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Tavle 2. 'HoR Spectra of some Acyclolumazine Nucleosides in COC1
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SYNTHESIS OF SOME NOVEL ACYCLOLUMAZINE N-1 NUCLEOSIDES

Najim A. Al-Masoudii~, Wolfgany Pfleiderer? and

Wasfi A Al-Masoudid

* Chemintry Department, College of Science, University of
Basrah, Basrah, Iraq.

2 Facultdt far Chemie. Universitit Konstanz. Postfach 5660,
D-7750 Konstanz., Germany.

9 Department of Anacathesia. Institute of Technology,
Basrah, Iraq.

Abstract. Reaction of (2-acetoxyethoxy)methyl bromide with
the ailylated lunaine basen (1-6) in the presence of n PusNI
Leads Lo the formation of the nucloosides f, 10, 12, 14, 18 and
18 respectively. Deacotylation with methanolic ammonia Afforded
the froe mucleosides 9. 1L, 13, 15, 17 and 19, respectively, in
rood yields. Structural proofs of the newly synthosized comp
ounds are based on elemcntal analyses, UV and H-NMR opactrs.
None of the acyclic nucleosides cxhibited antivieal Ackivisy
againot HSV-1 in vitro.

The antiviral activity of some acyelic mucleosides had led
in recent years to several examples of their preparationsi. 9-
[(2-hydroxyethoxy Jmethyl lguanine2.3 (acyclovir) bas been

shown to be a useful chemothorapeutic agent in the treatment of

Patients infected by the Herpes simplex virus (HSV)4. Varions

derivatives of benzylacyclouridines® were dencribed an poter
inhibitora of uridine phosphorylase omitting the selective
.

toxicity of 5-fluoro-2"-deoxyuridine (FdUrd)o.
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Recently, new acyclic as-triazine mucleosides” were ayntho-
sized and evaluated as inhibitora of orotidylatephosphori-
bosyltransferase. Moreover, a new type of acyclic 2" azido-
27-deoxy thymidine together with the cytidine and adenomine
analogues® have been reported for evaluntion of their acti
vity against the human immunodoficiency virus responsible

for AIDS®. On the other hand, the phosphoramidate derivativ
€8t of some acyclic nucleonidea have been identified an
having an inhibitory affect on the proliferation of tusor
cella

We preaeat here the synthesis of various 6 and/or 7-
subatituted acyclic lumzine nucleosides (scheme 1) which
are promising candidates for biological activity because of
their close structueal resemblance to the acyclouridine
nuclLeonides.

Treatment of the trimethylsilylated derivatives of the lum
azine base, its 6.7-dimethyl, 6,7-diphonyl, 6,7-dipyridyl, 7-
phenyl. and 7-p-chloropheny] derivatives (1-6) with (2-acet-
oxyethoxy)methyl bromidelt in the presence of n-Busl aa cat
alyst in dry acetonitrile an solvent at room temporature gave.
after chromatographic purification, the corresponding nucleo
sides (8. 10, 12, 14, 16 and 18) respectively. Deacetylation to
the free acyelic nucleosides 9, 11, 13, 15, 17, and 19, respec
Lively. was performed by treatmont with methanolic ammonia at
room Lemperature. The oite of attachment of the alkyl mubat

ituent o the hetero bases was concluded from their UV spectral

(Table 1) comparison with known structarally proven lumazine

analogues. Thus, the spectra showed very close similarity to

those of the qlyconylated lumazinesii-1# (20), it 6,7 dise-

Hhy11? (21), 6,7-diphenyl17.14-6 (22), 6,7-dipyridyl i (23),
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Tadle 1. Physical Data of some Acyclolumazine Nucleosides.
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L1 = Shoulders a1l the cospounds are neasured in HedH and sho
the neutral forn,

7- phony11® (24) and 7-p-chlorophenyl1® (25) mucleosides.
Therefore, the N-1 substitution clearly depicts the correct
molecular structurca. The structural features of these com-
pounds were further eatablished and proven by their iH-NMR
spectra analysis (Table 2). The minglets in the region of
5.50-5.95 wore attributed to the two gem-protons at O-1°, while
the two pooudo-triplets are representing the other four protons
at C-3° and C-4. Furthorsore, all the newly synthesized prod-
ucta except (8-11) reveal the prosence of the aromatic protons

of the phenyl and pyridyl mubstituents at low field.
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Table 1. Physical Data of some Acylolumazine Nucleasides

(continuation )
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"BIOLOGICAL SCRERNINIG
The compounds 9, 11, 13, 15, 17 and 19 were teated against HSV-

1 and wore found to be inactive.

EXPERIMENTAL
Melting pointa are not corrected. UV spectra were rocorded
on a Perkin Elmer spectrophotopetor Lambda 5; iH-NMK apectra
wore recorded on a Bruker WH-250 high resolution apectrometer
with totranethylailane as an internal standard and on a §-scale
in ppa. Thin layor chromatosraphy was porformed on oilica gol
shoets F 1550 15 250 of Sohleicher & Sehall. Column chromato-

sraphy was porformed on silica gel (70-230 mesh; Merck)

Synthesis of 1-((2-acetoxvethoxymethyl lunazines (8, 10,
12, 14, 16 and 10). General procedure. A mixture of the luma-
zine derivatives (6.0 mmole) and a fow cryotals of ammonium

ulphate were hoated in hoxamothyldisilazane (HADS) (20 ml)




