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A BE BETHTTIFECAZERSOHS — AR ANRAED SAWEMEHR T (L-HSA-
AraAMP, TR B/ BN H SRR S REREFRR S EHE R TR AR A
F5 %9 i BE S iy fRERE B O (R TR e R 2540 BLF SHB R TER , AT SR T 2578 . ] ZJF 938 DNA
FRU AR AN (2. 2. 15 MDD NRSESE . S R B RS S AraaMP HF AL
WU EE R . T 2 4f HBsAg ATHI 345 %) % 50%.63% , % HBeAg 4 62. 8%,67. 235, 500
ue/mIAE N (I0H & AraAMP 3 31 3 ug/mD5 100 pg/ml AraAMP 5 HBV DNA B35 LA
HAEH .. M# HBcAg MNRIFIEFEIREASA T 4. 8.1 7, B R H AraAMP . FEFHH LI
KT SRR AR IR R SE K AR P ). 7}4 v .
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WL A R ERR A EAEZE. THEE R R A LA EMEES
FEfAH T E AN, IHZEMNSFIEAINNEEAPYRFRESORTERETOH
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1.3 ZEAFE/ N BANG LR EREEDN 20 ¢ R 19.6 g~20.5 g ) Y MEER ISR MR (EREE
SR PGRED 16 R SRR ST ACRY 7. X 10° Bo/ B BEHS 1.3.5.7 H&R 4 AL, 83)mn
WERATHE,H FI-2003 Bl v i MB IS S SR cpm/e 1.

2 ERWEESMARRN R 1
2.1 2.2. 15 MM (HBYV DNA 334 HepG: HHMA, b BER 8 —PH R BEBE 5 3Bl B 22 D BERE T 24

FLAR . SR AR L 0X10°, “ LRI, 6 RIS WER-SHMM & 3 R4t L ¥, 2007, 39

F. BRAMEENR, ERER 2K,
2.2 HiHBV FRME LABEMIECRE (RIAOWE DM HBsAg .HBoAg , 1 WG T4 R B Dw (RETLFR

SO HEI B .
2.3 HBV DNA Southern blot WSE 2. 2. 15 MMM 12 REH S8 4K HBV DNA . ke,

X Promega AL , R4 RIF DR 2458,
2.4 FHHYHAREREE MTT) K Franscois 35.2. 2. 15 HATF 96 FLIRESIE, it bk, 88 12 B3

E# A MTT . BE3% Ll IR P® B E 560 nm #1 690 nm 3+ FiY oD H.3F 5.

M e s Ay, —EEHBODH B 0D (B g0y,

. 50—<760%INRH
R i HSEGER CDw—Antilog [B+C(>5u%ml TER R S AR

A PHB=lop< SO UM, C=A—B
A=log>50%E Mk B ;

B SI= 152 s AR, B OHEBH.

g R

PO RXBRMHAENTERLEENEE BRSNS EILAEOEY SRS, FB
HHAER 5 AraaMP BB, F F SDS-PAGE. BERAE 200 B B S8 g 76 us %1l |-, 1L

A ST, MBE S FEAES B 35 HFrkaER i, 15 4+ FH) AraAMP,

TG Ay 34 8, PB4 T 8 R 82000, LHEEHRWNREN TR DELE.

2 L-HSA-AraAMP ZE/hBEM9 T .
.1 1 RkFE 1 BRP-L-HSA-ATaAMP EFENSBEHER THESRR BT 0.8,

B8 fE. HFM. B 3145, FEASRESVELH.357 090 cpm {H {3k F 10 000,

1 1L -HSA-ArsAMP 26/ BRI ReSD) ne4] ¢pm/g r
Tablke 1 Distnbution of 1¥)-L-HSA-AreAMP in tissues of mice [X(SD) n=4] cpm,/g
HHREY a i & H " ¥
Days after )
admunistration Blood Hearx Liver Spleen Kidney Intestine
1 8 626. 2 4 499, 2 37 332. 25 5 805.5 17 281. 2 ] |48.2
{4 401. ) (2 188.6Y (8 245.07Y (3 656.2) (2 627. ) (5 087. 9)
3 12914, 7 5 268.0 26 444.5 3704.0 10 728.2 6 681. 7
? (8 182, 0) (2 119.8Y (11 353. 043 ¢1360.1) t2847. (341.0
5 7021.0 4 889.0 16 241.5 33875 10 447. 2 4 648. 5
(3075.2) (2 990. 4) (4 964. 1D (480. &) (4 634. 53 (1 028. N
7 7013 5 4 088. 5 15 404. 0 3534.2 8925. 7 4 574.7

{2 497. 4) (1 685. 0 (6 960. 4 (10333 (3 021. 3 (1l 52813



http://www.cqvip.com

£ OO0 http://www.cqvip.com|

%A KM R . B FREFEW L-HSA-AraAMP BIRETERESMARER BT 285
L*Cpm/g
10}
I
0
20

ST
[T

M1 1¥-L-HSA-ArAMP FE/ B A
Fig 1 Distribution of %¥1-L-HSA -AraAMP 1n tissues of mice

2.2 FR2HHTBBHIXR BTREZRPRBAIFTHHEE L (p<0. 00D,

T2 HFRAIE

Table 2 Analysis of variance

E 4y 85 af MS F M E H
Saurec Partial 58 df MS F Probability value

HERI Model 423 D30. 85 9 47 0D3. 43 53 74 . 0000
4} Group 124 400. 289 1 124 400.29 142, 24 0. 0000
1E Time 41 262, 44 3 13754.15 1573 0. DODO
#1410 Tissuc 257 368. 12 5 61 473.62 568 86 0. DODO
¥ Error 159 173. 87 1R2 874.58

&il Tow 582 204,72 191 3 048.19

3 L-HSA-AraAMP MM SRE R
3.0 MMFHEXE =#ERER L-HSA W4T E ¥, CDy > 2000 pg/ml; L-HSA-
AtaAMP JL-E JC 41 B # 4. CDy, > 2000 pg/ml; AraAMP 35 40 i 3 #4 . CDg 25 658. 5+ 180
vg/mieEER Y.
3.2 4y HBsAg.HBeAg BIMHIEHA

L-HiSA It HBsAg K HBeAg TTMHIEH (KBE). £ 3 £~ AraAMP 7f HBsAg .HBeAg
B AP HIAEHE . ZEWK BEH 500 pg/ml B .HBsAg & HBeAg 43 BIFE 5 9.6 K 1530 5 o ; 2
HBeAp PIWIHIER EHE 2R LUE I REANHE.
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M3 AraaAMP 3 HBsAp B HBeAg FI3WFEH
Table 3 Inhibitary effect of AtaAMP on HBsAg and HBeAg

HBsAg (P/NME CIPREE %) HBeAgtP/N ) {H G 225
HPEE HBsAg P/N value(inhibitory ratio) HBeAg P/N_value (inhibitory ratio?
Concentration
of drug (ug/ml? Ix 6 3 9x 3 F 68X 9 &
3rd day Gth day ik day 3rd day bth day Sih day
500 2 6123, 5) 2.2(57.7)  LLA(63.5) A0(—) L967. 20 .&«6L7)
250 2. 7120. B) 2. 4(53-B)  235Z 1) A 2(—> 3 RL43Y° 32T T
125 29812, 4) 2.3455 B 2. 44500 2 20—) 4901550 4. 4(6)
o 34 5.2 4.8 2.7 58 4.7

Ara-AMP Xf HBeAg 5 HBsAg 3997 il .HBsAg 8 O 0] I B IAY G 0E . T HBeAg 55 6 FTINA HTT 35 67, 0% .
Inhibitary peek of HBsAg on the 9th day Inhibitory peak of HBeAg on the 6th day
1 BRI HBsAg . HBeAg 3 & MHE fE I . 1 HBeAg AT W EBX B F AraAMP
1 . % HBeAg MHEIFEN A F AraAMP A, BEEE AR AraaMP A .

¥4 L-HSA-AraAMP 3 HBsAg B HBeAg BOIFE R
Table 4 Inhibitory effect of L-HSA-AraAMP on HBsAg and HBeAg

HBsAg(P/N ME IR 229> HBeAg(P /N ME (2 45
i HBsAg P/N valuelinnibitory retio} HBeAg P/N value (inhabitory ratwo)
Concaentratiaon
af drug (ug/ml? 3K 63X 9 x 3E 6 ¥ 9x
3rd day Gth day 9th dey Ard day 6th day Qib day
“LODD 2. 6t23.7) 2. Bed3d. 5 2. 9(35.63 27— 4. 5(50. 5) 4 9062,
&00 2.9(17 2, 350 1 Bel5 6B 2. 51— 3. 4(62. 6) 5.9¢35)
250 2 6(25. 7 &o20a0. 0 3. 801560 27— 5. BLRB. 5) 8. 3¢35. M
(44 33 4.6 45 2.6 9.1 13,1
L-HSA-AraAMP 3 HBsAg (¥R BRI . W HBeay HRAB MM .26 X559 X HIMMEE THREY),
lohibitory pesk of HHsAg st the bth day Inhibitory peak of HBeAg al the Bth day

303 B EEEN S _
W7 5 Af 0L, i F HBeAg 19 Si. XWEW 2K F AraAMP: % F HBsAg .AraAMP i Si &
FoERc . .
B5 ISR 50%IHR 100 RIEEES si

Table 5 Inhibitary dase of drug ta 50%; virel entigent IDsc) and selective mdex of drug 1Si)

r
% 15 I IDsg  Ipg/mld S
Drug Days of calture HBsAg HBeAg HBsAg HBcAg
3 1000 - - —
L-HSA-AraAMP B OO0 a75.0 >4 >33
9 1000 417. 0% — =>4 E
3 — — — —
AriAMP {] <125 305. 3 >5.3 2.2
a9 125 3933 5.3 1.7

3.1- ¥ HBYV DNA B%IEE

P2 B8 L— 1 (TR AR AraAMP . K1 %E HBY DNA 4 7R 1E & a0 I 49 4E
HAXEREE 9T YL HEY DNA LB HMS: 5 7.8 FHRE ARG TEY . 5
LEGATHE HE R E % HBY DNA HHWHIEN ;5 AraAMP A 3% . B R YW 7


http://www.cqvip.com

£ OO0 http://www.cqvip.com|

1 KRB DERAHY L-HSA-AraAMP BRAMEREIGRMR NI 287

500 pp/miCE & AraAMP 35 31. 3 ng/mDE N, WS #EH 2T AraaMP 100 pg/ml
FRELE Yz
£

parker {bp)

B2 R HEY DNA EEERER
Fig £ lohibitory effect of drug on HBA DNMA

151 w

SHETRFHEYXEMHEAR D ESRE T, B4 — 7 EB T HEA s X 1%
HKEA . ELRTEN. . EEREAEEHRE SRR . ADHAE/N EREHC BT
TTEENEDY ., ANDOREEREAEISEIE. TR TE Y A1 000 9—FEANL . &
WA LS~ 10° P, ZERHIIGEEAETBUBERARE Y %, ZERE"
SRR EEREADRAS AR —-EHS TR MRS Sa KB EM. &3
SSRUWETHRIEAEOFEAOC-HSAORFREAFES . 2R RITIEH L-HSA &
HEENEEEESTFEETR BN EE(P<0.001), SFERH L-HSA-AraAMP TEHFHE A
SHMETHRTAMS SE®<0.00), 0 L-HSA 2 ESRENYE R ELR2ER,
HER Y AraAMP #25R Bk IE S B04r 80 U5 . AU R T IE . $ 4L BT R T B R 1S (Ara-H)
i35 FELRETR AreaAMP £XER AIFE 7 XNEEE. BT TEDSRMEF 2GR
TR 69 48 PR . M 158 25 80 7E 4 0 18 F O (A1 B 4% L (R O RT LRG0 2 i T i, U9 2R IR 3L IR 1
ERER R PIRE .

LIS MM RSEET HBY DNA FHAIM MM, CRE IRUE ™ £ HBY Fr, 7E40
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HAF S EERP T RNEERERE R P REREE. Caid .2 2. 15 AR E A E
SAEE Y. FRENNERE TR . XEY S AraAMP It HBsAg HBeAg ECHREIAINE
M, 35 Htd F HBeAg AUHTRIMEH , XYL T AraAMP, WS S EILEWE. T
WF G 6 KB At HBsAg .HBeAg fU E BT 5] % >4,>>5. 3;AraAMP 4 5. 3.2. 2,
B9 KTBEY AT HBeAg BT EEFEHE>4. 8,1 AraAMP 8 1. 7, 25 00, AraAMP BEBFH| 4E
+o R B AL L R A E RN w0 i B M B 4 IR AER L Southern
bl ¥ B B R TP re DNA B ssDNA ¥HE M R T 5 AraaMP BH4E I HL
§1—F AEFISEAIAE DNA S EE. WMAEMNENZTHEY A AraaMP S8 {1516, AraAMP
AEMRE S THEREEFEEER . TSR TS EFE Y EL S HER. £33 R . A
Al .

i FHEXBEYREFEDRANBERIR . FEFRNEREIHFFEE 01K

B 3 B R L B s B e U R (i R RIS, S T ER RIHT A B WAL T2 A TR L
HEGE . RWEFEYHEREEEER FREEEEEKS.
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Experimental Studises on Viral Hepatitis
Receptor-targeted Drug L-HSA-AraAMP

Zhang Lingxia Wang Huifen LiKe
Zhong Buhua Liu Hong #f af

(PLA ospual 302, Berging 100034)

Lactosaminated Human Serum Afoumin (L-HSA ) was used as a carrier and coupled to Ara-
binosied adenine monophospate (AraAMP ). The distribution of 125 I_labelled L-HSA -AraAMP
were higher in liver than in other argans. Radiovactivities of the drug could still be measured at
rhe 7th day after injection.

The efficacy of targeted drug was determined by analyzing dynamic changes of HBsAg ancd
HBeAg in 2. 2. 15 cell culture medium by RIA and changes in the replicative intracellular HBV
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DNA content by Southern blot. The results showed that the targeted drug had significantly in-
hibitory ratio of HBsAg and HBeAg which was similar to AraAMP (inhibitory ratio of HBsAg
509, 63%; HBeAg 62. 6%, 67.2%, respectively). Southern blot test showed the replicative
intermediates reDNA and ssDNA were inhibited by AtaAMP. The targeted drug had parallel an-
ti-HBY DNA replicative effectiveness compared with AraAMP. The values of Si of drugs to
HBsAg and HBeAg were detected.

Key words Receptor-ratgeted drug, Anti-viral efficacy
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