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: : proxi mately 50 pl aque-form ng
of HSV per 0.2 m, and the vir

§ed for 1 hour, with inter-

mtte shaking. Afer renoval of therno ul u 2 m of 5% BME with 0.5%

i mrun@ gPbulin and three-fold di juj he appropriate drug are added.
One s of dishes receives no drugzand Is used as a control. 25 After a
48- ho I ncubation period at [err] in a 5%§ r] at nosphere, the overlay
nedi ufg i s removed, the cells are stained asO descri bed above, and pl agues
are cguneed. The counts of repli cate;@_eﬁesc,arcg agrraged, and the nunber of
pl aqus energing in the presence of each &r ug del ution is cal cul ated. The

on i \pvherem R is H, silyl, substituted silyt, C,_¢ alkyl or phenyl (C,_; alkyl).

2. Use of a guanine derivative as defined in claim 1, for the manufacture of a medicament for the
65 treatment of viral infections in live mammalian cells.
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MZe caused by the concentration of ‘the drug, as Comaﬂmnmmﬂﬂ"llll

rel evant control, is also neasured, visually. A reduction in
indi cates that the added conmpound is preventi ng the 30 reprodectdon of t
~viral cells. A reduction in the area of the grow ng plaque indicates
i nitbition of plaque growth, i.e. inhi f reproduction, caused
by the drug. The results shovved t hat t?«fé@ﬁﬁgm ﬁthe Exanpl e was
out st andi ngl y ef Glsios for gheclpatrartibg StetepAT si npl ex. It reduced pl aque size by
25% at concentrati gn as lowas 0.02 [err] by 50%at 0.1 concentration and
by 75%at 0.8 concdrft PRESSHIPT Preparing a guanipeidprivativegfithe formiBer by 25% at 0. 04
[err] by 50% at 0.1 35 concentration and 75% at 0.2 concentration. At
the )y ghest concentration level tested ( 8d) it showed no evidence of
toxiGcity towards the cells. Wen the co wasyused at concentrations of '
[ér'r] m and hi gher, no plaque for nﬁt wt h was det ect ed.
Sl gnificant agtivity was detected at céncentraty ons as low a 0.007 [err].
Essentially simlar results were obtai ned when ”’be conmpound was tested
against 8 different strains of 40 HSV type 1, cand 6 different strains of
HSV type I1. The conpound of the Exanpl eg ?d &y standard pl aque
titration netgods to determne its act|V|ty a%Jal ns 2varlous ot her types of

Vi r’U$ usi ng pl agheReid RSE §, 8/, dSfilel S a@Q,Vanyl Inhﬁ'-eﬁﬂ ou I)Sm}%r% JeL(.¥|ng an
th

oun

'agél nst VSV at | sppropadide Bfofeafeﬂ QUdhine it a%%h&ﬁ ly protebted .8ihvd R¥Yide or
copcentrati ons. Offtee reactivpdarivativearsl, alnsasiaqe temdviagsrbtecting bheps\mwuﬁntkéautuﬁged drﬁ:p R other

Zoster, respo sﬂb? for chlcken ox and shingles 45 infections in man
similar procedury miﬁ"oﬁfyﬁﬁ{i gj"%m e‘b&gn‘a’f ﬂ::‘\/‘;é clafm1- ﬁ%’tt"WF'P'E@F“F"a°fZ)'§?‘E‘P"'al“ for the
concentrations as | ow as rr] ?1e Contracting States: BE CH
DE G IT ULUN SE 50 1. A uanlne derlvatlve of the fornula [err]
wherein Ris %’Fﬂ“ﬁ”’%‘ﬂbﬁ‘!#l‘ﬂ?ﬁﬂﬂmp BE G P FRERNLILY NBBENy| [err]

al kyI) 2. Uszé of 3 SlANERCet U6, dotrid)! Ve as -defi ned in claiml, for the

manuf acture of a medi canent for the 65 trea nt of viral infections in
live mammalian cells. 4 EP 0 049 072 BJN for the Contracting
State: AT 1. A process for preparing a gugnin yvative of the fornmula 5
[err] wherein?Ris H, silyl, substitut dN | rr] al kyl or phenyl [err]
al kyl ), which conprises reacting an app?®opri atel protected guanine with an
optionally protected 1 ,3-dihydroxy-2-propoxynetgiel halide or other
reactive derivative and as necessary, rem)V| ng qorot ecting groups. and/ or

i nt foduci ng & group R other than H 20 2cu ,Sﬁ doguani.ne derivative
as ¢efined in claiml, for the- rranufacture of 4 nedi €ament for the

dl ¢ Ver r agsst a8 A AR A R i ot

Forpel N 30 HZN zur Béﬂandluriﬁv n Yin@infditionen in lebeniden Séugetlerzellan
I CH2- CH CHz- O?worlnRH Silyl, substituiertes Silyl, C _, AKkyl oder
Phepyl (CL. . ral kyRafentangpriich BiAks-wie in Anspr uch 1 definierten

Guapi pder i vats zur wwréﬁre.l.Lwn&sﬁmggmb@&ahmm&édék%m Behandl ung von

Vi rusi nfekti omen in | ebenden Saugeti erzel
- OH
" r TS
‘ . 50 HZNJ\N
L,
]
! ~CH=CH.~=
, 55 . HO-CH,-CH-CH,-OR

worin R H, Silyl, substituiertes Silyl, C,_s-Alkyl oder Phenyl{C,_¢-alkyl} ist, umfassend das Umsetzen eines
geeignet geschiitzten Guanins mit einem gegebenenfalls geschiitzten 1,3-Dihydroxy-2-proproxymethyl-
o halogenid oder einem anderen reaktiven Derivat, und, insofern als erforderlich, das Entfernen von Schutz-
v 60 gruppen und/oder das Einfiihren einer von H verschiedenen Gruppe R.
: - 2. Verwendung eines wie in Anspruch 1 definierten Guaninderivats zur Herstellung eines Medikaments
zur Behandlung von Virusinfektionen in lebenden Saugetierzelien.




Pat ent amapr | hche ffir don Vertragsstaat: AT 1.' Verfahren zur HerH’M’H
ei nes Guani nderivats der Fornmel 45 QHH2 0 55 - "Im
HO- CH2-CH CH2-OR worin R H, Silyl, substituiertes Silyl, ClGAIkyI Coder m g HiN

PhengL/(C e-al kyl) ist cb) tzen eines geeignet geschutzten
Guanins mt einem gegebenen?gﬁ @ @@Kg tqen '

1, 13- Di duvéhidRationpdar 2P Exats\comtdatahts: SEXCIODEFR AB (U2 LU AL SEM ander en reakt | ven
rivat, und, insofern als erforderlich, das Entfernen von Schutz-
grluppen’ krRérvsieBuznine deiformyler en e
Vegrweendung,eines wie in Anspruch
rstellung ei nes Medi kanments zpr

g’ von H verschi edenen G uppe R 2

defg.ni erten Guani nderivats zur

ha ung von Virusinfektionen in

| ebenden Sauget’i erzellen. 65 5 0 072 Bl Revendi Cat ons pour |es

Etats contractants: BE CCH DR¥R 83 I'¥ Li LUNL SE 1. Derive de guani ne de

forgule H2 5 to A 2 0 HO CH2-CH C 20R ﬂgns | aquel l e R repr6sente H un

grioupe silyle, silyle substitu6, al kI on Cl-6 ou phdnyle-(alkyle en Cl1 a
). 2. Utilisation d un dériv6 de anl ne s i vant |a revendication 1, pour

| 4 production d' un medi canent dEQT‘F‘;%%u ‘fz ement d'infections vi ral es

dqng des ce‘%‘ s VIV ntes de

1S e f«=::vendl a't‘l og’&(‘ﬁour c )Ett
cpnt r R Tl aﬂﬁﬂ%“"@f&{ 5& A Aot or mul e
destiné au traltement d’lnfectlons virales d Hes ceﬂ'uTes s de mammiféres.
-2 0 OR 35 dons laquelle R

[y, 6 Revendicatio I‘Emmmctayté,'r S|Iyle substltue alkle en d-, ou
16ny| e | k up consiste 3 faire r6agir un guanine,
ot 696e{ %ém% dﬁ8 a'ﬁ'b"b‘rdo"ﬁ)qéﬁ‘gé Jeeﬁ?é’ﬂ"‘lﬂs?f? MM%6nure de 1, 3-

r
p
p
d h§~d—roxy 2- propoxynbt hyl e facul t @i venment proteg6 ou un autre deriv6
.
[
S
ty

ilisation d un derive de guanine

tif, et si n6cessaire, a 6l| NS groupes protecteurs et/ou
uction d un nedi canent destine au

ipttoduire un groups R autre qu H[2
i vant | a revendi cation 1, h
aitenent d'infections vir es cellules vivantes de mamm feres.
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HO-CHz -CH-CH,~OR _

g5 dansiaquelle R représente H, un groupe silyle, silyle substitué, alkle en C,_¢ ou phényle-(alkyle en C, a Cg),
qui consiste a faire réagir un guanine, protégée de mainére appropriée, avec un halogénure de 1,3-
dihydroxy-2-propoxyméthyle facultativement protégé ou un autre dérivé réactif, st si nécessaire, a éliminer

les groupes protecteurs etfou introduire un groupe R autre que H.
2, Utilisation d‘un dérivé de guanine suivant la revendication 1, pour la production d’'un médicament

s destiné au traitement d'infections virales dans des cellules vivantes de mammiféres.
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