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Fig 1 Route of synthesis.
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Tab 1 Structures and physical properties of compounds 5~8a-b

B

“CH,
C—CH,
CH;
Anal( %)
Compd B Formula MP(C) Yield( % >

Cacld Found

Sa Adenine-9-yl CoHy Ns 196~ 198 85.6 C 57.12 57.10
H 5.86 6.02

N 37.02 36.87

5h Adenine-3-yl CoHy Ns 225227 13.0 C 57.12 56.94
H 5.86 5.69

N 37.02 36.91

6 N,-Acetylguanine-9-yl Ci1Hi3NsO, 224~228 84.0 C 53.42 53.26
H 5.30 5.08

N 28.32 28.06

7 Cytosine-1-yl CsHi1N;O 240(dec) 59.0 C 58.16 57.92
H 6.71 6.32

N 25.44 25.08

8a 5-Bromouracil-1-yl CsHyN, BrO;, 188~190 90.2 C 39.20 38.77
H 3.70 3.56

N 11.43 11.32

8h 5-lodouracil-1-yl CsHoN; 1O, 172~175 84.1 C 32.89 32.46
H 3.11 3.27

N 9.59 9.30
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Tab 2 Structures and physical properties of compounds 1~4a;b
b
\CH,
>C—CH,
CH; |
OHOH
Anal( %)
No. F (CH ield( %)
o B Formula MPCC Yield( % Cacld Found
1 Adenine-9-yl CoH3Ns0, 200~203 42.4 C 48.42 48.56
H 5.87 5.65
N 31.38 31.13
2 N,-Acetylguanine-9-yl Ci1H;5NsOy 220Cdec) 44.2 C 46.97 47.34
H 5.38 5.26
N 24.90 24.41
3 Cytosine-1-yl CeH3N;0;4 264 ~266 64.3 C 48.23 48.77
H 6.58 6.20
N 21.09 21.10
4a 5-Bromouracil-1-yl CsH,(N,BrO, 203~205 49,1 C 34.42 34.42
H 3.97 3.90
N 10.04 9.50
4b 5-lodouracil-1-yl CsH, (N, 10, 196~ 198 31.4 C 29.46 29.00
H 3.40 3.29
N 8.59 8.25
Tab 3 IR, HNMR, MS data of the compounds
Compd  IR(KBrscm™ ") EI-MS(m/z: 1% ) THNMR(DMSO-dy » & ppm)
1 3300)1650)1470) 223(M} ),205, 8.08(1H)SyCS—H)y7.13(2HySybryNHz)y7.05(lHySyC8—H)y
135 408(2H) dy_]:45 HZ) CHZ)y316(2Hy S CHz)y092(3Hy Sy CH3)
2 3400,1670,1610, 281(M} ),250, 11.67(1H,s,br,NH),ll.37(1H,s,br,NH),7.97(1H,s,C3—H),
1485,1050 207,165(100), 4.85(1H,t,] =8.0 Hz, OHD, 4. 72(1H, s, OHD»4.28(2H, d,
151 J=8.0 Hz, CH,0),3.28(2H, s, CH,NY, 2. 16(3H, s, CH;CO— ),
092(3Hy Sy CH3)
3 3350)1670)1600) 199(M} )y168y 744(1H)d)_]:72 Hz,CS—H),7.U4(2H,s,br,NHz),5.64(lH,d,
CHzO)y328(2H: S CHzN)y100(3Hy S CH3)
4a 3360)1670)1440) 280)278(1\/[71); 1110(1H,5,br,NH),792(1H,5,C6—H),474(1H,t,]:72 Hz,
1040 249,247,206 OHD,4.64(1H, s, OHY,3.68(2H,d»] = 7.2 Hz, CH,O),
4b 3400)3260;1670; 326(M} ),295, 1148(1H,5,br,NH),796(1H,5,C6—H),472(1H,t,]:72 I‘IZ:
1080 25252381007, OHD,4.65(1H, s, OHY,3.69(2H,d»] = 7.2 Hz, CH,O),
195 32(2H) S CHzN)y097(3Hy Sy CH3)
Sa 3300)1690)1650) 189(M} )y188 8.12(1H)SyCg—H)yS.O4(1H)SyCZ—H)y7.0()(2HySy bryNHz)y
4 56(1H) Sy — CH); 1 68(3H) S CH3)
Sb 3280)1685)1648) 189(1\/{} ),188, 8.24(1H)SyC8—H)y7.88(2HySy br, NHZ)y7.72(1HySyCZ—H)y
910 148 4.88(1Hss, =CHD,4.72(2H, s, CH, —C=),
4 64(1H) Sy — CH); 1 70(3H) S CH3)
6 3490)3200)1690) 247(M} ,100), 1160(1H,5,br,NH),788(1H,5,C3—H),484(1H,5, :CH)y
1620,925 205,135 459(2H)b)CH27C:)y440(1H)b) :CH)y216(3HybyCH3CO)y
168(3H) Sy CH3)
7 3320’3120’1660’ 165(M} ),164 738(1H’d’_]:72 HZ’C()—H);()94(2H’b’br’NH2);
456(1H’ Sy — CH); 4. 16(2H’ S CH2 -C= ); 1 62(3H’ S CH3)
8a 3400, 3010, 1690, 246(M+1)’244 1108(1H,5,br,NH),804(1H,5,C6—H),485(1H,5, :CH)’
1670,905 (Mfl)’203’ 467(1H’b’:CH);419(2H’5’CH27C:)’166(3H’5’CH3)
201,55(100>
8b 3400, 3010, 1690, 292(1\/{l ,100), 11.40(1H,s,br,NH),S.U(lH,s,C()—H),4.84(1H,s, :CH)’
1650,905 249,122 464(1H’b’ :CH);418(2H’5’CH27C:);164(3H’5’CH3)
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3 1-Q2-FRIRHNFE)-5- L JRENE (8a)

5-VRFRBERE 0.191 g(1 mmolD¥% T DMF 15
ml ", A NaH 0.03 g(1.3 mmol), = i i £
10 mins MA 3-F2-F FEWE 0.18 g (1
mmol)s SN 16 h, I V€, JER I LR 45 2 1, 15
T AOHPIR Y, ToIK SWEATE S, 13 W IR [E 4K 8a, B
0,221 o W% 90.2% . [AiLHI51L 58 8bo
4 9-(2-H 2, 3-XUF2 A FEO PRIENS (1)
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A, #4200 59, 19 B (08 di 1, 3 30 mgs
mp 200~203C - WK 42.4% . [FERIGHE
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5 1-(2-F 2, 3 WA F ) UM iE (3)

N-H 3 MNAAAY 87.5 mg (0.75
mmoD) A Nl 5 /K R G F1(10: 1), £
FERIMAEA 10 ml OsO, P H AR EE M (0.25
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mmol) IMA FIRE R A, S HBEFE 2 h, iUk, 19
H{ 45 & 3 64 mg, mp 264 — 266°C, W %
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6 s-MRT Y W IR 7K i il T 42 L

HUHE Wistar K (140 — 150 g AT, H il
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T WU S s-B 7 e ez At 5, BOFE 5T
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TR, 2 B0 IE | i — R — K (12:3:
SOLARESNT N HE s MR E PR i &
BN M cpm {Ho I cpm {8, H Reed and
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U AF = AN TR s s o B = AR

W IR, 'HNMR, MS, UV.
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ABSTRACT

In order to search for new antiviral agents with high potency and low toxicitys

eleven new acyclonucleosides were synthesized. Nucleic-acid bases were condensed with 3-chloro-2-

methylpropene to give 5 ~ 8a. b, which were oxidized by N-methylmorpholine-N-oxide in the

presence of OsO; to give vicinal dihydroxy acyclonucleosides 1~4a.b. Four DHPA analogs have been

tested for the inhibitory activities on s-adenosyl- L -homocysteine hydrolase (SAH). Only compound 1

showed some enzyme inhibitory effect with ICsg of 1.1 mmol*L 1.
KEY WORDS S-adenosyl-L -homocysteine hydrolase; Acyclonucleosides; Antiviral agents





