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Genital herpes is a sexually transmitted disease
affecting millions of people worldwide. It is caused
by herpes simplex virus (HSV) a member of the large
herpesvirus family which includes Herpes zoster
virus, Cytomegalovirus and the Epstein-Barr virus.
The HSV contains a core of double-stranded DNA
which, together with the nucleocapsid, is surrounded
by an envelope of lipid and glycoprotein.

Many of the herpes viruses cause persistent or
latent infections in man which can be activated or
reactivated by various stimuli. So far it has proved
extremely difficult, and usually impossible, to elimi-
nate these latent infections which consequently are
then present life-long.

The task is made more difficult as there are hun-
dreds of thousands of different strains of HSV1 and
HSV2. Nearly every person has his or her strain of
HSV®, The virus also can infect a wide range of
hosts and many tissue culture cell lines derived from
vertebrates®™.

The disappointment caused by failure to elimi-
nate the latent infection and the frequency of recur-
rence, especially following sexual activity, has a
profound psychological effect upon the patient. It
is the intention of this communication to emphasise
this aspect of the treatment of HSV infection and to
discuss the possible long-term use of acyclovir in
improving the quality of life for the patient. Should
long-term suppression therapy with acyclovir be
used or not?
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Transmission of HSV

Infection is usually transmitted genitally or oro-
genitally through abrasions of the mucosae follow-
ing sexual trauma. The virus enters by a process of
fusion and replicates within the epidermal and der-
mal cells. Transmission may be asymptomatic if only
one of the partners is infected with HSV. Auto-in
oculation is possible to adjacent epithelial surfaces,
eyes, oropharynx and fingers® but infection through
fomites or aerosols has not been documented. Male
to female transmission is more common than the
reverse.

Clinical Course.

The initial infection may be symptomatic or
asymptomatic, with the asymptomatic carrier still
having the ability to infect the partner. Usually fol-
lowing transmission by sexual intercourse the incu-
bation period is five to ten days but it can be as short
as 24 hours or as long as 26 days. The first episode
varies in severity in different individuals but tends
to be more severe in females than in males.

Primary genital herpes is characterised by mul-
tiple vesicular lesions which rupture to form ulcers.
These primary lesions are usually severe, painful and
of long duration with the patient complaining of itch-
ing, soreness and a “burning” sensation even be-
fore eruption. There may also be myalgia, fever,
headache and photophobia. Complications include
retention of urine, constipation and transient impo-
tence.

In a person not previously infected with HSV1,
primary infection with HSV2 virus can result in a
clinically severe attack with complications®.

Recurrent genital herpes: Recurrence is a fea-
ture of herpes virus infections due to endogenous
reactivation of latent infection by physical or psy-
chological stress, ultra-violet rays, menstruation or
sexual trauma. There is a prodromal syndrome of
itching or tingling for a few hours or even a few
days before the appearance of the lesions. These
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are usually unilateral, milder, smaller and of
shorter duration than those of the primary attack.
Recurrence can take place five or more times a year.
Asymptomatic genital HSV shedding at the onset
of labor because of subclinical genital primary HSV
infection is associated with preterm delivery™.

Psychological distress

Many patients with recurrent genital herpes are
distressed. Anxiety and depression are serious psy-
chological problems that arise from the stigma of
the disease, the frequency of recurrence, a feeling
of isolation, helplessness and “victimisation” and
an apparent inability to obtain effective treatment.
Their distress is increased by their lack of control
over the symptoms, an inability to identify the con-
tributory factors and a feeling of insecurity as to
when the disease is contagious.

LLuby and Gillespie emphasise that herpes can
pose remarkably painful and difficult adaptational
problems!” especially in younger age groups at a
time of psychological development when they are
trying to develop lasting relationships. “Initial
shock™ and “emotional numbing” occurs in many
patients when they know the diagnosis of herpes®.

The morale of these patients are low and there is
a reluctance to engage in social activities or form
friendships with the opposite sex because of the fear
of spreading the disease. The results are an aver-
sion to sex, and reduced sexual pleasure. The psy-
chological stress may be manifested in the form of
diminished self esteem, anxiety, isolation and reluc-
tance to initiate close relationships with opposite
sex”. There is psychological morbidity associated
with genetal herpes"”. There are also moral prob-
lems®.

Diagnosis

Using light microscopy multinucleated giant cells
and intracellular inclusions can be seen in Giemsa-
stained scrapings from the genital lesions. Virus
particles can be detected by electron microscopy. In
cell cultures HSV antigen or DNA can be detected
within 16 - 48 hours although the DNA might need
amplification by the polymerase chain reaction
(PCR).

Treatment

Patients with genital herpes will seek medical
attention with either primary or recurrent lesions.
Many will be distressed following frequent recur-
rences and they might even have heard that there is
no permanent cure. Although this is true, they need
to be reassured that the condition can be alleviated
with treatment.

The most important objective of any antiviral
therapy is to minimise the effects and shorten the
duration of the disease without producing further
complications. A secondary objective is to prevent
a recurrence. In the case of HSV infection this sec-
ondary objective is not attainable because the latent
infection cannot be eliminated from the body (Fig.1).
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Acyclovir is a potent inhibitor of herpes virus rep-
lication and is thus an excellent choice for the treat-
ment of genital herpes. Acyclovir becomes antivi-
ral only after phosphorilation and activation in the
infected cells in which it becomes more concentrated

(Fig.2).

The usual regimen for primary genital herpes is
acyclovir 200 mg orally every five hours for 5-7 days
together with topical application of acyclovir cream
5% four or five times daily.

LLong term suppressive therapy with acyclovir
improves psychological wellbeing'” but it should
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not be used as routine.. The decision to use it
should be made on an individual basis taking into
account the psychological and social needs of the
patient. It is indicated in patients with more fre-
quent recurrences, eight times or more per year, and
with greater severity of lesions. It is also indicated
in patients unable to cope with the situation because
of the frequent recurrences, or with neuralgia, and
also in patients presenting a risk of transmission

(Fig.3).

The regimen for suppressive therapy is oral
acyclovir 400 mg twice daily, or 200mg four times
a day, continued for 6 - 12 months. All patients
should be reassessed after 12 months of treatment
but the treatment can be continued for years depend-
ing upon individual needs.

Suppressive therapy will reduce the prodrome and
also reduce the risk of transmission of infection. The
benefit of such prophylaxis is far greater than that

Fig 3i

achieved by treating individual episodes of reacti-
vation with the same drug®. Although prophylac-
tic treatment suppresses the disease, the infection is
not eliminated and the clinically free carrier can still
infect a sexual partner.

The five year course of therapy for recurrent geni-
tal herpes using oral acyclovir 400mg twice daily
has been sticcessful in either reducing severity and
frequency of recurrence or in maintaining the pa-
tient free of disease!'".

Suppressive therapy can also be used during
stressful periods when patients might otherwise suf-
fer outbreaks of genital herpes®. The patients
should avoid sexual intercourse during the
prodromal period or when genital lesions are present.
If the patient is in doubt about the prodrome a
condom should be used for protection during sexual
intercourse.
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Once the decision for long term suppressive
therapy is made, the timing for the commencement
of treatment is important. It is best to start immedi-
ately following a recurrence or during a period of
no recurrence!'’). Patients who started a course of
oral acyclovir 200 mg four times daily were signifi-
cantly less likely to have a recurrence than those on
400 mg twice daily?. More frequent doses appear
to be more effective.

A cost effective alternative to long term therapy
1s a single “stat” dose of 800 mg oral acyclovir taken
at the first sensory sign of either oral or genital
herpes. This regularly prevented lesions®.

Patients receiving long term acyclovir suppres-
sive therapy experienced a dramatic drop in the re-
currence rate in the first year followed by a further
gradual improvement in their therapeutic response
over the remaining years of observation®. The
safety of long term acyclovir was excellent"® but
the daily dose should be reduced as soon as pos-
sible. The treatment should also be interrupted ev-
ery twelve months so that the need for continuing
suppression can be assessed!'®. In genital herpes
the use of long term oral acyclovir will suppress the
virus into latency and greatly improve the quality of
life for the patient®.

Acyclovir is the first antiviral to decrease signifi-
cantly the duration and severity of genital herpes.
However, acyclovir does not eliminate the latent vi-
rus from the nerve ganglia. Even though some pa-
tients may appear free of the disease, asymptomatic
shedding of virus can take place and they may still
be capable of infecting their partners.

The effectiveness of acyclovir treatment may de-
pend upon the dosage and frequency, patient com-
pliance, uninterrupted dosage, malabsorption and
resistance. Acyclovir is assumed to be absorbed over
the entire length of the small intestine and the pos-
sibility of malabsorption should be borne in mind
especially in patients that have undergone abdomi-
nal surgery?,

Adverse effects

The most frequent reactions to oral acyclovir are
headache, nausea, diarrhoea and vomiting. The most

frequent adverse effect of intravenous acyclovir is
inflammation and phlebitis at the injection site. The
two most serious adverse effects that may occur are
encephalopathic changes with abnormal electro-en-
cephalograms, tremor, confusion and seizures, and
renal precipitation of the drug due to rapid bolus
parenteral administration®®,

Acyclovir is a safe drug. It is not a carcinogen or
a mutagen and it does not impair fertility®,
Acyclovir has a very specific action primarily on
the thymidine kinase and deoxyribonucleic acid
polymerase; it does not act upon cellular processes
to damage normal cells"?,

Resistance of HSV to acyclovir is of some con-
cern and patients with concurrent infection with
human immunodeficiency virus (HIV) may require
treatment with intravenous Foscarnet'?,

The management and pharmacological therapy
of genital herpes in pregnancy is controversial and
studies of oral acyclovir in late pregnancy are cur-
rently under way"®. Suppressive therapy with
acyclovir has reduced the need for caesarean sec-
tion for recurrent herpes in women whose first clini-
cal episode of genital HSV occurred during preg-
nancy®”. Suppressive therapy has also reduced
asymptomatic shedding of virus from these patients.

Genital herpes infection should be borne in mind
when screening for human papilloma virus (HPV).
It has been observed that female partners of men
with both HPV and HSVhave a greater risk of pre-
senting with high grade cervical lesions®",

The strong relationship between HSV type 2 and
sexual life style suggests that the presence of anti-
body to the virus may be used as an objective, sero-
logical marker pattern of sexual behaviour in differ-
ent populations®. Herpes infection has been iden-
tified as a significant co-factor in the transmission
of Human Immunodeficiency virus infection®®
(HIV), hence accurate diagnosis and treatment are
necessary to avoid such problems. Women with HIV
infection, especially those with low CD4 cell counts,
shed HSV2 from the vulva and cervix more com-
monly than those not infected with HIV®Y,
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Conclusion

One of the most important areas of the body con-
cerned with self-image and self esteem is the geni-
tal and those with skin disorders of the genitalia may
be manifestly depressed®. Acyclovir therapy of-

fers the opportunity to reduce the prodromal symp-
toms, the frequent recurrence and the neuralgia.
Suppressing the genital herpes reduces the anxiety
and depression of the patient which in turn improves
his or her emotional status and self esteem leading
to a considerably improved quality of life.
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