CHAPTER 1

INTRODUCTION

Herpes simplex viruses (HSV) are large DNA viruses

belonging to the herpe irus ;"‘}y. In humans, there are

@ex virus type 1 (HSV-1)

and herpes simple e 3 2 CHS ). Both types share
many common fea t-vxiﬁaatx athogenesis,clinical

two serotypes of

manisfestation are ubiguitous and

contribute, sig of mobidity and
mortality in dif] 'ff-ff ;}y, lations. In addition to
acute 1illness as : -itial infections, the
viruses usually matent form and could
periodically produce #isease upon reactivation.
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disease ﬁrevented @1, 2). Recurrences of both
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months, and patients with recurrent genital disease have a

infected indi -W;-[ |

completely,

median of five recurrences per year (3, 4). Moreover,
overall incidence of genital herpes is significantly
increasing in the past few years in all parts of the world
(3,5). The disease is often painful, sometime debilitating,

and causes considerable social and psychological stress.



Moreover, a number of clinieal and epidemiological studies
have shown a significant correlation between genital HSV-2
infections and a higher incidence of cervical carcinoma
(35 B, T)s Therefore, the benefits that would be derived
from controlling the disease caused by herpes simplex virus
have become increasingly apparent rarticularly in the study
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viral multiplication normal cell division.
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extremely low . Acyclovir is a

guanosine analog and' wﬁgfliﬁﬂi sively studied on herpes
simplex virus infec *-uéﬂ#{xf”l irus~coded thymidine
kinase was figi?e—- !Ejiespbnsible for
transforming ac;ﬁg maiophosphate. which

in turn,was converted, to the acgglovir di-and triphosphate,
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synthe51s was terminated (8, 9, 10, 11, 12), 1In a series
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of controlled clinical trials, acyclovir has shown to be
the compound with demonstrated efficacy in the treatment
of herpes simplex virus infection (5, 13),. Acyclovir is

the first drug to offer some hope to  herpes Eenitalis




sufferers, Whether administered topically, orally, or
intravenously, acyclovir reduces the duration of virus
shedding, local pain/itching, and lesion healing time, in
primary herpes genitalis, though less persuasively in the

recurrent  attacks (13, 14, 15). Unfortunately, there

appears to be no nt reduction in the

establishment of la frequency of subsegquent

recurrence (14).

In prim » pPatients treated

with acyclovi n\;N-Version to major
HSV - ﬁrute' (i Analysis using
immunoblotting ‘»-unts of antibodies
made to individu; i V - eased when compared
with those from i-ats L1Ts 1B]. These
alternations in thE_gqﬂ-Jh ses may be due to the
decreased amouy itiating the immune

response by acyclo ect of acyeclovir

on viral protefl srnthes1a has not 1341 well documented.
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HSV-2 specific antigens.

SDS-polyacrylamide gel electrophoresis has become
a standard tool in laboratory in which proteins are
analvzed and purified (19). Moreover, electrophoretic
transfer of proteins to nitrocellulose paper and their

localization with specific ligands, also known as "Western



blotting", is rapidly becoming an impcrtant tool in
immunological and virolegical studies (20). The
combination of seperation of a mixture of proteins by
SDS-PAGE following by an electrotransferring of proteins

in the gel to nitrocellulose membrane and detection by an
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genital herpes is
increasing signifi ‘Y in pakts of the world, 2. its
infection associated ical cancer, and 3, it is
easy to prapa%z pgerefore, HSV-2 and
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effect of acylovir on the viral protein synthesis by

Western blot analysis.

The main -purpose of this investigation was to
study the in vitro inhibitory effect of acyclovir on HSV-2

protein synthesis by SDS-PAGE and Western blotting. In



addition, the analysis in this point was extended to
compare the inhibitory effect of pure chemical acyclovir

with intravenous acyclovir.
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