA. 1996 ; 276 (2) : 118-125.

Logio RNA FHIZE(LRE (copies/mL)
\
\
+
f\
B e
) e NBRETFHELR (mm?)
coo888883888
q %
/
4

[ B
/ O
‘ : % U\D//D\
'gjzu J
- - . - ) 204 — © -30{
8 12 16 20 24 o 4 8 12 16 20 24 “w————
SRR GR) 024 8 12 16 20 24
372 (150mg 1H2@) KT 52 AR ()
73752 (300mg 1H2ME) /KT 537 + 33732 (300mg 1H2E) /KT Y
& 53732 (300mg 1H2ME) # 53732 (300mg 1H2E) O sk7ss
O 7o O oR7v-
SE& A3001 (23515 CD4 K —4 E8& A3001 [2H 1T S MmiEs X —5 5£E&B3001 [ZH1F5 CD4
) UNBRBOHER (FE) HIV RNA 205 (FH{E) ) UNBRBIOHER (FIE)

(2) 24 BREUEDY KT UEEZZIT-EDHHEERY
<HSBEANZHITEHE>
1) EXE& A3002 : CD4 U > SER¥S 100~300/mm3 @ 18 mElh > HIV BYuiE B3 254 il x4 & L= —

HEMRERER (7I720150mg 1 H 2 [E[# 5L K720 200mg 1 H 3 BI85 O0FHEE 84 i,
ZI72300mgl H 2 G LY R7 Y0 200mgl B 3 EFEEGOHEARE 84 4, ¥ K72 200mg
1H3EHG L 075mgl B 3RS OO FHEE 86 ) 12\ CTHA % 52 &5 L,
FITVUEYRT VU DOU R GRETIL, CD4 U L BB RBRBRIA)N D 24 LIRS Y R TV
EP LU OB G AREGRBIZHEML TR, 717V 0RGBICE 2RO
Rinole, 24 ERBOIEHEFR D CD4 V U RO Z X —6 IR Lic, IV RTVUD
OFA#ERETIL, mAEF HIV RNA 2035 BREIGE S 24 A E CTY K7 Vv v 2 e ofti
BHREL U L LTV, 20%I1E 3 BEMICEITRD b holz, FIT7 VLV KTV
OPFRIEIEIZY RT DU AT Z B OREEL D & CD4 U o SR OMLEH HIV RNA &
EHEICUE Lo, REBRBARND 7 I 7V UG 24 HE%OMET HIV RNA EOHERB 2 X —7
R LT, 737V eV KTV EOEETOMAED A LA RNA JEREIZ T 520235
BRR EOBEIIMLSN TRV, RIERZEBUBEEIL, 71790 150mgl H 2Bl G- & K7 o
200mgl H 3 [AI#5-OOFHEE T 65% (65 #i/84 f5]) K*7 I 722 300mgl H 2 [mlf 5L R7T
200mgl H 3 [AI#5-OOFHEET 60% (50 #1/84 ) Toh -7=, FRENWEHIZ., 77 150mgl H
2| & K720 200mgl H 3 [BIE G- O fF HEE TSR - 9 57 19% (16 #1/84 1) | ME5 17%
(14 /84 ) . == — /X —17% (14 /84 ) K O8JE 15% (13 fl/g4 i) . 7 I 72
300mgl A 2 [l G- & 2 R 72 200mgl A 3 [FHG-Off R CIEA 17% (14 (51/84 f5i)) | == —m /X
—17% (14 %1/84 f51]) | SR 15% (13 {511/84 i) K OMBEUR « %57 14% (12 441/84 f51) m%of: v
9) Bartlett JA, etal. : AnnIntern Med. 1996 ; 125 (3) : 161-172.

AN DA ézhtﬁﬁ/f&@ﬁﬁi . DEE . BRAICIIMoFT HIV 3 EHEH LT, 5 ‘7“‘/“‘/& LT 1 H& 300mg % 1
H 1EXIEZ2E (150mgXx2) | Tffiui&fw“é e, A, RE, IERICE VEEEET S, ) THD,




V. BRICEY SEE

2) ERER B3002 : CD4 VU >/ ERELAY 100~400/mmd 0 18 5k UL B oD HIV BEYIE i 223 il &5t 5 & L= —
EEREERER (7I70150mg 1 H 2G5 L2 K722 200mg 1 H 3 [BIf5-OHFHEE 75 i,
Z 37V 300mgl H 2 [E#EE LY K7V 200mg 1l H 3 [EE GO HHREE 75 6], ¥ K7 ¥ 200mg
1 H 3EFGHETIFNICIBWTIHAIZ 24 WE G LT, 7 I 7V &0 RT VOB GE T,
CD4 U Y /SEREMN Y BT VU BB SR AT EICEIML TV, 37V o 5EICLD
RO 2o T2, 24 BRI OIREF D CD4 U > REREEOHER % [X] — 8 12/~ Lz, MmAEH HIV RNA
BOBDICOWTHLRETH T2, I 7V Y RT PO IRIERY N7 O BEMRE LY
t, CD4 U U/ ERE K OULSEH HIV RNA B2 FEICSGE L, AMERZREEE X, 71700
150mgl H 2 [ml#&5-& & R 72 200mgl H 3 [El#& 5O HFH#EE T 40% (30 #i/75 1) kT 7P
300mgl H 2[4 5L 2 R 727 200mgl H 3 FI#G-OHFHIFET 45% (B4 575 4l) Th o7z, E72
BIERIL, 7172 150mgl H 2 [R5 & 2 K72 200mgl H 3 [R50 0F HEECENE 13%

(10 BiI/75 B) | MR 9% (7 /75 ) K OVFHI 8% (6 Bi/7541) . 7 2 7P 300mgl H 2 Bl 5
LY RT7 Y 200mgl H 3 [EIF G- O0F HEECIlES 11% (8 /75 f) . W& - Wi 8% (6 511175 fi)
B OMERUES » 9257 8% (6 451/75 f5l) T o7,

0

(0

= 0 ’E \ = 90
£ 80 a || E 80
£ 70 505 ,\ S 70
1 €0 R ‘ . 4\. W 60
3{' 50 —~ m La s Py ~= ﬁ 50 -
40 40
2 3 e & 101 & g / ——f- —a—A
B ~ = B et
& 20 . 2 = 20 —
® 10 T B ® 10
= 0 —h < X old~
A— - = S o
Q0] ® - . g7S AT B
% 20 X 20 —
o ~
O -30 T K 8 30 T T~
-40 T T 20— T AT T T T
o 4 8 12 16 20 24 o 4 & 12 18 20 24 024 8 12 16 20 24
AR GR) SRR GE) AmirE GE)

A F3TV (150mg 1R2[E]) 15K TV
+ 73732 (300mg 182[)) /KT 2

| e B =

X —6

FHER A3002 (235115 CD4

-7

A F37V-(150mg 182E) /PKF
+ F37¥(300mg 1H2ED /R T Y
W ORTSLNEE

B8R A3002 (2 #5145 M3

X—8

A 372 (150mg 1H2E) KT
+ 53772 (300mg 1H2E) S5KT T
Osr7oe

#HE& B3002 (#5115 CD4

) BB O#ER (FHE) HIV RNA E0H#F (Fi91E) ) BB DR (FHHE)

AFNOARI NI AEROHEE, TEE, BRAIZEIMOF HIV EEOFHL T, 737V L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




V. BRICEY 5EE

(3) H‘EEHD LR
<HEANIZETDEHE>
1) &XE& EPV20001 :

Thol,

B —9 m#Ee HIV RNA Z A% 400copies/mL RiGDEHFD L3

(Intent-to-treat analysis)

MAEH HIV RNA &7 400copies/mL LA EDOHT HIV 382 X 2 1RERBR S 720 18 1% DL B
D HIV EYLE BF 554 il ZxtGe & Lz “HEMRIKHR (P F722300mg 1 H2FE =7 7 &
L2 e00mgl H 1EIOPFHHICE S, 7 272 300mg 1 H 1[E$% 58278 6 X% T 2 7Y 150mg
1 H 2 [E$& 58 276 #) 12350 T, 48 [ ORI i+ HIV RNA & 238 RS (400copies/mL)

K Ch o T BEDOHBEOHRZK -9 1TR LTz, #5 48 %2 HIV RNA 7% 400copies/mL A
TholBEORIL, 7I7300mgl B 1EHEEGHN 67%, 7 I 7Y 150mg 1 A 2 [B#& 5
REDN 65% T o 72, & 512, HIV RNA £ 50copies/mL i Tdh - 72 BE DR TIX. 2N 61%.
63% Tdh o7z, 7o &5 48 1% D CD4 V o/ EREL D ¥EIN & (P A1) 13, £ 4LE 41 144/mm3, 146/mm?

, 1004 ®1E150mg1 B2E S5
£ <O1E300mgl B1ERS 8
g 90
g
g 801 AT
e OO T
2X 70 s o 3= —w.ii:?,_,ﬁ_n
= /4 —4
bt
= %60 7
B 7
HS 50 4
S
@ 40
-
> 30
T
#+ 204/
B =
g 10 1/
0 T T T T T T T T T
0o 4 8 12 16 20 24 32 40 48

EREHAR GE)

1) Roche AMPLICOR HIV-1 MONITOR

H2) {RERFIEEIND 2 &7 < fiEH HIV RNA &3 400copies/mL i 2 2% L |

MOMERF ST B D HEsg

AFNOARI NI EROHEE, TEE, BRAIZIEMOF HIV EEFHL T, 7I7Y L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




k. ARBRIC BT 2RBKGEOEN 2 TRIDR LT,

V. ARICEY 5ER

HERBEDEN
Z 2 7Y 300mgl H 1[A] Z 2 7Y 150mgl H2[A|
+ +
it A CRIVFTZTFELLY CRITV AT TrEL LY
(n=278) (n=276)
L AR A —ED 67% 65%
T A IV AR IR TR I 8% 8%
JEROEITIZE D H IR <1% 0%
HEHEGICLHHIE 6% 12%
ZDOOFHIC L D HIET) 18% 14%

(n=Intent-to-treat analysis)
H 1) iHEF HIV RNA £73 400copies/mL Kfifi & 72 D #% 5- 48 J1% F TR S 72 BF D LR
H2) MHEF HIV RNA &30 L7235 48 B E TIZ U ANT Y RERZ LICEE., VA L AFERITTER N
KPR LTz B3, #HMERIIC LD U A VAR RN R B AR+ Ll S 7o, 48 % U C HIV
RNA 235 U7 hyo T2 s
13 FEOME, RPEPFCTr7rr—7T v IR Fu ba—iER, BBRAT Y 2 — VORKERK, FHY
fHF BRI GRS o7, %
10) Delesus E, etal. : ClinInfect Dis. 2004 ; 39 (3) : 411-418.

2) FXE& EPVA0001 : {EHIRER D72 WNT U7 (X A) A HIV EYE B 159 il & xt4: & LI IEEMm,
TEZEILER (Y K722 300mg 1 H 2 [EFH &7 38 E/1300mg 1 H2BEEGOHHICED, 7
270 300mg 1 H 1EFRGEE 54 F], LT 7Y 150mg 1 H 2 [E#EGRE 52 1)) 2B\ T, #&
5. 48 Ft% O AEH HIV RNA &7 400copies/mL AKiii T o> 72 FBFOHFIL, 7 I 7 300mg 1 H
1B 523 61%., 7 X720 150mg 1 H 2 [EEGHEN 75% Ch o7z, S 61T, MAET HIV RNA &
73 50copies/mL Afifi Td> o 72 B DI TIX, ZNEI 54%., 67% ThoTo, Fo, &5 48 H%ED
CD4 V L3k (hkfi) 1L, I 722300mg 1 H 1A% 582 166/mme, T I 7P
150mg 1 A 2 [al#& 5-H#E23 216/mm® Th -7z,

(AR CIEMicy R72 - 300mg 1 H 2 [mlfe 5L 73 ev600mg 1 H 1 [EIEGOHHIZE ST
I 7Yy 150mgl H 2 mIEEEREE LCB3 BIMAANL DL, )

2. INRERRE LI-ERREER

<HEANIZETERE>
T IT7 VUM E R O/NREBE 9T HIO 5 14 6 (14%) (ZHER, 13 61 (13%) (ZENF S HE K O
PEEAWE S, 3BT G AL LT,
INRHEE R 3 » A~18 %) R BRE LTI TV U+ VF ) VR ERE, TV Y RT
UURBEERL T I TV Y KTV UE ) VB GREO 3B TCOA—T U RBRIZ L S
BARBRIZEB N T, 47 Blo 55 7 Il (15%) ICHERPIIE LTz, RB&EAORGEIX, 717V 0%
amg/kg # 12 eI 1 B 2 [A], ¥ K7 2713 180 i 90mg/m? % 6 REfMfEIC 1 H 48], & 7 > %
135mg/m? % 12 BB 1 B 2[RI CH D, LTI ITV0eH 7 VT T 0 A LEROBUERN S, K
EICBIT 531 ADD 125 F CONRITHT 2 HE-HEIZ T I 72 1R 4mg/kgl H 2 8] (B & 150mgl
H2[E) &5 L3 TW5,

11) KRIERA CGE

AFNOARI NI EROHEE, TEE, BRAIZIEMOF HIV EEFHL T, 7I7Y L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROZEGT 5, 7ok, i, KRE, ERICEVEEEET 2, ) THDH,




V. BRICEY 5EE

NI IS T 2 I Hlesel B T/ T FR R PR AR oD R R AR A SR D Hof 2 T RIS LT,

MNERBEFEMRE LI-JELBRXERE [ / 1 1EERREERIC a*:HéEﬁF’#ﬁEfﬁ-E DHBEE

B (L) FRER BRI I AR R AR I B

T&ok%%%(m Tho72HEE% (n)
AR ERIE (AF R ERE < 750/mm?) 22% (55) 45% (33)
2. (~FZ 7 <8.0g/dL) 2% (50) 24% (46)
M/ IBE - (/M %< 40,000/mm?) 0% (68) 25% (12)
AST (> IEHEED EIRD5E) 4% (51) 29% (42)
ALT (> IEHED EROS56E) 0% (29) 19% (57)
7T IT7—Y (>IEWMEOLERDO2E) 3% (69) 23% (13)

(n=3FAili L 72 BHE %0

(3) ERPRZEIREABR
ENICEIT 5 B RFREZRGRE L8 T HEERRRERIZIBN T, AN Z2 5t G & 5300k (50, 100,
300mg/lal) & iEHGRER (200mg/H. 7 HE) 2MTbh, ZetEnfRaniz? , £, #7412 B
WD D HIV EYIE 2 5t 8 Ha 512 X 55 T ARakBR (0.25~8.0mg/kg) 233E0E Xiui=2y, Z Okl
THARMENHER SN W,
12) AR ERIED : BREZE. 1997 ; 13 (6) : 1459-1482.
13) van Leeuwen R, etal. : AIDS. 1992 ; 6 (12) : 1471-1475.

(4) FERIFER
EKITF N T 25 LA LD HIV RYERE 25 RI1ICT 2 72 0.5~20.0mg/kg/ H % 24 3 R#5- U 7= 5.
BEMEIRE N, REFHIREEZRIHEECTH S CDA U 3Bk, 7 2 7'V 8.0mg/kg/ H UL _ED# 53¢
TiEPEICUEE A S FR D D W,
14) PludaJM, etal. :JinfectDis. 1995 ; 171 (6) : 1438-1447.

(5) HREEAIEAER

1) BELALLTRERGHER
(V. RRICBET A 3. BREGRE Q) BARZIR <EWNICR W THEM S 707 BB O Rl >
DIHZ

2) HEHE
(V.ORBEICHTEA 3. BORRGE () BERAER  <HBSMCE T S I B SR 00 >
DB

3) REMHBR
DR L

4) BE - RERIHR
U L

ARANDOAGR S NI ABE T RIE, [ TREEICE T D thoft HIV 3K e O HFE  HIV ESRE] Th D,
ﬁﬂmﬁaéﬂtﬁﬁﬁoﬁg H_% NI OPT HIV S EPFH LT, 93702 LT 1 A& 300mg % 1
A 1EXiE2E (150mgXx2) | Tfﬁm&%ﬁé ek, i, KE, JERICE VEERET 5. ) THD,




V. ARICEY 5ER

(6) AR
1) ERARERE - BEEARERE HED - RERSRERRE (TREERES)
AR L

2) RBEHLELTERFEDARX TR L -HEBROHE
o Bl o

AFNOARI NI EROHEE, TEE, BRAIZIEMOF HIV EEFHL T, 7I7Y L LT 1 HE 300mg % 1
H1ESUEL2E (150mgX2) 2o TROBSGT 25, Zod, 4, KRE, ERICE VEEEET 2, ) THDH,




VI. EMEEICEHYSHEE

1. EEZHNICEEHSIELEMRITILEDEE
il R R B RERBAEA] (NRTD : ¥ RT V2 TN BRI, 7/ AeL oy Tax o7 < Vg,
TIREN TITT7x2FIRTVAEE, AN A E Y

2. EHER

(1) {ERERGL - e
FIT VTN TY Vb S, HIV 2R Y X7 RN ORI K 12 R o bR =) R
BIRIZE#END ¥, FIT V-2 U UBGIEIT HIV OWEREREZEIC LV T AF v F O =0 VB0
R VIZT A /L X DNABIZH Y IAE I DNABDOMEZEIE S5 Z LIk HIVOBERIAZHES 5 19,
T, TIT VU UEBBRET HIV OWER SRR 2 BEANICLET S © , —J5, in vitro T, B MR

M) 2 /SER, U U SERGR - HER—~ 7 1 7 7 — VRO Y RO L Ot N RERTERIIC T 5 T
2TV OMIRENEIXTE o T2,

(2) EEEMFTDHHBRAE

<\ IAILRER>

) ST EMBIBRICKDIIMVAILAIERDLE (/n vitro)
In vitro TOZ X7 @ HIV-1 (RF, GBS, U455 K TRB) (%9 % ICs fiEiX 670nM LL T, HIV-2 ROD
W25 ICso fE1E 40nM Tdh 7= 17, Invitro TT B EN, DX v xETEL, P ZEU KN
DRIV EOMMIIFRERANZE D bz ¥, £, invitro \ICBW T, I TV UIHEMT, YV FT
¥ T R R 53 %ﬁ@iﬁﬂ4#ﬁié%%ﬁﬂﬁﬁ THAR 66~80% 1K T =7,
In vitro T 26 FED HIV-1 FEHREEE [ v—7 M (7 %47 A, B, C. D, E, F, G)] WO 3 FffH

D HIV-2 RS BEMRICRTT 5 T I 72 D 1Cso B CEBE) 1% HIV-1 £k & OV HIV-2 ¥R TEFF 4 40nM (B
FHIZ 1~120nM) KO 42nM (#iFHIZ 2~120nM) ThH -7z,

2) DRI DUmMESEE% HIV-1) 16T 5V M IILREME
7 I TV UTHIMT, ¥ R T U MMERRIAR S BERR O p24 HUR B A S IEALERE I L~ 66~80% 1K T S H T,

< EEHIM >

T I 7V EGLHHIV ETIHRZ 2T 7 HIV-1 EYYE RS CRELT 5 7 7V Ve HIV-1 12, HIV i
HA B DTG VEERALICIT 184 FH DT I JBED A FF = b AN Y U~ DR (M184V) 3HbDH 19,
ZOMIBA BEDIER, UANADT TV ANIKT BREMEIIFEHIE T L Y2 | in vitro TO T A
L ADBRIGENIIET 5 2V | Invitro ICBWT, ¥ R7 D UMPERRR S BERIC T 2 72 UMt R A48 A
THE, VTV iﬂ“éﬂw WEEET 2 Z ERHERIN TS, F2. HLHIV EOBEFERBRO 20
BEICRTVOUVROTFITOVENRAT A LICLY, PRIV A L ZADHBIRIET 5 2
ém;#ﬁmv%<3i79y%ﬁﬁ>@%ﬁﬁ%%&j«mmvWﬁ?%wx%ﬁ#é%ﬁkﬁ%\ﬁ
HIV 3EOTRIFRRBR O 7 WBHICB W THLAIMERHER SN T D 2

< ZEMmE>
CRITVUROY =TT T T Y UMME HIV-L ISR LT AV AR A 95 20 2.5 7

XA E T M18AV ZER D NFBH HILTWD 7 A L AT L TR, HLu AV A IEM AR5 2 ) 72,
TRV E O H E T MI8AV R A A% U CRESZMEAME RT3 £V D in vitro TOH AR
HDON, ZNHOBEZMEOET LR FEOBRITA S SN T RN 2D



VI. EMEE(ICET HEE

(3) fERRIIEMH - HEY
R L



VI. EMEREICET SHEE

1. MAREOHTS - BEE
(1) A LA PR
DR L

(2) &= EP“"%' & EE R ]
[ (3) HRIRFER THERR S oI PiEE ] DHEMR

3) BBRAB CHERIA-MPEE
1)&&&AL&H6%%W
a) 232722 50mg~300mg #EEFXFBERICHERROKRS LI5S

LB VAR 22
o FYEHRE X T A — X
(mg% n B G- 0F Cmax Tmax tiz (h) AUCo.
(ng/mL) (h) ofH BAH (ng-h/mL)
50 o o 5394174 1.1£0.2 1.38£0.32 | 6.53+1.35 | 1,784+370
iy 120, 3820. 5341, ,
00 | 6| e & 1,1762165 1.1£0.6 1.39£0.32 | 8.20£3.20 | 4,004+£799
j;g?gg]/ 884162 1.740.4 1.47£0.08 | 8.50+1.82 | 3,908+333
]
300 e i 2,903+917 0.80.4 1.75£0.50 | 9.31+4.82 | 10,238+2,033
; 150mgfE | 3,471+:674 0.8+0.4 5.9+£0.9 10,604+1,594
{ 7o = B ) B
;f 300124 |zl 300mghi | 3,376+799 0.840.3 5.940.9 10,684+1,613
*AENE R

b) FATIZEL-SITOUBEARAOKREHEDS I T UDORE
<HEANIZETBEE>
R A 76 BIIC KT 7T E/L « 527 50mg + 300mg % ZEfER IS HAEIRR N5 LD 5 2 7Y
Y OMSERIRE ORER A X —10 12, EYERE AT A —F B RFIR LI P,

7Y B (ugiml)

Mtz

- L &

0 12 2 36 48 60 7]
5100 (h)
B—-103 3 7P nmEhREDHYE
(EHE+HRERE)

AFN DR éhtﬁﬁ/ﬂzoﬁﬁi MEE., AP HIV & RH LT, ? 2 7“‘/“‘/& LT 1 H& 300mg % 1
H1[ESE2[E (150mgx2) | Tffiui&fm“é e, A, RE, IERICE VEEEET S, ) THD,




SITOUVDEPFENT A =4

VI. EYEREICET HIEE

AUCo.int (pg-h/mL)

Cmax (pg/mL)

Tmax (h) v

tiz (h)

13.59 (17.99)

3.22 (29.30)

1.00 (0.50, 3.50)

18.63 (26.85)

S (CV%)

ELD PoRE (D)

¢c) X722 200mg/El. 1B 1ME. 7 BRREZEOHZRS LI-HEE (n=6)

S A

e Cmax Tmax tin (h) AUCo24 AUCoe
(ng/mL) (h) afH BAH (ng-h/mL) (ng-h/mL)
HEIHH 1,555+140 1.9+£0.7 1.48+0.28 8.67£1.96 — 7,383+ 947
H4HH 1,522+202 1.8£0.4 1.62+0.33 9.61£1.50 7,155+ 986 —
HTHH 1,785+638 1.8£0.4 1.33+0.36 9.27+1.31 7,212+1,282 —

2) HIVREREIZEH T HHHE

HIV EYIERE 6 FlICKT L, 7372 150mg 1 H2[E &Y R7Y 0 100mg 1 H 4 8% 25 HELL F#fE
ARG LIZRDT I 7V VN7V OMEREYREOHR Z K —11 12, BYEREAT A —2% T

- B

KR LT, 737 VTR 58 1.3 BRI 5 M b S8 1.55pg/mL (288 L, iaylidry 2.3
BT - 7=,
2.0 ]
] o337y
s = YRTY
g ]
2]
" W.Ot
foed 1
.B. -
ﬁ{. -
g 05
O“‘\'I T T T T T T ;y T T T v)_
0 1 2 3 4 5 6
W (h)
K—11 MBFFEMEEDHEE (FHEAZERE. 6 )
EMERE/INT A — 4
Cmax Tmax tr (1) AUCo_¢ AUCo_12
(pg/mL) (h) 12 (pg-h/mL) (pg-h/mL)
FITV 1.547+0.302 1.3+0.6 2.3+0.6 5.089+1.692 6.165+2.312
CRTVv 0.549+0.261 0.8+0.3 1.120.1 0.858+0.266 —

TEEHARERZE, 6

3) 2mg/kg 1B 2@ 15 BEEAKRESIZKDEE ™

<SEANIZETDEHE>

AN HIV EYE BT 1 2mg/kg 2 1 H 2 [0 15 H R D85 U7z ig, wlEE GREClEf& 5 1.5 R I RkE

MAPRED 1.5ug/mL 12 L, PRI 2.6 BEEITH Y . 15 B G% Tl R E I EFIREBICE L,
e MR 1.9ug/mL Th -T2,

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1ESUEL2E (150mgX2) 2o TROBSGT 25, Zod, 4, KRE, ERICE VEEEET 2, ) THDH,




VI. EYMEBEICET HEE

4) 300mg 1 B 1EIKRU150mg 1H2[E, ThZth 1 BRREROEZS(CKEHEY
<SEANIZETZEE>
fERERR A (60 f51) 1Z300mg 2 1 H 1[EI&X N 150mg 2 1 H 2 [\, i 7 HREKERO&S L7ZREo 1
BRI 2 X — 12 IR L7z, 300mg 1 H 1 [FI 5 L7-REO EFIRABIZ 1T D AUCoo4 1 150mg
1 H 2B LR EEMENICRE CTh o T2,

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
05 LA 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 MFHRYEEDOHY (THEARERE)

5) INRIZH 1T BEMENRE TV
<HEANIZBITEHEE>
/N HIV EYSE A1 dmg/kg % HLEIR O 85 U 72 #5865 2.0 R IS e m i R FE OO 1 lpg/mLICE=E L,
AR 1 2.0 B T 0 AW IR I 66% T8 0 kA HIV EYSIE B3 O AW 22H0F 2R (7 82%)
FVRME A 7R LTz, /N TABFERFRIFEN B3 2P i3 o Tneny, =13 1R T X912, /b
IRARFECTIIEBRN ENDICONTE2E 7 VT 7 A Lz, 737V 0 AUC 1L, 8mgkg/ H %% 5
SNTNRBFE L dmgkg/ H 2 &G SN2 E DB TRICERE ChH 72, £7o. MEMKRFOT7I 7Y
VORI TIRE DK 13% Th -7z,

0.2

28707522 (Ukkg)
D

0T

M-18 337200287075 vA (L/K/ke) LFHmOERK

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




6) BEWEREETLZHT SRAICE T HENERE

<SEANIZETDEHE>

VI. EYEREICET HIEE

EREREDIR T L7 HIV BEHSH 12T X 720 300mg & BRI A 45 L, Mg AR IR E 2 E L,

BHREETEEICET55I TV 0EYHE

Cer Cmax tin AUC)-—w 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.

ZORER, ERICRT I/ LT F=02 V7 7 ADOMETIZ 21T, AUC O Cmax 23N L, 8
HPMIER L, g oey 7 )75 X (CLo/F) DA LTz, B3 OBBERIT IS T 2 A O & DI
R L2 TRIDTRT,

BEOBHRICHG I IAEAENER

JVTF=r 7 VT 7 A (ml/4y) FITVUOHRHAE
=50 300mg# 1 A 1[F X (F2[A] (150mg X 2)
30~49 150mg% 1 A 1[#]
15~29 #11E1150mg, # D#100mg% 1 H 1[A]
5~14 #1IE1150mg, % D#50mgZ 1 H 1[A]
<5 #IE50mg, # D1%25mg% 1 H 1[A]

722 L, BITREICHT 57 I 7V o IEHEIFER STy,

(4) =
EER R L

(5) BE - fRAEOZE

1)

2)

BEICLIEED

<HBEANIZEITBHEE>

HESEEME HIV EYYE B 12 fliox LT, 2GR & &% (1,099kcal : f51G 75g. % > /37 & 34g, kKL
W 72g) D2 ODEMET, FITV 50mg AR ARE Lz, BREEEGDT I 7Y 0 Ofm RS
PERFEIE 3.2 WefE]C, ZEMEREE 50 fig i I HR R BERERFR] 0D 0.9 FEfE & bbik L CilES 720 . BREE G T
O fe i IR T ZERE R - K 0K 4T %KD o7, L L, B%EE & Z2ERE 5 0 AUC BIICHE 72
ZIZR N2 o T,

CRIDUGRABOEYENRE 2

<HEANIZHITZBHE>

TITVEVRT VUG TSR, ¥ KTV ORI, 28% EH Lz, 717
UKV R VD AUC ICHBEREITRD o Tz,

(6) BEE GKE2L—3y) BAFICEYHE L - RNARNDELBER
DR L

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




VI EMBEICETSEE
2. RYRERE/NSA—4
(1) BR#f %
LR L
(2) BAREEER
LR L
B RAFTRASEYF 4

(4)

(9)

(6)

(N

3.

<SHEANIZETDHEHE>
AR HIV BYUIE R 12 7 77 VB 0.25~8mglkg % HLIRIRE 45 G- L 72 Br D A =200 HER135K 82% Thh ~ 7=,

SRR
PH R L

HYFTSUR™
<HEAIZBTBEE>
399mL/min (A A HIV FEYSE B 20 ]2 0.25~8mglkg % ERIRINT% 5-1F)

DEEIEY

<HEANIZHBITEHEE>

1.3L/kg (BN HIV &G 20 f1iC 0.25~8mglkg # §#lIRNEE 5-8) Toh Y, 7 I 7V U niEs~bom T
HTEHTRELTND, SAARBIIERGEITIKE L) o7,

miEEnEasE""
<HBEANIZBITEHEE>
&V (<36% invitro)

IR AR

<HENZBITBEE>1 @

AR HIV B 2mg/kg & 1 H 2 8] 15 HFER A5 U2, QllEE G55 Tl b 1.5 R 1 R e i
JED 1.5pg/mL 1T L, PEENT 2.6 R TH 0 . 15 B G5 Tl I E FIRRICE L, Bai
PFEIF 1.9ug/mL Th o7, £7o. A HIVIEREIZT 2720 0 h 7R85 0.25~8mg/kg % HiLIHIEE 1%
5 U7 O AW 00R I ER13K) 82% Tdh - 72,

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1ESUEL2E (150mgX2) 2o TROBSGT 25, Zod, 4, KRE, ERICE VEEEET 2, ) THDH,




VI. EYEREICET HIEE

<HE>

HEMEZ » M2 PH] 37V 2HERRO&KE Lc L & BT~ IIZ e A ERD b7 2 &
2B, HERE O R OEEERIRN 5% 168 IFfH £ TO R R FEHRIR L0 Bl L2 RIERIE 74% Th - 72,
FI HEET v b OWEESTLOREEN— T WIZ PH] 7 X 72 2mg/kg ZiEA L, in situ THETRED L —
TNEARZWE L TR LERINERZRT, PH] 7 I7 P38 R0R0TE A RIS R > T2,
/NG AR B IRFLIR BRI ANTR D BT,

WS ERANE BRI R (B G- &I 2 %)
;;:g\\\\\ 7 Sl 1 G
ENE 1.4+1.2 33+ 1.4 1.4+ 1.0 3.2+0.8
1Rl 7% 3.6£2.1 41.4+95 54.8+13.0 31.4+12.3
2P M4 4.8+3.0 66.4+10.7 85.7+ 8.8 47.9+10.5

PEEAEAER 2 (0=3)

4. 531

(1) % — R @aE T
<HEANIZEITHEHE>
Wi % %

(2) mik—KRAERAPTEBIE
<HEAIZET B RS
BTy ®

(3) FiF~DBITH
<HEANIZHBTEHEE>
OGN T7 I 7V MUFFRICHERESND Z EBHEIN TV D, 4EE 38 O HIV ERITiE
0BT I 7 300mg 2 1 H 2 [ ER LR E RS LIZROATH O T I 7V U REX 1.22ug/mL

(<0.5~6.09ug/mL) Tho7z, 7I 7Y 150mg % 1L H2[H, ¥ R7300mg %= 1 H 2[EEGHLE

BEOFLHH T 2 7P REIL 09ug/mL (<0.5~82ug/mL) Th-otz 3, £72, 77V ORKMEF
R EIHTIREOKSEIT 06~33 THhHZ WG EINTWE, LWROMET DT I 7V REIX 18~
28ng/mL TH 7= L DOHENRD S,
U.S.Public Health Service Centers for Disease Control and Prevention %, HIV (ZJ&4s L TV 5 bk, RIEGY N
WAOHAERD HIV &G h ST 5720, RALE#T2 X985 L Tna W,

4) BHR~OBITHE
<SEANIZETZEE>
A HIV BYERE 12T 2 7Y 4~10mglkg 2 1 B 2 [8] 2 58RI DL ERER Q&G L 7=k 85 2 B % o
Jib T A P S 1T PR ORI 6% Tdh o712 %2, Fio, NEHIV IERYH 1T 2 7V 8molkg/ H &% %
B Lzt %, MEETOT 7 V0 ORI TIEEDK 13% Ch-o7- Y,

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




VI. EYMEBEICET HEE

(9)

Z 0o~ DBITE

R L

<HE>

7w MZ PH] 737 V02 BRERAKREG L& & BRIy O Tk b% 1 FFHICRkmRE L
RU, ERSMWMAITHLE (E8 B, KB RUBBTH-72%9

5. fti

(M

(2)

)

(4)

BB AL R U R BHE R

<HEAIZBITHEE>

b hTOERBIIL T R -ZLRF S FIE (1-[(2R,5S)-trans-2-hydroxymethyl - 1,3-oxathiolan-3-oxide-5-
yllcytosine) T 7= 3 |

KRENEAE5T HBFHE (CYPAS0 %) DHFiE

TIT7Vr% 7y M3 s AMKRO®EEG L, REEGEHOFI 7 v Y — A P40 &2 JIE L7z, CYP4A,
CYP1A2, CYP3ALR BiZT7 I TV U HFHGIC X DEIRBE I NN, EERGEW TLALNIHBO L O
THY, BENIAFIZLD2LOTERNWEEZZ LN, £/, FIT7VET7 v bTHIFEA SRS
NP, KEHLGTHHCEEFE IRV EEZONEY  ARIONRBHIZ CYP3 X5, Z0RICE
DR S DA (B . TuT T —EHEAD L OMEERITBEL BB LRN %) FHPE R

HEEBHROERRUETOHE
LR L

REVOFEORRERULLE
PLHIVIETEZR L (b T A -2LRF 2 RE)

(5) FEHERBYMOERERI/ITA—4
HouER e L

6. HEitt

(1) HeEpar R U %

(2)

<SHHENIZR T D Alift >

BN HIV EGUIE AT 2mg/kg 2% OG- U7 lE, 3 5-4% 12 BRI b T o A-Z b % o MR R G
D 5.2% kM Svie, Fiz, MRS E HAREE TORELAED SR P HRERIIHFREGEDOK 70% TH Y | Bk
MRT I TV DENNS DBREDFEBERRKE TH D Z LRI,

PRt
[ (1) PEMEERAL N ONEHS ] DIHZ M

AFNOARI NI EROHEE, TEE, BRAIZIEMOF HIV EEFHL T, 7I7Y L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




VI. EYEREICET HIEE

(3) HEithERE
<HEAIZETHE>
1) BEEO%REHAR
T I TV ERN HIV EYYE R IZ, kNS (025~8mg/kg) D%, 2~3 HZRICFRIAEOR DS
AT, SRPRZECEREZRIE LIRR, WThoRGREIZE N TH RS IEEG% 12 RN

WZHEE X 7,
B AR e b CLr JRPHEIE (5 EICHT D %) §
! (mg/kg) (L/h) 0~4h 0~12h 0~48h
0.25 12.643.7 46+15 48+14 49+14
1.0 16.443.8 49420 67+18 74419
FRAN 2.0 16.2+4.1 46+29 69+ 6 74+ 5
4.0 17.1£3.5 52412 66+13 734127
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

§ 5 PIMEEHERE (n=4)

5 72 B £ TodhR

MIRFPHEERICOW Ty OF — 2 %26 EICEH LT,
2) RIEXROKZSHER
T IT7 V% HIV EYYERFIC 1 H 2 BIEROES (0.25~10mgkg/ H) L., #EIEG%LKOES 12

H, 12 FERR P ORBACRTRE 2 HIE LT,
FORER . mEE5% (CEY 51.6%) 12T 15 BB

P 51% 48 el TORPHRlER & 13— L7,

(P 69.7%) (ZiZm PR Z R L, HiAlEE

B & 1 HHE 15 A H
(mg/kg bid) PR (e mloxbd 5 %) 8 n PR (P mloxbd 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
§ ; FHEHEAE(R 22 (&L

1.

kS U RR—42—ICB8T B1EH

Invitro \I2BW T, 5 I 7Y% OCT2, MATEL & O MATE2-K D IEE T % 38 39

AFNOARI NI EROHEE, TEE, BRAIZIEMOF HIV EEFHL T, 7I7Y L LT 1 HE 300mg % 1
H1ESUEL2E (150mgX2) 2o TROBSGT 25, Zod, 4, KRE, ERICE VEEEET 2, ) THDH,




VI. EYMEBEICET HEE

8. BNFICLKHBREE

(1) REREER
<HEANIZET B HEHE>
—HWnFRESND O,

(2) MRBH
<HBEAIZHITBEHE>
BRI & 521 T 2 B EEBSAREIR TR (Cler<20mL/min) Z %5 & LC, 73 7Y 100mg % Hi[af
LU, M E MG L GENTIZRS 2 Befil# L0 K 4 ReiiTT) . 2 of55, @it 52.8% T
HY., BZ VT T A1 106mL/min Th - 7=,
F7-, BHIC LD AUC ORI IRIL 24% TH o724V

10,000 -
1,000 —M% 3
2 1 .
£ .
pil
I
g4 | —— #iH (h=6)
o JEEHTH (n=6)
1 1 1 | | | | | I
0 6 12 18 24 30 36 42 18
B M (h)
B ABRPOEEEREETHRACERFERZORE LZBOMERS S TP VREEOHE
(FHE+HZEERE)
EMBNEE/INS A — 4
& e Cmax Tmax tin AUC,, Clt/F
(mg) (ug/mL) (h) (h) (ug + h/mL) (mL/min)
IR 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 15.3 80.21 62.3
HBHTH (3.37-7.22) (0.5-2.1) (13.3-17.7) | (60.71-106.0) | (47.2-82.4)

BUEI XTI, 95%IEX ], n=6
Tmax {3 A Sl K OV Cmax } (O AUC (& &% 300mg (Z1EMRAL L 7= 1,

(3) EHDEER
DR L

AFNOARI NI EROHEE, TEE, BRAIZEIMOF HIV EEFHL T, 737V L LT 1 HE 300mg % 1
H1EXIZ2E (150mgX2) (o0 CTROEGT 5, 7ok, i, FE, ERICEVEEEET S, ) THDH,




. ££% (ERALOZEESH) ICEI A

1. E5ERARLZOER
1.
1.

HH|IQ

H
1 BRERETHUHMEDHLZ/NENDEE (BEXOBRFEOHDI/NE, BRERESELIIENHMON

TWAERIEDHREEEZ(TTLS/IMNE) TIE. $m®ﬁﬁé%zé%Alu fIZ+REHRDER
HENDBEENTNERICOA TS EELTITOIIE, CNODBETERZRHLEIEEDERA.
B - BEHEXEFLE7IS—€, mEFE)AA—E. FUTUVEYY FEOLENHLDNZIGEE. KA
DE5ZFELICHIET S E, [8.4, 9.7, 11.1.2 58]

1.2 B EMFRZEHLTVIBETIE. FEDOH/EDIEICEY ., B RIEHFRNBRTI2ETNNH
5DT, RREDEEZHMT HIGEICETTEETSHII L. BICHERERDIEE. EELELTHIETAN
HOENDTIEETH &, [9.1.1 5]

(fEE%)

L1 KREOWRMSLEIZB T, BRAERE TRAEGRHIFERDBIE S NI 0X 0.5% KM Th 503, /NEESE
IZBWTIE, ARG RO oOHT HIV 38 & OOFHBEGRIZ 14~18% BIHEREFIELI-Z &, &5
(o TR L UC, TR OBETEIRE IR % 3 E S ¥ Do EE R fERIN 1 &2 A3 2/ EBRE TRIET
HAREMEN B D) T ENFLHE SN TTW D,

1.2 737 V0%, 1 H 1\ 100mg 52T B BUEBHEFRICKHT2E8MEN RSN TEY . BN TIXFEER
DRI (P74 v 7 A%E 100) & LTOEBEHELTND
B RUBMEIFRICKT 57 I 7V 0 G/K THIZ, B gﬁ*?%wx(mw)wﬁ%%mﬂﬁﬁék%z
EﬂéB”@ﬁﬁ*@ﬁ%ﬁ%iéhfﬁWB@@%H%%%WLTV%HW@%E%%KK%ﬁ%%
ENTHEICH ., AAIOBG B TH%IC BREBEHRDFER T B8ZN1H 5,
Lt#of\ﬁﬂ%&ﬁﬁt#é BT, BHFIERD 72 &b 4 5 H I 2 B EE ORRER &
R E (HBV-DNA, Mm(aw)&wz%:ﬁu%g)wey)%ﬁﬁb TOBRBBIEERTH L,

B ARUMEVENT ¢ O AN B T= 55 i?‘7//®ﬁ%5@ﬁﬁ A DG EEY) LB Z1T D 2 &,
B RUBMAT X 2 5 0F L T % L ﬁLTKﬁ%ﬁ%Té ZiX, B7 0w 7 Z%E 100 OIRMCHEELS
Moz L,

2. EZABRLTDER
2. B2 (ROBHIZIEBE LGNNI L)
ARHN DRIk Ui BUE OBEERE D & 5 B

3. DEEXIIHRICEEET HFE L TDHEE
V. \WRICET2HE) 22352 &,

4. RERUREICEEY 5EREZTOER
V. BECBIT A HE] 2BRT 5L,




VII.

Zett (FALOXES) 1Y SHEE

5. BEEGEFNIE L ENER

8. EELEXRMIE

8.1 AAIOHERIZEEL Tk, ENANDTA KT A LV EOEFTOE RSB, BEIBF IO HHEY)
REIN, WOFHIZOWTEILSHP LAEELHG %, EHTLZ L,

« RFNTHIVERGYE ORIGFIEIRTIZR N2 00D B RURYYE & & T HIVERYLAE O HE R I 0 5 R
ZHIE LfelT 5 ATRetE D 8 2 D T, AFIERG-BIAE O F RO ZBIZ DN TIE, T THYEICH
HFrz L,

- PIHIVIRIEIZ X D 2070 o A v ZA Wi, PEAEEARIC X D2 MhF ~OHIVIELE ORIt Z KT S ' 5
TEDRENTWDEN, ZOfEMMEEER2ICHRT D Z LixTcE v L,

- FIHIVIEIEDS, MIKSEIZ K DB ~OHIVIEROERMEZAR T S 2508 ) NFREH S TnvienZ &,

8.2 HELRMIKIEE, LT v F— &, EIGLEIC L 2 EEOIIEKR (BVRT) . BESUHRRIE, == —
noNy— $EEL, . DARENH LD Z ENRH LD T, EPNCHRE LT O 72 P E AT
5z &, [11.1.1, 11.1.3-11.1.6 ]

8.3 AAlZGTeht HIV O Z AP EIEZIT - 1B T, RERBFIEBFEIENRE ST b, &5
%, EFSREN B L JEMEMED 270 O T EERME A Fl AU (v A a NI TV D ATE D LAy T Ly
JA B A RATATANA, —a—FVAFRAEIILDHO) FIZHT DRIESHFRET 5 Z Lo
b5, £z, REREORIEIZHEVE CaERE (FARBSRETTEIE., ZRBMME, ¥7 2 « NL—JE
BERE, 7 RUEAS) NRETHLEOWRENH LD T, 2N OERA TN L, SEERC LMY 22 1h%
EEETHZ L,

8.4 ERVBRIET HAGEMENRH DO T, G727 —8, fjF v /—¥, b7V Y REOANFENR
HEEEMICITO 2 &, [1.1, 9.7, 11.1.2 B /]

6. REDEREFITHBEICHTLER

(M

(2)

)

(4)

BHHE - BEEFDHLEE

9.1 B6HE - BMEREOHLEE
9.1.1 BEFRVAMIWRABREZEH LTS ESE
AR OG- 2 PR 258 1T+ EET S22 L, B BEMFREZAEIL TWHEETIE, KFIOH
Hrikic kv, B BUBMEIFANHR T BENLNH D, FICIHENEERORE, BELT 2820 H
%, [1.2 58]

=8
9.2.1 BH4HEEFEZE (Cor AN 50ML/min ki) #HTHEE
Cor ZHIE L, WET AN UIBRERRBALERET S 2 L, mWfEENS G BENRH 5, [7.4
]

FrispefE = RE
BREEN TV

HIEREEH T 5F
BREEN TV




I & (FALDOFEES) (CBY HEAR

(5) 4t

9.5 1%

BEb SO TAENR LTV D FTREMED & 2 ZeMEICIE, 1R LA RENERIEL BRID LS 5551
DHPEEGTHZ L,

AANTe FpEAEET S, HAEROMED T I 7D AR, A ihiE o REE o i i/ o K OV I o
DRELFLTHLZ EnMEEIN TS GMNEAT—%) |

R (vHX) CHRIEENE (BEHOMETEOEM) NfE I D,

X7 LAY RRYERGEHLER (NRTI % 7= ARG 38 ERERE S frE Rl R O Ic By
T, T har RYTEEIZLD EBXONHIBEM T @O MFELBIEO EF3HE I Tna,
FEFICENITHERIE, TADARIE, tOMBERLHREIN TS, LMALARRL, ZhbH
£ & NRTI OF-E IR, JEPEHNREEE & OBEMEIIMENL L T,

(6) REL4w

9.6 B3R

RHAEBTSED L,

ROz 7I7vvide MRS SN D Z EBME SN TWD (FLiFPIRE - <05-
8.2ug/mL) ¥ GEAT—%) .

7 2TV ORMAIMSE PR ST DA FRIRE Ok 06~3.3 THDHZ ENHEIR TS UHE
ANT—4)

FLUROMEF DT I 7 VBT 18~28ng/mL Th o712 L OFENRH D GFEAT—Z)

(N IMNRZF

9.7 /hNR

INREEZ %G L LTeARAl L odt HIV 3K & OO EG O M O b 2 FBIE & U 7 BRRARR I3 5=
AR GAY AR

ER % F8RET 2 FREMED B 2/ NR DB (BEROBEIEO & 5 /NR, EREZFIESEDH Z ERFbHR
TWBEA L OOFFIEZZ T T D/NR) T, RAIOBERA %25 2 256120%, tic+oksRo
RO HNDIEWRENLRVBEICORTSEELTITY) 2 8, [1.1, 84, 11.1.2 BH]

(

2.

fiZzR)
(V. IBRRICEETOIHE 3.0 BRRGE (2 BRARAR <iSMIRW TR S AT BRI AR O i >
INRZET G & UTRRIRRER] DIES MR

(8) EtnE

9.8 HinAE
BEOREBEZBE LR OERICKREGT 2L, BEENMITL TV ZERZ W), @nilmdk
ERFHE T 28 Thndb o, AFIE, F& UTREEL LTELOHREE NS,




I. &£t (EALOFES) ICH3 %I1ER
1. HEER
(1) HREZERLEZNDER
BEEN TV
(2) AR L FDER
10.2 $FAEE (BFAICEET S L)
A4 % BERAEAR - H5E 515 R - faliln 1
AT 7 A NP — - | KHFID AUC 28 43%EM L., 257 | BiRiCB T 28N ) X v
U XA RNTY A U730 2A0830%. B T7T 02 | VAEEETAEEZLN T
M 3B5%IFAD LI-E DHENH 5, %,
VILE k=)L O LE =LK (YVE h— | YLE =Tk FI TV
bl 1C3.2g, 1029, 134g) &7 | OWRINAIHEI S NG B2 B
TUVOHAIZEID, TITVUD | TWD,
AUC 2 LT (1 Fh 18%.
36%. 42%Jk) EDOHERD D,
(FRER)

<HEANIZEITERE>
QANT 7 ARXEH Y —L e U X KTY A
ANT 7 A RFHY = FU X NTYLEOHHAEEGIL, BB 5IZH L, AUC 13K 43% D, 4
7 U770 AX30%DAD. B VT T AL B%DFLRRDLNT NS, L, U XA RFY
LNEDPFRICE Y 7 I TV OBIRME WAL THZ itk D 2,
&/ )LE F—/L
WM WT, 7 I 7 YV UROEAIZ HEE G LKoo Mg Ry EiRe x4 2% VL e b — L&A Al
DEBLETAMT 57O DEERHBRAEmE SN TNWD, ZOFE, YLE FN—EKRE T I 7V 00
WL I ITVrmAUC X, YL E h—ABICIEELTHD L=,




I & (FALDOFEES) (CBY HEAR

8. El¥eR

11. B4R
WD LD REERRH oD ENRHDHDT, BEE 5TV, BEPRED NTGEICIE, &S
oIS 57 EEU e E A ITO 2L,

(1) EXGEIER & AHFER

1.1 EXLEIER
.11 EELGOERES

FREIFEREE (0.03%) . PLMLERED (0.6%). Al (6.1%). MM (22%). GFHEkED (0.8%).
M/ (12%) [8.25H7]
11.1.2 % (03%)

M7 I7—8, miFY X—8, NV 27 U&) FEOREMED EANALNTGEITIE, HHITARA
OFLEPIETHZ L, 2, BEOER. BL - BEEOERNAONTZHEICHE BIZAR O
Hamik L, AeFimE (g7 1 7—8, MgV ~—8, N7 V') RE) ROEEZEEIC
k@t H 2 &, [1.1, 84, 975 ]
11.1.3 3.7 F—2 X (05%). BBEEICLKD2EEDREKR (BRIAFF) (03%)

FLEET ¥ K — 3 A SUIF RN B 2 BERIE RO A R 23580 LG A1, ARl L %
—BEhIET 52 b, RS, IRBROGBRRT2ET 2EBFICEB VW TIEET D2 &, AAl%ZETeNRTI
OEMEBEE IO OPFFIEICE Y, BEERABT v F—v R (25EE. BRAIE, 272K E
WL, HBkEEE, FERREE, FEMNER ) . et (BEEIC XD EEOMER, BMFE2E&T) 25,
TS HE SN TNV D, [825H]
11.1. 4 #EyFHRAEE (0.1%)

(825 ]
11.1.5 =a—a/nR>— (08%). #BEl. HEEAH])., EZ (0.1%)

[8.2% 7]
11.1.6 DAL (0.1%)

[8.2% 4]

(FRER)

ARG L LEWER & FIRBTH D HIV BYUE UIAOHEICERT 2 b0 & 253925 2 & 3R
BENRH D, AFNC LD MKFEET, RIERRED . MCV CEERMERATR) OBk v EESITFons
KERMHEOEME Z 2 b5,




V. 2ttt (FALOEES) ICEYHEE

(2) ZothoEIER

11.2 Z0ftbDEI1ERA

R b AR SR

RL

1% ~ 14% AT 1% ATt A
U 2 HHE ., R IR I ER A
il % & (MCV) #n, U >
BRI
W s T RS REE HR AR R SR, | Bk, IR
- ok, AR
REERE O oA /R (M | AeEURe, 88N, B8R, 10N, | NIRRT E
BBy RERES ORI, K | (KERD . Y. HEIE
4 F JE IR | FEE. Eilm ORI, B
AE . MyERRE AN, (fkE
HEH)
e B JFRERERR A E 2% (AST,
ALT% 0 5
= figk M7 v7rF=rEH
o m K BIEie. AR, PEE | B
A R P OFE WV MEIRFEE ., 5 O, | BUEREE, $5RE

- N P pREE EA mElgiEn | 77 —8 LA Mk CiE)
2t , NI
R - N IR pos
B RO D ARE
oo - B, Jitige, BRURIREE. WESH | SA%. EIEER. HE K.
. RE R MR REsE . SRR
W e JE 7 LIV —RUe
i e R (R, B8, K2 | BB, & 58 BT, Bk -
S EET) FFER

cNUZU®Y FER-f7 | CKER., BUE., MBFE | BExREEE EA . BREREK

* o | arvzrFo—1 R & T, MPFEER T, wEHA L
=

 REAKT

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




I & (FALDOFEES) (CBY HEAR

& 25 B BEIE S8 BB M ORI AL B SR — e
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)
P R AH BT A AR 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)
CHUF % 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)
YA b AT T A AVEIRIEHEIRER 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 iz 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
% g};@% Eii?f;ﬁg gg;ﬁ = 15 (0.47) 15 (0.46)
R E 1 (0.03) 1 (0.03)




V. &ttt (FALOEES) Y SHEEB

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)
i R S - R g 55 43 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)
1F ¢4 5 1E SR 1. 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)




I & (FALDOFEES) (CBY HEAR

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)
BBV U L iE 2 (0.06) 2 (0.06)
sl VRN ik 2 (0.06) 2 (0.06)
FLEET v F— A 16 (0.50) 16 (0.49)
iR 1 (0.03) 1 (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 (238) | 42 (131) | 43 (1.32)
ENCRA 4 (0.12) 4 (0.12)
Rz 1 (2.38) — 1 (0.03)
H B2 1 (0.03) 1 (0.03)
IREIPEIRT 1 (0.03) 1 (0.03)
igea 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. 2ttt (FALOEES) ICEYHEE

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)
eI 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)




I & (FALDOFEES) (CBY HEAR

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)
R RGE MRS 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 (0.28) | 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) 1 (0.03)
AE% 2 (0.06) 2 (0.06)
{51 2 (0.06) 2 (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) 1 (0.03)
HIER R 10 (0.31) 10 (0.31)
37 2 (0.06) 2 (0.06)
GRi-U 4 (0.12) 4 (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)




V. 2ttt (FALOEES) ICEYHEE

HKRRFZ D il FH A AR A -
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)
RIS 8 (0.25) 8 (0.25)
Mgk - 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)
B 4 2 (0.06) 2 (0.06)
REYT 9 o 1 (0.03) 1 (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)
BE UL I 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)




I & (FALDOFEES) (CBY HEAR

HKRRFZ D il FH A AR A -
S it DR a
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 1 (0.03) 1 (0.03)
FEIB 1 (2.38) — 1 (0.03)
D FENE 13 (0.40) 13 (0.40)
W 1 (0.03) 1 (0.03)
SREE 1 (0.03) 1 (0.03)
32 74 (2.30) 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)
BREVRSA b7 — 47 (1.46) | 47 (1.44)
& IR 1 (0.03) 1 (0.03)
BB ER M B P B % 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)
HHERE 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)




VI. &2ttt (FALOEES) ICEYHEE

HKRRFZ D il FH A AR A -
S it DR 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)




I & (FALDOFEES) (CBY HEAR

HKRRFZ D il FH A AR A -
S it DR 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)
m7 27 —8Hm 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)
M7 V7 F 2k AR —EHn 1 (2.38) 11 034) | 12 (0.37)
7 v7F=d 1 (2.38) — (0.03)
fr 7 L7 F = 8 7 (0.22) 7 (0.22)
LA R o pE AN 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)
RiiNEEL o 1 (0.03) 1 (0.03)
M+~ 7 Y'Y RED 2 (4.76) — 2 (0.06)
M ~Y 27 Y& Y REEN 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 P2 F 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)
y-TNE IV T RT =T — B 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)




V. 2ttt (FALOEES) ICEYHEE

HKRRFZ D il FH A AR A -

S it DR a

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 (238) | 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)




I & (FALDOFEES) (CBY HEAR

WM IV CTHEM S L7 4 FEO " HE R EBGRBRICHLZA 7o N 972 Bl IS T 2 BIVEH K OVRg
PRI AL S O S BB FE 2 3B B GRS LA FIR L7z 7 29

AREO_EEREEERICE T IRERRUVBRRREBEREORBRHERE
(RBEEE S%U LTSI IOV ENRRERNFTALLDEED)

FRERFRAI P 57
VRTVY TITVY 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%
| =mammste— 10% 20% 12% 8% 22%
ﬁ MEIREE 7% 17% 1% 12% 8%
h 5 % 4% 15% 9% 11% 12%
% HEWN 4% 6% 10% 6% 9%
7 | AR 6% 9% 4% 6% 8%
I E <1% 5% 2% 2% 0%
TERMIER (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 L SERISD 5% 7% 8% 6% 30%
2 i 4% 0% 4% 5% 3%
LDH |- 5- 24% 27% 25% 24% 48%
FAST (GoT) E& 24% 24% 20% 19% 33%
ALT (GPT) L& 18% 18% 20% 19% 25%
g | Ve fE B 9% 5% 8% 8% 5%
AP |5 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%




V. 2ttt (FALOEES) ICEYHEE

PR A 51
VRTVY TITVY VRTVY VRTVY RTVY
(600mg/H) (600mg/H) (600mg/ H) (600mg/ H) (600mg/H)
+ + +
BlfER OIS S37vy | 537Uy | Froses
(300mg/H) (600mg/ H) (2.25mg/H)
(n=230) (n=87) (n=251) (n=318) (n=86)
S 11% 24% 20% 13% 19%
57 13% 16% 18% 17% 26%
| WHEER 10% 6% 9% 12% 14%
g SRUE SR 5% 5% 10% 5% 6%
o IS 7% 9% 7% 7% 5%
HER <1% 7% 2% 2% 3%
I e 3% 5% 6% 4% 3%
RGE SR 2% 5% 5% 4% 3%
. | B - AR 10% 28% 12% 14% 22%
%ﬁﬁ%@% 6% 8% 8% 3% 12%
%,ﬁﬁiﬁ 3% 5% 2% 3% 8%
RAm 5% 6% 5% 5% 7%
i
| 7 LR —K <1% 5% 1% 2% 8%
JiE

532 6% 10% 9% 6% 15%
Rz | BT 7% 9% 8% 6% 7%
a2 <1% 9% 2% 2% 2%
HEIE - BFER 4% 7% 7% 3% 12%
Wi | s 5% 5% 3% 3% 13%
BAEES 2% 5% 3% 2% 0%
CK (CPK) L& 25% 37% 30% 28% 42%
7 | EREHR T 29% 29% 28% 33% 39%
MBEE -5 21% 27% 30% 23% 26%
rUVZUEY RER 23% 27% 24% 23% 25%
O | MPEFEIKT 12% 18% 17% 21% 23%
MERIKT 21% 18% 18% 15% 12%
HRIRE B 6% 17% 12% 10% 8%
M = o2 o 5 4% 17% 12% 8% 13%
wEA LA 14% 16% 12% 13% 30%

— T HEL

IH O THEEMEERERIC W T, A RBREER R SRR, BIER R O R MR B 5 O 5 B 12
X o,

9. BREBRERRICRIZTEE
HEIHTHARWN



I & (FALDOFEES) (CBY HEAR

10. BEERE

13.1 g
T ITVATMIRENTIZ L Y —HREIND (T I 7V 300mg FERHZ, BEK 2 R E N5 4 BFH]

MHBHT L72 & & AUCoint 2355 24%IK T4 5 Z & MG EN TN D) 40,

(FRER)
T ITVUDOBEREIC L ARA OME., ERITRD 5TV, AFIOBERR SR D RBI 2R IR R E
1720, BERGOGEEIZE, BEOREZEERERCEBLZ L, LB U CGHEY AR IREEEZITI>IZ L, T

TV ATMIBENTIC L —EERER AR T2 0. MEIDS U TR ENTIC L D NEEBEE T D 2 L,

. EHLOIEE
FRIE I LTV

12. ZOMDEE
(1) BEEERRERIZED < 1HR
RESN TV

(2) EBRPREERICE D HH

156.2 JEERPRERBRICE D C 1B
BAREMERBRIC BV THWREAKRREFBIEM 2R LI ORENRH D, £z, RHOARMERER

BN TRB A BRI ST & OWEN D 5,
B RS Y o SER A T T Y A BB G 300pg/mL B b, < 7 % U o SIS A P T T

ZEIRAE FEABR T 2000pug/mL DL BTt Z R LTz,
~UARODT v NERAWEREHONAFRERBRCIX, BRARICS T e MEFEZERE (AUC) @ 10

& (z7A) KO58%E (T v b)) ETORERREICBNT, BRAMEITRD 5o,




1. FEHEHER

X. JFERERHERICE ¥ SHA

(1) FFEEHER (VI RBREICEHTSEBEI 3R

(2) BIREZIEHAER

)

DRI L

REMFBHAR
—RREIR S O TE), FAXAPRRR, BAPRER, PR - JRERER R K NHILERRICK T 21EH A~ T A, T v
b EAEY by A XKORITEZANT in vivo DRBRFAR THRE LTz, ZORE, —IIER K OTEIRERIC
BT, 7370100 KON300mgkg DR OEEE (T o b) 128D FRIAA LA, ZIUTBMe b o
Th Y HRKRGEELRD B ah T, 72, 600mg/kg %% NHE 5 L= A X (HEME) (SRS 2 5 7228,

FERP G E L @G EICB T TR TH Y, 1,500 (HEME) KO 1,000 (HEPE) mgkg (1 H 2 [\lfe5E) @
A X 12 5 ARBGRBICE O TRIEOFEBULRD b enoTc, TOMORBITENTTI I TV ED
AT D LN o T,

(4) ZDhoEEHER
MR L
2. EMHE
(1) BEEKREEHHAE
) Fll &5 whH &= | 3 i il
(R - EI) &8 | meke) ||| | moer | g | s ﬁ@%gi%
HREEB O £ & I
717}(4‘, . 2’000Xi ) 1010 2,000mg/kg X | HEAN, A2 RBAT | Imm AR FE D
(B6C3F1% |#0 | (4FEREIE M T 2ELL | oo STIaE -
) 2l 1) 100 (@) (1)
HF D 2% JE ME i
N 1,500 X2 J1310 FaiRl ., SR
=R, s 1,500mg/kg X @ ;
LSS DR N I et LR o
NRZEHE (IR )
— BRI REET R L




X. JFERIREAERICBEY H1RE

(2) REHRESHEHER

1)

2)

3)

4)

5)

T heRAnWio®#s 1 5 HakBk (45, 300, 2,000mg/kg <2 [El/H) Tk, mAETEICHEICB TR
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K E 19954E11 H17H
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B K 1995412 A 11 H
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IEEILEE 300

4 & @ H
K E 200246 H 24 H
I 8 AN ] 20014F11 H15H
AA A 20024F11 H20H
F =2 F VT 20024E1 2 H
—a—Y—F K 20024210 11 H

AFRIZIRT DRNRENIZNR, HHELAOHEIZUTO LB THY | HETOAGRIRI LI1TRR D,
4. EER TR

TRERBICE T At HIV R EDHFRARE

HIV B 5E

6. BiZRUA=E
W RIS OPTHIVER LT, 3 7Y 2 LT1 HE300mg 2 1 B 1 [\3% 2 [3] (150mg < 2)
T TRAKEGT 5, k. Fln, (KE, ERICK D EEHERHT 2,
CREICIR T H&RIRI] (2020 49 A)
(BIFE - Hik) 150mg EEA. 300mg SEAIM N7 2 7V 10mgmL 2 &4 3512 v (240mL)
U - &) NS 2 HESE &I 1 B 300mg.
A 1[E 150mg 2 1 B 21, H5NE300mg 2 1 B 1[E, foHt HIV R EJHHT5 2 L,
/NVE: BER AR 14ke VL B CHEIESEERID G- FIEETCH L Z L, Sy 7 ;3 5 Akl ETH
5228, THIE®D WS H2EEEOES, HEIFEE (kg ICHESEZHHL, 1H
300mg ZHAZX XX TEHARW R v a vy TR b ot HIV K E T2 Z &
FHERRE  BHREOREIS U T, TRICH - THERET5 Z &,

BEOBREICHET SRAEAENER

S T —
71/77“?m/LZj\;77/x 51U R R
=50 150mg %1 H 2[5 X 13300mg 7z 1 H 1[=]
30~49 150mg# 1 H 1[H]
15~29 #IE150mg, Z D% 100mg# 1 A 1]7]
5~14 HIE150mg, Z D#%50mgZ 1 H 1[H]
<5 W)Al50mg, F D1%25mgZ 1 H 18]

RIS, A OAGEEIH L3RR D,
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(K - BiF) Each film-coated tablet contains 150mg lamivudine.
Each film-coated tablet contains 300mg lamivudine.

(#h8E - ZhH) antiretroviral combination therapy for the treatment of Human Immunodeficiency Virus (HIV) infected
adults and children

(H1k - &) 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. B CE T HEBKRIZIERR

(1) EsRICBET HimoiER
HARDOWRMSLED 1954k . 9.6 %Fhw) OHOFHEIFLL TOLEBY THY | KFDARA—A FF
T E IR D,

9.5 1113
T SRR L CW B AIEEME D & B ZPEIciE, 1B OB RMERGERIEZ R 5 &l S B 5E8120
HEHETH L,

AANTe MR ZEET 5, HAEROMET T I 7 B IX, 45 i o R o L T K O 5 1 o oo
RELFECCTHLZENMEINTWS UMEAT—%) .

W ER (VHX) CHRIEEN (RHOMETEOBEM) NHE I Tn5,

X7 LAY RRYEREEESE L EA (NRTI) 2 75 IR EE X35 EE IR S 78R IR R ORI W T
R har RYTEEICLD EEZXDNAIRET—mMEO MG O A NHE I T 5,
FHEFICENICRERIE, CTADLARRRIE, MOMRRERLHREINTND, LLRRL, ZhbHg
& NRTI OF = NIREE, 8 PEMINGREE & O BEME TN L Ty,

9.6 ZELIF

BRI ERTIED L,
BOEhanizsI7vvde b FICHREER A Z ERRESN TS (FLFHIRE © <05
8.2ug/mL) ¥ GEAT—%) .

T TV ORHMRIMAE R E ST A HH FREDO]IZ06~33 THD Z EAHE SN TWDE GHEA
T—%)

FLIROMIET DT I 7V 18~28ng/mL Th o7& DHENH D BEAT—F)

H it LA
KE O CE | 8.1 Pregnancy
(202049 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.

-
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=2 +Z7 VT8

. . 4 L B3 (202246 H)
(The Australian categorisation system for prescribing medicines in pregnancy)

<BE  HyFOME>
F—A N7 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) MNEFICEHT HEEH
HARDOEASCED [9.7 /NEE | OIEDFEHITLA T O LBV TH Y KEDIRFSTE KR OSRED SPC L1352 D,

9.7/NR
INRBEZX G E LT ARKI Eodt HIV 3 E DN G OREER G IMMEE IR & U7 BB 135
i LTV 7Zeuy,

FER ZFRIET D AREMED B D /NRDOHRE (FEROBEEROH /MR, HRERIESELZ ENHLNT
WA EAN & OPFRABEZZIT T DR TIE, ABIO@ER %% 2 2856120, i+ R oR
LNDIRFENIR DGO+ 5EELTITHY> 28, [1.1, 84, 11.1.2 BHR]

H i RLEN A
KE O CE: | 8.4 Pediatric Use
(202049 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 D SPC
(2021 58 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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