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Inhibitory Effect of 2-Phosphonon~rlhoxyalkyl Derivsliws of 
N6-Substitu&d 6-Aminopurines on Epstein B;wr Virus (EBV) 
A. Meerhach’, J. Neyts’, A. Holy”, and E. De Clercg*. 
‘Institute for Antiviral Chemotherapy, Friedrich-Schill~r- 
University of Jena, Erfurt, Germ:my; ‘Rrg:~ Institute for 
Medical Research, Katholirke Universitrit Lwvrn, Brlgium; 
and ‘Institute of Organic Chemistry & Biochemistry, Academy 
of Sciences of the Czech Republic, Prah:l, Czech Rrpuhlic. 

We have evaluated the anti-EBV activity of a new series r~f 
acyclic nucleoside phosphonate analogues with, as the acyclic side 
chain either phosphonomrth~,xypropyl (PMP) or phosph~m~~- 
methoxyethyl (PME) (attached to the N7 or NO position of the 
purine ring) and various suhstituents in the purine ring. Several 
compounds of these series were shown IO p<wess antiherpes 
(HSV-I, HSV-2, CMV, VZV) activity (Holy et al.. Antiviral Rc\. 
26, no. 3, p. A231). The anti- EBV activity was a\\ewd hy 
means of an EBV DNA hybridization assay u&in:: a diyoxi~enine- 
lahelled prohe (specific tu the Bam HI-W fragment of the EBV 
genome) and hy measuring viral capsid antigen (VCA) rxprcsri~~n 
by immunotlu~)rescence atier a ‘I-day incubation period c~f P.?HR- I 
producer cells with the test cr~mpwnds. Acychwir. Ganciclovir. 
HPMPC, and azidothymidinr. which were includetl ~1% reference 
cotnpounds gave selectivity indexes (Sl) of >250. 132. 25. and 
5, respectively. Several of the new nucleositle phosph<mat~s 
proved to be potent and selective inhibitors of the EBV replicative 
cycle and EBV VCA producti<m. The acyclic m~le~~sid~ 
phosphonate analogues 9-(2-PhIE)-6-di~nethylalnin~)-p~~rin~, 9-Q 
PME)-2-amino-6+enzhydrylamin~~purine, 7.(2.PME)-6. 
dimethylaminopurine, 9-(R)-(2-PhIP)-6-(2-dim@tliyl~t~~~i~~~~~t~~yl) 
amimlpurine yielded a Sl of 91. 28. 55. and 37. respectively. 
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Treatment ot Progresswe Multlfocal Leukoencephalopathy (PML) 
With Cldofovlr I” a” AIDS Patlent 
R Snoecl’. S De W,t’. C Ross,‘. B. Dachy’. E O’Doherty’. L. 
Naesens’. J Balzarmi’. L De Clercq’S. Goldman’ and N Clumeck’ 
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PML is a rare. dem+inatmg disease. caused by the human 
polymomawrus JC. occurring in immunocompromised patients, 
particularly those with AIDS. There is no established treatment for 
PML and the disease is usually rapldly fatal. We report here the case of 
a 30-year old homosexual man who was hospitalized with an history of 
right hemiparesis progressing since 3 weeks. The patient was also 
shghtl> dysanhric Nuclear magnetic resonance (NMR) of the brain 
revealed an hlpodense lesion within the white matter of the left parietal 
lobe. hIghI) suggestwe of PML A stereotaxic brain biopsy was 
performed that contirmed the diagnosis of PML, showing severe 
demyelinisatlon, Ilpld-laden macrophages and reactive astrocytes. The 
patlent was treated b) intravenous injection of cidofowr (HPMPC) at 5 
mgikg (total dose 300 mg) evev IO days. On the day of each injection, 
the patient was prehjdrated with I liter NaCl 0.9% m one hour and 
treated wth probenecid (4 g). In total, 4 courses of cidofovir were 
gwen. The treatment was very well tolerated and biochemistry as well 
as hematology remamed unchanged. Neurological examination showed 
a slow progresswe evolution of hemiplegia. Cldofowr was stopped. and 
the patient died 2 months later A PET scan performed 8 days after the 
second cldofowr infusion showed a clear reduction of the 
hypometabolic left fronto-parietal area, compared to the initial scan 
before therapy In the CSF samples taken I h after the cidofovir 
Injection. 0.25 pg/ml HPMPC could be detected by HPLC. About 70% 
of the HPMPC was recovered in the urine within I2 h after 
admmistratlon of cldofowr. These preliminary results suggest that 
cidofowr should be further explored in the treatment of PML in AIDS 
panents. usmg more frequent inJections (i.e. every week) and a 
systematic follow-up by PET scanning 

A dot blot method for detection of HHV-6 antigens 
and its utilization for evaluating antiviral drugs 
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A stmplc, reproductble and comparable method lor 
dctcchon of human herpesvtrus 6 (HHV-6) anttgens HIS 
developed ustng a dot blot assay to evaluate the effect ol 
anttvtral drugs. Antt HHVd acttvtty agatnst three groups ol 
drugs was tnvesttgated by ustng this method. 
Phosphonoformtc actd (PFA). a nonnucleostde dertvatives, 9- 
I( I-3.dihydroxy-2-propoxy)methyl]guanine (DHPG), g-(2- 
hydrosyethoxymethyl) guanine (ACV) and 9-[4Hydro\>-3- 
(hydroxymethyl) butyl]guantne (PCV), guanosme analogs and 
(S)-1-[(3-hydroxy-2 phosphonylmethoxy) propyllcytosine 
[(S)-HPMPC)], (S)- cyclic-HPMPC (cHPMPC), HPMEMG, 
acyclic nucleoside phosphonates (ANPs), were examtned. In 
cord blood mononuclear cells (CBMCs) Infected wtth HHV- 
6B at MOI of 0.004 CCIDS&ell, the end-pomt concentration 
(EPC, which was determtned from a dot blot assay) and EC90 
\alues lor DHPG, (S)-HPMPC and cHPMPC were 
approxtmately I &ml, essentially stmilarand htghlyeffecttw 
among drugs. FolIoam@ HHV-6A infectton at the same MOI, 
the EPC and ECoo \alucs for these three drugs, ACV and 
HPMEMG were twtce than that for HHV-6B. The EPC and 
ECq,o values of PFA for HHV-6A were the same as that 01 
HHV-6B. These results suggesl that the susceptibtlity 01 
ewytne lor replication can be dtffercnt between HHV-6A and 
B 
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.\ntiviral activities of 2,4-diamino- 
5,6-substituted pyrimidines (NF-series) 
introduced C-c~clobutyl-propanol ,to 4-amino 
Froup liere evaluated against influenza 
virus .I (.\/PR/8/34, IVA) and B (B/Gifu/Z/ 
‘3, IVB). SF-1056 (5: -NHs, 6:.Cl) and 
SF-1172 (5:.CH=NOH, 6:.Cl) showed IDso of 
2.5 11.5 ,ug/ml and 0.4 -1.0 pglml? respe- 
ctively. So difference of IDSo against 
IV.1 and I\.B was observed. l’F-1057 (5: -H, 
6:.Cl) and ?JF-1075 (5:-H, 6:-H) showed 
decreased activity against both IV.4 and IVB 
as compared with SF-1056, indicating amino 
o,roup at S-position and chloral at h-posi- 
tion are effective for the antiviral acti- 
vity. Derivatives introduced phenylalkyl 
into 3’-position of cyclobutyl of NF-1056 
had a high anti-IV\ and I!‘B activity; 
3’.phenyl-, 3’.benzyl-, 3’-phenetyl- and 
3’.phenylpropyl-derivatives (NF-1151, NF- 
1144, SF-1147, NF-1153, respectively) had 
IDS3 of 1.0 2.0, n.nf5 - 0.1, 0.07 0.6, 
ancl n.n3 Il.02 ug/ml, resoectively, though 
cellular toxicity increased in narallel. 
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