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*HBeAg HBsAg
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CAPD 1
*
ml/min
=50 0.5mg 1mg
0.25 mg
30-49 0.5 mg
0.5mg 48
0.15mg 0.3 mg
10-29
0.5mg 72 0.5mg 48
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HBV 2 <18
Al463028 3 Al463189

2 195 HBeAg



<1% 0 1% 0
<1% <1% 1% 0
<1% <1% <1% 2%
<1% <1% <1% 0
1% 1% 3% 3%
2% 2% 4% 1%
<1% <1% 0 1%
<1% <1% 0 0
<1% <1% 0 <1%
a
b Al463022  Al463027
¢ Al463026  Al463014 Al463014 Il
0.1,05 1.0mg 100mg
52
3
3 2 a
b
0.5mg 100mg 1.0mg 100mg
n=679 n=668 n=183 n=190
3 4 d 35% 36% 37% 45%



ALT>10 ULN >2 2% 4% 2% 11%
ALT>50 ULN 11% 16% 12% 24%
AST>5.0 ULN 5% 8% 5% 17%
<2.5g/dl <1% <1% 0 2%
>2.5  ULN 2% 2% 3% 2%
21 ULN 2% 2% 3% 3%
21 ULN 7% 6% 7% 7%
>3.0 ULN 0 0 0 0
>0.5mg/dl 1% 1% 2% 1%
, >250mg/dl 2% 1% 3% 1%
¢ 4% 3% 4% 6%
f 9% 10% 9% 6%
<50,000/mm’ <1% <1% <1% <1%
a , (<2.5g/d1) >0.5mg/dl, ALT>10  ULN >2
3 4
® Al463022  Al463027
¢ Al463026  Al463014 Al463014 I
0.1,05 1.0mg |, 100mg 52
d
°3 =3+ 500 mg/dL 4 =4+
'3 =3+ 4 = 4+
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2
ALT ALT 10



4

ALT

ALT

Al463022 AIl463027

Al463026

52

ALT

10



102

18 (20%) 48

48 (HCC)
8% (7/89)
48
48 102
11 (13%)
1
2 HIV

HBV HIV

18

5%

(18%)

HIV

89

11

6% (6/102)

ALT >2
11 (11%)
0.5 mg/dL

ALT

89

10

16



HIV HIV
HIV HBV HIV
(HAART)
HIV HIV

HIV

50mL/min CAPD

HBV
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rtM250

1,2,3,4

6%, 15%, 36%, 47%  51%
HBV DNA = 8.0 log;, IU/ml
DNA <50 1U/ml
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P450 CYP450
10000
CYP450 1A2 2C9 2C19 2D6 3A4 2B6 2E1
340 CYP450 1A2 2C9 2C19 3A4 3A5 2B6
CYP450

CYP

40mg 14

20mg/

1mg 4 13%



HepG2 50% DNA

ECso 0.004uM rtL180M, rtl971521



24 HBYV DNA PCR

240
rtT184 rtS202 / rtM250 3
( 5) (rtM204V
rtL180M)
5 5
1 2 3 *|4 *|5 °
b 663 278 149 121 108
¢ 1 1 1 0 0
¢ d 1 0 1 0 0
¢ 02% | 05% | 1.2% | 12% | 1.2%
¢ d 02% | 02% | 08% | 08% | 0.8%
a 3 1471149 4 5 1mg
3 130/149 4 1121 -
20 1
b PCR HBV DNA 24 24 58 ( 1
) 58 102 ( 2 ) 102 156 ( 3 ) 156 204 ( 4 ) 204 252 ( 5 )
c LVDr
d PCR HBV DNA 1log10,
187 10 5%
240 10
3 ( >1 log10) 240




6 5
1 2 3 ° 4 @ 5 @
b 187 146 80 52 33
¢ 11 12 16 6 2
c d
2° 14° 13° 9° 1°
i 6.2% 15% 36.3% 46.6% | 51.45%
c d
1.1%° | 10.7%° 27%" 41.3%° | 43.6%°
2 3 48/80 4 10/52 5 1/33
- 13 38 16
b PCR HBV DNA 24 24 58
( 1 )58 102 ( 2 ) 102 156 ( 3 ) 156 204 ( 4 ) 204 252 (
5 )
¢ LVDr
¢ PCR HBV DNA 1log10,
© ETVr
HBV DNA <10 log10 /ml 64% 9/14
48 HBV DNA <300 /ml 14
5 18.8% 24 HBV DNA <10*
log10 /ml PCR
5 17.6% [n=50] vs 60.5% [n=135]
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(rtM2041/V  rtL180M) HBV DNA

8 30 rtM2041/V rtL180M rtL8OI/V  rtV173L

rtN236T  rtA181V

11
Ames
DNA
4 30mg/kg
90
35
200 16mg/kg/
28 212
3100
94
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CYP450

128 149
2 24
62 73% 360
471mL/min
1mg AUC
29.3%
CAPD
1mg
2 1mg 4 13%
CAPD 7 0.3%
Child—Pugh B C
1mg
A n=5 n=4 HBV
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