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In Viiro crud In Viva .'lntihcr:,es ;;c.,ivi;;J ol‘ .I-C-,)il'.tl~~,:.(,., 0 :I-. I c ,,_, _--‘?-,,I:).;: :- 
tuted Uracil iiucleosidc An-?log~c. J. Rcefschl~i:-crl , ,2.-S. ?ern:), ,I. .;.:c!.;' 
and D. !I. Kri_i,rerl. Inst. Xetl. 7irol.l cr:d Deni;. She:.?. 2. IFu::bol~::: zlllv. . 
1040 Berlin, Eerman Dmocrz~ic &public a 

Various 4-O-diPluorornethyl(CF2) armLo::s ol‘ ~-subs~.i',uI.e~i(j,-.;-/ 2'- 
deoxyuridine(dUrr1) and 1 -i3-D-:?r~binofuranosjrl~l,:!c-il.(:lr:IU) * ! I1 c 1 r: 0 s i 1 : c :7 
were evaluated i'or their activity agins:; hemcts sirnnl-2x virus ly?:> 1 
(HSV-I), t-pe 2(IWJ-2), vnricellc 
ViruS(HCl!iV ,' 

-zoster virui(:JZV) :lnd hwr::n cyr,o:!e:;r.lo- 
in human embryonic lung fibroblCsi;:;(li~;L;"). ;L"he introduction 

of the 4-substitucnt led to u 
the 5 -X-dUrd's 

strong reductio?: in :::lGihcrpr::; :!cLiv!.:;! I'OF 
but not for the 5-X-amU's. SI'2-(~)-;,-(2-bror:;ovinyl)-::~~!i' 

(C22i3rVaraU) was a strorq inhibitor of VZJ. 
showed a high and selective antiherpes 

Cl~7,2-~-j--:;~e i;'h;ll-. r:.iJ(CP2"~?'-I) 
ei‘Zcc I; col.lp:?rnblc riil;h L'ha i; o .9 A 

acyclovir. 11 leek of activity against 1ICi.;J ;~'.s found i'or ~11 invcs,.i!;atcd 
new 4,5_disubstitufed derivctives. :in conccn\rations :\s hi:.h 1s 500 u..; 11c) 
differences in cytostatic activity of CY2::rn,l and :~r:i'? OH ::c;iv.ol~ .(-ro;,- 
ing HIXLF ceils and XiK susnension cells ?:lere observed. Virus ~;:.-r::i!1s o;‘ 
HSV-1, HSV-2 and VZV, resistan> 50 dii'f'crent zuclcosidc :ln::.i 0;~s , ‘xt‘rz 
cross-resistant to CI'2nrnT. 7herupeuLic ::!ctiv-ity 0-Y 3P2:.,ro _" -ii;:: ins: :iJ‘\I-2 
encephalitis in mice and azainot :IW-2 ker:i >iLis in r,:bbits ~i'?s s':wx~. 
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The molecular conformations of 3'- and 5'-azido and amino derivatives of li-methoxy- 
methyl-2'-deoxyuridine (MMdUrd) was investigated by nmr analysis. The glycosidic confor- 
mation of 5-methoxymethyl-5'-amino-2', 5'-dideoxyuridine (5'-AmMMdUrd) had a consider- 

able population of the Syn form. The 5'-derivatives show a preference for the 2 

conformation of the furzse ring as MMdUrd. In contrast, the 3'-derivatives show 

preference for the E conformation. Par the 3'-amino derivatives, the shift toward 

the 3 state is pH dependent (pH 6.3, 520 and pH 10.3, 62%). The preferred conforma- 

tion for the exocyclic (C4',C5'1 side chain is g+ (60%) for all compounds except 

5'-AmMMdUrd which has a strong preference for the t rotamer (79%). MMdUrd, 3'-AmMMdUrd, 

and 5'-AmMMdUrd inhibited HSV-1 replication by 50% at 2. 18 and 70 pg/ml respectively. 

The compounds were not cytotoxic up to 3,000 uM. 
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