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R4 DHBV DNA &2 38553 (P<0.0D) ., it , EFRHAERERITHEL (P>0.05), %
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Abstract: Objective To study the activities of anti-duck hepatitis B virus (anti-DHBV) of three novel nucleoside
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analogues and their effects on histomorphology of duck liver, and to explore novel potential anti-HBV agents.
Methods
various doses of 030703, 030605, 030705 ( 2, 10 and 50 mg -

The anti-DHBV activities were analyzed by fluorescent quantitative PCR in experimental groups with
kg ') and adefovir dipioxil control group
(10 mg » kg™!). Compounds were taken by oral administration per day and last 30 d. The serum specimens were
obtained at the time of before adminstration, 15 d and 30 d after administration and 2 weeks after withdraw. The
serum DHBV DNA was detected with fluorescence quantitative PCR. At the same time, DHBV DNA positive and
negative groups were set up. The duck liver specimens were obtained after experiment. The histomorphological
changes of duck liver caused by three tested compounds were observed under optic microscope. Results After
administration with compound 030703, there were 3 ducks (60%) in high dose group, 2 ducks (40%) in middle
dose group, 1 duck (20%) in low dose group, in which the DHBV DNA contents were decreased to 1/3 of primary
contents; compared with adefovir dipioxil control group, the inhibitory effects in high dose group had significant
difference (P<C0.01), whereas the inhibitory effects in middle and low dose groups had no significant difference
(P>0.05). After administration with compound 030605, there were 4 ducks (80%) in high dose group, 3 ducks
(60%) in middle dose group, 1 duck (20%) in low dose group, in which the DHBV DNA contents were decreased
to 1/3 of primary contents; compared with adefovir dipioxil control groups, the inhibitory effects in high dose
group and middle group had significant difference ( P<C0.01), whereas the inhibitory effect in low dose group had
no significant difference (P>>0.05). After administration with compound 030705, there were 3 ducks (60%) in
high dose group, 2 ducks (40%) in middle dose group, 0 duck (0%) in low dose group, in which the DHBV DNA
contents were decreased to 1/3 of primary contents; compared with adefovir dipioxil control groups, the inhibitory
effects in high dose group had significant difference ( P<C0.01), whereas the inhibitory effects in middle and low
groups had no significant difference ( P=>0. 05). Compared with adefovir dipioxil control group, the effects of all
three test compounds Chigh, middle and low dose groups) on duck liver inflammation were similar to that in
adefovir dipioxil control group. Conclusion Three novel test compounds 030703, 030605 and 030705 have obvious
anti-DHBYV activities and might improve duck liver inflammation to some extent. It has been suggested that all of
these novel compounds be potential anti-HBV agents.
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030605 . H B AIG 7 it 41 7E 25 W3R 97 2 B b 43 )
A4, 3 K1 HSKmE DHBV DNA 58 (R
JRERA 1/3 LA b, B Ee el 4 5 R 8006 . 60%%
M 20% ., STfEfE S0 BA L, &, hilEd
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ZRXGITFE L (P>0.05),

030705 f . H B AIG 7 i 4 7E 25 IR 97 2o B b 43 )
A 3.2 M0 HEBisA DHBV DNA & & N E
JRE R 1/3 L, B EeB 4300 R 609, 40%
oY%, ShEmEmart, mAledERa
Gt E Y (P<<0.0D), i, KA EHERL
GiitFE X (P>0.05), W1,
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1 KA DHBV DNA 24 Fii i 18] 9 28 4k
Tab.1 The changes of serum DHBV DNA load with the time in ducks in various groups (n=5, 2= s.copies * mL™")
Group - Serum DHBV DNA -
Baseline 15d 30 d 2 weeks after withdraw
030703
H 1.29X10%£4. 16 X107 8.76X10741.77X107" 4.90X107+1.63X107" 5.88X10741.82X10""
M 1.47X10%8£2. 87 X107 1.32X10742. 79X 107 6.87X107+3.54 X107 9. 14 X107 43.63X107
L 1.42X10%£4. 31 X107 1. 25X 10743, 45X 107 8.91X107+1. 84 X107 1.03X10%8£2. 46 X107
030605
H 2.12X10%+5. 89X 107 1.54X10% 44, 50X107" 7.44X107+1.04 X107~ 1.24 X108 42, 64X107"
M 1.84X10%42.12X107 1.42X10% 42, 68X107" 6.70X107+£3.57 X107~ 9. 85X10745.42X107"
L 1.21X10%£3. 43 X107 1.14 X108 £2. 33X 107 8.01X10748.85x10° 8.72X10741.56X107
030705
H 1.46X10%£4. 93X 107 1.22X10%£2.39X107" 5.26X107+1.67X107" 7.75X1074+1.52X107"
M 1. 45X 108 £4. 90X 107 1.23X10%+£3. 85X 107 6.93X107+2. 44 X107 1.04X108£1. 71 X107
L 2.19X10%46. 54 X107 2.13X10%47. 86 X107 1. 24X 10842, 25 X107 1.39X10%+3. 21X 107
Adefovir 2.06X10%+5, 25X 107 1.32X10%49. 09X 107 2.35X107+2.32X107 1. 15X 10%£6. 08X 107
DHBV DNA(H) 1. 45X 10847, 94 X 107 1. 18X 10° +4. 86 X 107 1.34X10843. 61X 107 1.59 X 10843, 65X 107
* P<C0.01 compared with baseline.
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g, NEEY SR, A, MR ZEM/NGTT, AR Hovp e R B2 A RGBT BT AR X

FEAE 22 ¥ B A0 Ay W R N, BT AR S o IR
DHBV DNA FH X B4 8. RAE A — & 1Yk
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.
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