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Synthesis and anti-HBV activity evaluation of Matijin-Su derivatives with aro-
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Abstract  Hepatitis B virus( HBV) -infected hepatitis is one of the most common infectious disease worldwide.
To find novel effective anti-HBV agents, a series of Matijin-Su ( MTS) derivatives with aromatic heterocycles were
synthesized and evaluated for their anti- HBV activities in HepG2 2. 2. 15 cells. Among them, compounds 7a
(ICs, =2.94 pmol/L) and 9a (ICy, =2.21 wmol/L) exhibited more potent inhibitory activity against the repli-
cation of HBV DNA in HepG2 2. 2. 15 cells than that of lead compound MTS (1C,; =11. 16 wmol/L). Notably,
both 7a and 9a displayed a high selective index(SI) of 146.39 and > 250, respectively, which were also much
higher than that of MTS (SI =10. 78). Therefore, compounds 7a and 9a may be promising anti-HBV agents with
safety profile for HBV infection.
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Figure 1 Chemical structure of Matijin-Su ( MTS)
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AR A SN T TR (B2 1) . 7R
WA BRATAE Y E A RS T g (IBCF) Al N-H JLAt
Wk (NMM) [ 4E F T 5 00 R sk 2-mok i R R 4 6 15 2]
&Y 2. LB 2 KBRS 3, R AR
ARG T RS RN AR AT A Y 46 A B 2 B
b5 1) 4a ~de, 4b £ DMF o f S A A4k K i
BEIHAMES Y 5, e b L B AL 3 Hirfb &
e, b 4d 5 de 76 1,4-—F R 5 H
MR R R IR R B — 2 e B S 2 bt R R e I
AR AL A Ta ~7d, LAY 4d X de 7E
DMF Hh 550 418 LHR%e AL B L 54 8 4K
fitet3 2 Hinfb 54 9a F19b,

2 fLEXE

2.1 AUBAKA

J% 55 FH Bilchi B-540 g &40 /2 , i B A
S IE . B A1 HP-5793 35 A0l & ( 238 2
Al) o BREIEARIEIE A A A I ("H NMR) A Inova
400 Hz BRI HEILPRAGN 2 , TMS Ry bR, #)2)2

PFri (TLC) A i, GFys, ik I (5 S HEIEAL L) 42
77) 5 0. 8% MR B SL£T 4 K 1 (CMC-Na ) 7K
PRI 5] 5 iR, 42 100 ~ 110 CiGfk 1 h 5480,
VL A TR W SH R SR W £, T FH HAt
2R B 0 1 A i 5 A 2 i B O A 7 o, B
FERIULEA AN R 3
2.2 AFA K

N-[ N-(2-vk v F Bt Ak ) -L-2K R &UBR K | -L-B
RV B (4a) LRV TR P ERERIRER (495 mg,
2.3 mmol) 5 2-mkIE R (302 mg,2. 7 mmol ) 4
JEVRT 50 mL JG/K 30 mL CH,Cl, il DMF J84&
B, A N-F RS pbk (NMM, 5. 1 mmol ) , koK
W AT, T NS B 5 T W (IBCF, 2.7 mmol ) 5
5 mL Jo/K CH, Cl, MRG58 52 5 PR Ak 22
Pt R 2 ho oK AV 2k BB, 8 i
CH,Cl, J5 LR SR, MU AZE IR K M 618 1l
FIRIR S A AR AN AL BN R B, JOK BRI T
M EZE R CIRCTR SR B Y C 1R SR E S S
LGB Y 2(465 mg,74% ) . ¥ALG W 2 T
DMF 15 mL 1, fji A 1. 0 mol/L E &AL 4 mL,
FEIRW 2 h,1.0 mol/L 3218 pH 3 ~4, ZFR L Tig
AR LIK A AR, oK BRI BN T4,
WEZE L O R TR RIMEE ) 3(590 mg,99% ) .
Z KR EY 2 W46 )%, k&9 3(466 mg,
1.8 mmol ) , L-fi% & 1% 1 Mg £k /2 38 (509 mg, 2.2
mmol) ,NMM (4. 2 mmol) FI IBCF (2.7 mmol) | £
(ot 4a (526 mg,67% ) . mp:158 ~ 160 °C
(EtOAc) ;'H NMR (400 MHz, DMSO-d,) §:9.24
(1H,s,0H) ,8.49(1H,d,J =7.8 Hz,NHCO) ,8. 32
(1H,d,J = 8.8 Hz, NHCO),7.80 (1H,d, H4"),
7.29 ~7.10(6H,m,H-59,6") ,7.00(2H,d, ] =8. 4
Hz,H-5',9'),6.62(2H,d,J =8.4 Hz,H6',8"),
6.60 ~6.49(1H, m,H-5") ,4.78 ~4.66 (1H, m, H-
2),4.49 ~ 4.36 (1H, m, H2'), 3.58 (3H, s,
OCH,),3.07 ~2.83 (4H, m, H3,3");” C NMR
(100 MHz, DMSO-d, ) 8:172.0(C-1),171.3 ( C-
1),157.5 (C-1"),156.1 ( C-7'), 147.4 ( C2"),
145.2(C4"),138.0(C4),130.1(C-5",9") ,129.2
(C6,8),128.1(C-5,9),127.0(C4"),126.3 ( C-
7),115.1(C6",8"),113.9(C-6"),111.9(C-5")
54.1(C2),53.7(C-2"),51.9 (OCH,),37.0 ( C-
3),36.0(C-3");ESI-MS:m/z459. 5[ M +Na] ",
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Scheme 1  Synthetic route of MTS derivatives with aromatic heterocycles
Reagents and conditions:a) nicotinic acid or furan-2-carboxylic acid, IBCF/NMM ,DMF/CH,Cl, ,0

9a OCH,COOH 2-furanyl
9b OCH,COOH 3-pyridinyl

°C;b) DMF,1 mol/L NaOH solution, . t. ;¢) de-

rivatives of phenylalanine,IBCF/NMM, DMF/CH,Cl, ,0 °C;d) acetic anhydride, pyridine, . t. ;e) 2-dimethylaminoethyl chloride hydrochloride or
2-diethylaminoethylchloride hydrochloride, K, CO5,1,4-dioxane, reflux;f) ethyl chloroacetate K, CO; ,DMF . t.

N-(N-JB BE A& -L-K & R BE A& ) -L-8% 28R F B
(4b)  ZRALEY) 4a BYHI 507, HARER AR 2-
Ik e TR T 8 15 1 845 4 4b (U0 49% ) o mp:
201 ~203 °C (EtOAc) ;'H NMR (400 MHz, DMSO-
dy) 8:9.26(1H,s,0H),8.90 (1H,s, H-3") 8.82
(1H,d,J =8.8 Hz,NHCO),8.67 (1H,d,J =4.8
Hz,H-5"),8.55(1H,d,J =7.8 Hz, NHCO) ,8.07
(1H,d,J=8.0 Hz,H-7"),7.47(1H,t,H-6") ,7. 34
(2H,d,J =7.2 Hz,H-5,9),7.25(2H,t,H-6,8),
7.15(1H,t,H-7),7.01 (2H,d, J = 8.4 Hz, H-5',
9'),6.63(2H,d,J =8.4 Hz,H-6",8") ,4.80 ~4. 69
(1H, m, H-2),4.50 ~4.39 (1H, m, H2"), 3. 58
(3H, s, OCH,),3.17 ~2.84 (4H, m, H-3,3");

“C NMR(100 MHz, DMSO-d, ) §:172.0 (C-1),
171.5(C-1"),164.9 (C-1"),156.1 (C-7"),152.0
(C-3"),148.6(C-5"),138.2(C4),135.2(C-7"),
130.1(C-5",9"),129.6 (C-2"),129.3 (C-6,8),
128.1(C-5,9),127.1(C4"),126.4(C-7),123.5
(C6"),115.1(C-6",8"),54.5(C2"),52.2(C=2),
51.9(0OCH,) ,37.1(C-3),35.9(C-3") ; ESI-MS : m/
z2470.5[M +Na]*,

N-(N-JBBE & -L-3K 7/ R B 28 ) -L- 3K W 2R F
Bs(4c) S HBILGY) 4a K&k, BRI E:
2k F R L-R N 24 R FP R R R R AU L 2 1R
H B Eh FR AR T 515 .45 4e (LR 48% ) o mp:
172 ~ 173 °C (EtOAc) ;'H NMR (400 MHz, DMSO-
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d,) 5:8.92(1H,s,H-3"),8.84(1H,d,J =8.8 Hz,
NHCO) ,8.69(1H,d,J =3.6 Hz,H-5"),8.64(1H,
d,J=7.2 Hz,NHCO),8.10(1H,d,J =8.0 Hz, H-
7"),7.48 (1H,t,H-6") ,7.37 ~7.15(10H, m, H-5-
9,5'9"),4.83 ~4.69 (1H, m, H2),4.63 ~ 4.48
(1H,m,H-2"),3.60 (3H,s, OCH,),3.14 ~2.91
(4H,m,H-3,3") ;" C NMR (100 MHz,DMSO-d,) §:
171.8(C-1),171.5(C-1") ,164.8(C-1") ,152. 0( C-
3"),148.5 (C-5"),138.2 (C4),137.1 (C4"),
135.1(C-7"),129.5(C-2"),129.1(C-6,8,6",8"),
128.2(C-5,9,5",9"),126.6(C-7),126.3(C-7"),
123.4 ( C-6"), 54.5 (C-2), 53.8 (C=2"), 51.9
(OCH;),37.0(C-3),36.6 (C-3"); ESI-MS: m/z
454.5[M +Na] ",
N-(N-JABE I -L- 3K R & B A ) -L-B& 2 B2 (5)
A4 4b (671 mg, 1.5 mmol ) iEf# T DMF 15 mL
HL A 10 mol/L S AL ENIA T 4 mL, 3 N
2 h,1.0 mol/L LR pH 3 ~ 4, 2,1k ZBEFEHL, 1K
K LAZK M A AR PR , TR EA T8 , Dl R 7%
R OTR CBRAF B 8 K 5(643 mg,99% ) . mp:
229 ~230 °C (EtOAc) ;'H NMR (400 MHz,DMSO-d, )
5:9.22(1H,s,0H) ,8.89(1H,s,H-3") ,8.81(1H,d,
J=8.8 Hz,NHCO),8.67(1H,d,J =6.0 Hz,H-5"),
8.32(1H,d,J =7.6 Hz,NHCO) ,8.07(1H,d,J =7.6
Hz,H-7"),7.46 (1H,t,H-3"),7.34 ~7.13(5H,m,
H-5-9),7.02 (2H,d,J =8.4 Hz,H-5',9"),6.61
(2H,d,J =8.4 Hz,H-5",9") ,4.83 ~4.68(1H,m,
H-2),4.43 ~4.29(1H,m,H-2"),3.13 ~2. 81 (4H,
m,H-3,3") ;ESI-MS:m/z 456.2[ M + Na] *,
N-(N-JABE K -L-3K R R BE AL ) -0- T B A -L-B&
KB FE(6) (LAY 4b(671 mg,1. 5 mmol) Ffif
TICKMEBE 5 mL, & hn L BRI 0. 3 mL, % i S b
5 b OKZE AR SN, WeERFR I pH 3 ~ 4 B i [E A,
g, TS 2 H A &K 6 (676 mg,92% ), mp:
193 ~ 194 °C (EtOAc) ;'H NMR (400 MHz, DMSO-
dy) 8:8.89(1H,s,H-3") ,8.85(1H,d,J =8.4 Hz,
NHCO),8.78 ~8.59 (1H, m, NHCO, H-5") , 8. 08
(1H,d,J =8.0 Hz,H-7"),7.48 ~7.37(5H, m, H-
5,9,6,8,5"),7.26(2H,d,J =6.8 Hz,H-5",9"),
7.00(2H,d,J =6.8 Hz, H6',8"),4.83 ~ 4.69
(1H, m,H-2),4.59 ~4.38 (1H, m, H2'),3.59
(3H,s,0CH;),3.12 ~2.95(4H,m,H-3,3"),2.20

(COCH,) ;”C NMR (100 MHz, DMSO-d, ) §:171.8
(C-1),171.3(C-1"),169.3(0CO) ,164.9(C-1"),
152.0(C-3"),149.2 (C-7"),148.6 (C-5"),137.5
(C4"),135.2(C-7"),134.6 (C4),130.2 (C-5,
9),129.5(C-2"),123.5(C-6"),121.6 (C-6,8),
54.3(C-2),53.8(C-2"),52.0(0OCH,),36.6(C-
3),35.8 (C-3"),20.9 (OCOCH, ) ; ESI-MS: m/z
512.5[M +Na] ",

N-[ N-(2-vkvitg 7 BE L) -0-(2-=F e Ak T2k ) -
L-Bs 2Bt |- LR R A (Ta) S HRALGY) da 1)
il #5775, i LR N AR L 2 Y R IR £k
il A5 H 4k dh 4d, L5 4d (817 mg,2 mmol) |
ZHRRERE OB EhERER (346 mg,2. 4 mmol ) ,K,CO,
(1.64 g,12 mmol ) JEfi# T 1,4-— 4575 20 mL A7,
M 2.5 b, Bl MIGEE R, A SR S R iA R
KA W 3k, P Tk R L S0 AR A R S A SRV T DR %
JE TOKBRIR N T, D s 25 25 £ R SRS 3 €6 [
1A 7a (758 mg,79% ), mp:124 ~125 °C (EtOAc);
'"H NMR (400 MHz, DMSO-d, ) §:8.18(1H,d,J =
8.4 Hz,NHCO),7.92(1H,d,J =8.4 Hz,NHCO),
7.81(1H,d,H4"),7.24 ~7.12(8H,m,H-5'9',5,
9,6"),6.63 ~6.54 (1H, m, H-5"),4.64 ~ 4.40
(1H, m, H-2),3.97 (2H,t, OCH,),3.92 ~3.79
(IH,m,H-2"),3.40 ~3.19(2H,m,H-1") ,2.95 ~
2.61(4H, m, H-3,3"),2.56 (2H,t, NCH, ), 2. 19
(6H,s,N(CH,),) ;" C NMR (100 MHz, DMSO-d, )
6:170.7(C-1),157.4(C-1") ,157.0(C-7),147.5
(C2"),145.1(C4"),139.0(C4"),130.2 (C-5,
9),129.9(C4),129.2 (C-6',8"),128.1 (C-5',
9'),125.9(C-7"),114.0(C-6,8),113.8 (C-6"),
111.9 (C-5"), 65.5 (OCH, ), 62.2 (C-1"), 57.7
(CH,N), 54.2 (C-2'),52.6 (C2), 455 (N
(CH;),),36.6(C-3"),36.5(C-3); ESI-MS: m/z
480.5[M +H] ",

N-[N-(2-kvia ¥ B ) -0-(2-= T AL T AL ) -
L-B 2Bk |-L- X R A (Th)  ZHULGY) Ta 1)
il 88 s, . O R S B h R 3 AU — e
A Le R R R W 419 G R Tb (TR 76% ) .
mp: 117 ~ 118 C (EtOAc) ;' H NMR (400 MHz,
DMSO-d;) 6:8.20(1H,d,J=8.8 Hz,NHCO),7.95
(1H,d,J =8.4 Hz,NHCO),7.81 (1H,d, H4"),
7.22 ~7.10(8H,m,H-6",5'9",5,9),6.77(2H,d,
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J=7.8 Hz, ,H-6,8),6.63 ~6.54(1H, m, H-5") ,
4.85(1H,br,0H) ,4.63 ~4.50(1H,m,H-2),3.96
(2H,t,0CH,),3.92 ~3.81(1H, m,H-2"),3.36 ~
3.28(1H,m,H-1"),2.95 ~2.56 (10H, m,H-3,3",
OCH,CH,,N ( CH,CH, ), ), 0.98 (6H, t, CH, ) ;
“C NMR(100 MHz, DMSO-d, ) &:170.8 ( C-1),
157.4(C-1") ,156.9(C-7) ,147.5(C-2") ,145.2(C-
4"),139.0(C4'),130.3(C-5,9),130.0(C4),
129.3(C-6",8"),128.1(C-5",9"),126.0(C-7"),
114.1(C-6,8),113.8(C-6"),112.0 (C-5"),65.6
(OCH,),62.3(C-1"),54.2(C2"),52.6 (C-2),
51.2(0CH, CH,) ,47.0(N(CH,CH,),),36.5(C-
3,3),11.4(N(CH, CH,), ) ; ESI-MS: m/z 508. 5
[M+H]",

N-[ N-JABeA-0-(2-=F fiz 3k T L) -L-B& A B
A]-L-RRAB(Te) ZHAEGY Ta ByHl &7
25, MR A 2-mk e FH R ) 2515 1 a4 i Te (IR
#.72% ), mp: 158 ~ 160 °C (EtOAc);'H NMR
(400 MHz, DMSO-d,) 6:8.92(1H,s, H-3"),8.83
(1H,d,J =8.8 Hz,NHCO),8.67(1H,d,J =8.8
Hz,H-5"),8.13 (1H,d,J =8.0 Hz, K H-7"),8.05
(1H,d,J =8.4 Hz, NHCO),7.47 (1H,t, H6"),
7.22 ~7.09(7H,m,H-5'9",5,9) ,6.79(2H,d, ] =
8.4 Hz,H-6,8) ,4.69 ~4.57(1H, m,H-2) ,3.94 ~
3.81(3H,m,0CH, ,H-2"),3.36 ~3.23(2H, m, H-
1'),2.98 ~2.63 (4H, m, H-3,3"),2.56 (2H, t,
OCH,CH,) ,2.16(3H,s,N(CH,),) ;" C NMR (100
MHz, DMSO-d, ) §:170.9 (C-1),164.7 ( C-1"),
157.0(C-7) ,152.0(C-3") ,148.6(C-5") ,139. 1 (C-
4'),135.2(C-7"),130.3(C-5,9,2"),129.7(C4) ,
129.3(C-6",8"),128.1(C-5",9"),125.9(C-7"),
123.4(C-6"),114.1(C-6,8),65.6 ( OCH, ) ,62.3
(C-1"),57.8 (NCH,),55.3(C-2"),52.6 (C-2),
45.6 (N (CH,),),36.5(C-3",3); ESI-MS: m/z
491.5[M+H] ",

N-[ N-JABERE-O-(2-— T e A T A ) -L-B& A Bt
AI-L-RXAAR(Td) ZRILEY Te ByHl %7
2, O A O 3h IR R P S S d
ERIRER B AT g il Td (R 74% ) o mp:154 ~
156 °C (EtOAc) ;' H NMR (400 MHz, DMSO-d,) §:
8.92(1H, s, H3"),8.73 (1H, d, J = 8.8 Hz,
NHCO) ,8.67(1H,d,J =4.8 Hz,H-5") ,8. 11 (1H,

d,] =8.0 Hz,,H-7"),7.93 (1H,d, J = 8.4 Hz,
NHCO) ,7.47(1H,t,H-6") ,7.24 ~7.09(7H, m, H-
5'9'.5,9),6.79(2H,d,J =8.4 Hz,H-6,8) ,4. 80
(1H,br,OH) ,4.69 ~4.57 (1H,m,H-2),3.95 ~
3.84(3H,m,0CH,,H-=2"),3.34 ~3.20(2H, m, H-
1'),2.99 ~2.55 (10H, m, H-3, 3", OCH,CH,,
N(CH,CH;),), 0.95 (6H, t, N (CH,CH; ), );
“C NMR(100 MHz, DMSO-d, ) §:170.8 (C-1),
164.6(C-1") ,156.9(C-7) ,151.9(C-3") ,148. 6( C-
5"),139.0 (C4'),135.2 (C-7"),130.2 (C-5,9,
2"),129.6 (C4),129.2(C-6",8"),128.1 (C-5',
9'),125.9(C-7"),123.4(C-6"),114.1(C-6,8),
65.6( OCH,),62.3(C-1"),55.1(C=2"),52.5(C-
2),51.2(0CH, CH,) ,47.0(N(CH,CH,),),36.5
(C3",3),11.4 (N (CH, CH,),); ESI-MS: m/z
519.5[M+H] ",

N-[ N-(2-vk vl P Bt 2L )-0-T B8 3 -1L-8%5 &, %
AJ-L-RA R (9a) ¥ ALH Y 4d (817 mg,
2 mmol ) 1 K,CO, (1.7 g,12 mmol) A DMF 30 mL
W, AR LR LT (0. 86 g, 7 mmol ) , 28 i i hif
8 h,Jd 75 J: DMF, 5% B8 W) H £ 1R & TR i 1 I %<
B AR PAZK M RS AL BT ¢, TOK R T4,
I8 [RDSC R A % B I LA R G BR 45 o, 19
AR 8, % H @ {4 1] DMF 20 mL #f#, it A
1.0 mol/L S AL NI 5 mL, RN 2 h, i
ERIE pH 6 ~7, LR LBRZEIMIR , I A HLZ,
PRI VIIK A GEAENE G , TooK B R AN T8 , D8l s
Wl 7L, B AR 77 9 o £ [E R 9a (625 mg,
67% ), mp:167 ~168 °C (EtOAc) ;'H NMR (400
MHz, DMSO-d, ) 6:8.18 (1H, d, J = 8.4 Hgz,
NHCO),7.92 (1H, d, J = 8.8 Hz, NHCO),7.81
(1H,d,H4"),7.24 ~7.11(8H, m,H5'9",5,9,
6"),6.76(2H,d,J =8.8 Hz,H-6,8) ,6.66 ~ 6. 50
(1H,m,H-5") ,4.63 ~4.52(5H,m, OH, OCH, , H-
2),3.93 ~3.80(1H, m, H-2"),3.38 ~3.26 (2H,
m,H-1"),2.95 ~2.61(4H, m,H-3,3") ;" C NMR
(100 MHz, DMSO-d, ) &: 170.7 ( C-1), 170.4
(COONa) ,157.5 (C-1"),156.3 (C-7),147.5 ( C-
2"),145.1 (C4"),139.0 (C4'),130.5 (C4),
130.2(C-5,9),129.3(C-6",8"),128.1(C-5",9"),
125.9(C-7"),114.1(C-6,8),113.9(C-6"),112.0
(C-5"),66.4(0CH,),62.3(C-1"),54.2(C-2"),
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52.6 (C2),36.6 (C-3",3); ESI-MS; m/z 467.5
[M+H]",

N-(N-YABE A -0- T g A -L-Bs R Bt A& ) -L- R |
£ B (9b)  ZHAEY) 9a kil ik, LB Y
de fCEAL G W) 4d ] 551532 DR 9b (W%
50% ) ,'H NMR (400 MHz,DMSO-d,) §:8.93(1H,
s,H-3"),8.81 (1H,d, J = 8.8 Hz, NHCO) , 8. 67
(1H,d,J =6.8 Hz,H-5") ,8.12(1H,d,J =8.0 Hz,
H-7") ,8.02(1H,d,J =8.4 Hz,NHCO) ,7.47(1H,
t,H-6"),7.32 ~7.09(7H, m, H-5'9",5,9) ,6.77
(2H,d,J=8.8 Hz,H-6,8) ,4.69 ~4.56(1H,m H-
2,),3.96 ~3.84(3H,m,0CH, ,H-2"),3.35 ~3.24
(2H,m,H-1"),2.99 ~2.64 (4H, m, H-3,3") ; ESI-
MS:m/z478.5[M+H] ",

3 {K4MR HBV EHEIEN

253k 8 | T IRV E B ARE A 4T HBY
WPk, HepG2 2.2. 15 i Z T} 2 x 10° AMEFP T
24 FLANMIRE MR (4541 500 wL) , F 37 C 5% CO,
TWRE 5 55 24 h J5 25 25 (FREUHE & 5 mg, H DMSO
1 mL 3, JC S fLUE I UE 2 L 5 mg/mL # 5
AT 5 BT 0 77 VT 5 95 TR o 28 i e T 4
2) Bl 700 WL 253, e 4 SRRSO 3 A
Lo RLAINZESE DMSO (155 5% 1 A0 24 1 1) 40 i
XFHRAH , $it HBV 259551k 522 (lamivudine ) 504 FH
PEXFIRZ . F 37 C 5% CO, #5357, 5 3 R4k
JEARE SR .8 d JEHEL HBV DNA R FHEE i 4258
(75 R 48 i rf HBV DNA 5 il #2143 T3
IC,, M EFEFREL, SRR 1,

4 ZER5iTiE

P HBV 1G4 /R LG9 Ta(1C,, =
2. 94 pmol/L,SI =146.39) Fii9a(IC,, =2. 21 pmol/
L,SI>250) %} HBV DNA 52 il iy 41 il 75 14 2. % &
T FEW MTS (IC,, = 11.16 pmol/L, SI =
10.78) , H HA S & i B P84, 3Rk & WTE
1BY7 HBV By BAY B i iy 22 ek, RA W TET
FIPRBIBE . B i EA & P i 25 T g, 24
MTS Z5F AR C IR 3R A, TRl A 240
BLEA B E M BRI, Hoht HBV J5 P K ik #5455k
KR ERE . AU RS YR i — D45

i ANE R SR BB 2 o

Table 1 Inhibition for the replication of HBV DNA of the target com-

pounds

DNA replicati
CC5y/ (umol/L) replication

Compd.

1CE)/ (umol /L) SI°
4a - - -
4b 448.24 11.42 39.25
4c - -
5 _ _
6 - - -
Ta 430. 39 2.94 146. 39
7b - - .
Tc 316. 50 13.43 27.69
7d - - ;
9a >552.50 2.21 >250
9b - - .
MTS 120. 18 11. 16 10. 78
Lamivudine 3427.82 82.42 41.59

1CCsp:50% cytotoxic concentration in HepG2 2.2. 15 cells;” IC, :
50% inhibitory concentration ; SI( Selectivity index) = CCs,/ICs, ; YNot
active under the highest concenration (20 pwmol/L)
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