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The development of acyclovir was a major advance in the 
management of herpesvirus disease. Its benefit and value 
in first attack and for severe recurrent disease have been 
clearly established.’ Traditionally use of this agent for 
herpes simplex infections has been restricted to the 
treatment and control of symptomatic illness. Manage- 
ment protocols for the use of suppressive acyclovir in 
recurrent disease based on clinical utility have been 
developed taking into account the results of carefully 
conducted clinical trials showing moderate success in 
controlling symptomatic disease and its ability to reverse 
psychosexual morbidity in many patients? However, 
to extend suppressive use beyond these established 
areas assumes benefit and activity which have not been 
demonstrated. 

Patients at risk of recurrence could potentially be 
identified clinically or through serological screening. 
Genital herpes is common and increasing evidence sug- 
gests that its epidemiology is changing. The sero- 
prevalence of HSV-1 infection is universally high but it is 
difficult to know what proportion of infections are 
genital. HSV-2 infections are predominantly genital and 
in some populations the prevalence of infection may be 
as high as 90%. HSV-2 disease is becoming commoner 
and in the United States during the last 15 years HSV-2 
seroprevalence has risen by nearly 30%.3 Good studies in 
European populations are rare; but figures for the UK 
using western blot type-specific assays show a prevalence 
of approximately 23% in sexually transmitted diseases 
clinic attenders and a rate of 12% in female and 3% in 
male blood  donor^.^ These rates are high and the number 
of patients who could be treated is large, so management 
strategies should not only be effective but also need to be 
affordable. 

The majority of genital infections due to HSV-1 
infection rarely result in symptomatic or troublesome 
recurrent d i ~ e a s e . ~  Most patients who acquire genital 
HSV-1 will do so in the context of a stable sexual 
relationship and for such patients neither severe recurrent 
disease nor transmission to their sexual partner is a real 
risk. To make available to such patients continuous 
antiviral therapy is unjustifiable. 

For genital disease due to HSV-2 the risk of recurrent 
disease is greater.5 Clinic based studies have tended to 
overestimate the frequency and severity of recurrent 
disease. As many as 20-30% of individuals with estab- 
lished infection will have no recurrences.6 Natural history 
studies following up patients with first attack herpes 
show that it is very difficult to identify any subgroup of 
patients most likely to have severe disease; most patients 
have mild disease with fewer than four clinical attacks in 
the first year whilst many patients will have no further 
attacks or will have very few following diagnosis. Bear- 
ing these points in mind the value of offering suppressive 
treatment to all patients whether identified clinically or 
serologically in these circumstances is therefore question- 
able, especially if the individual patient does not view 
their condition as a problem. 

For patients with troublesome clinical disease, a 
number of management strategies are available. Topical 
treatments for genital herpes are rarely prescribed today: 
trial results are d i ~ i d e d . ~  The majority of patients who 
require therapy will be given orally effective agents. 
Suppressive oral acyclovir will control frequent recurrent 
attacks for the majority of patients; benefits from therapy 
are sustained and accumulative and the drug is well 
tolerated even with long periods of continuous admin- 
istration.8 However, patients cannot be assured that their 
disease will be completely controlled with acyclovir 
suppression. As many as 40% of patients will continue to 
have attacks on treatment and this proportion rises 
with simpler dosage schedulesa2 In the management of 
milder disease, compliance and cost effectiveness make 
suppressive therapy unattractive. 

However, alternative therapeutic strategies to suppres- 
sive therapy are available; episodic treatment with oral 
acyclovir, valaciclovir or penciclovir have all been shown 
to be effective.’ 

Early studies of episodic treatment initiated in hospital 
settings only after lesions developed showed that 
therapy accelerated healing and shortened the duration of 
viral shedding compared with placebo.’ These benefits 
can be substantially improved if patients are allowed to 
initiate therapy themselves a t  the first warning signs of 
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lesion development." With patient education and careful 
selection the results of prodromal episodic therapy can 
be dramatic, allowing many attacks to be prevented 
completely.ll,lZ 

With the development of new antiviral preparations 
episodic therapy need no longer require inconvenient 
dosage schedules. Both valaciclovir and famciclovir can 
be given on a bid regimen. Further, comparative efficacy 
studies of acyclovir and valaciclovir show that advan- 
tages of episodic therapy may be extended.13 In sum- 
mary, episodic therapy can be a highly acceptable and 
cost-effective strategy, particularity when compared with 
long-term suppressive therapy. 

A number of studies have shown that significant 
psychological trauma can arise with genital HSV infec- 
tion. Although most patients with primary HSV have 
anxiety related to their condition at the time of diagnosis 
it is only those with troublesome recurrences for whom 
this anxiety is generally maintained. Such psychological 
trauma, when it occurs, can be reversed by using 
suppressive acyc10vir.'~ 

However, the ability of acyclovir suppression to 
alleviate established psychosexual morbidity in some 
patients with severe, recurrent disease should not be used 
to advocate the use of suppression in patients with early 
disease. These studies do not show that starting treat- 
ment early in the absence of psychological morbidity will 
prevent emotional distress in the long run. Psychosexual 
morbidity only affects a minority of patients and its 
development cannot be predicted. A prophylactic role for 
early suppressive acyclovir therapy in this area has not 
been established. Further inappropriate early therapy 
may be damaging in that it may reinforce sickness role or 
be seen as an alternative to better counselling and patient 
education. 

Many patients with genital herpes are concerned about 
the risk of transmission of their disease to sexual partners. 
These fears are compounded by concerns around the 
issue of disclosing their disease to new partners and 
the necessity to use barriers during sexual intercourse. 
The availability of a treatment which would remove the 
risk of transmission would be highly welcome. However, 
to date no evidence supporting transmission risk reduc- 
tion for any therapy exists. Patients need to be clear of 
the mechanisms of infection, the contributing risks for 
transmission and the lack of evidence for therapeutic 
interventions to control spread. 

The significance of viral shedding, particularly asymp- 
tomatic viral shedding, is recognised as an import- 
ant factor in transmission. Both retrospective and pro- 
spective studies show that approximately two thirds of 
transmissions occur from patients who are asymptomatic 
at the time of disease spread.15,16 Many patients justifi- 
ably fear the prospect of asymptomatic shedding and 
transmission. However, such a transmission risk may be 
only present for serologically discordant couples and is 
less than 5% per year for the majority of couples. Further 
any potential risk will be significantly reduced by the 
presence of HSV-1 antibodies which are commonly 
present. 

For those couples where one partner is truly exposed, 
there has been much discussion on the value of suppres- 
sive acyclovir for preventing transmission. The published 
data are divided on this issueI7 but recent work has 
demonstrated that the impact of suppressive acyclovir 
therapy may not be restricted to the control of sympto- 
matic disease.18 Short term studies on women (2-3 
months) with early infection have found that suppressive 
therapy is associated with a 95% reduction in asympto- 
matic viral shedding. However, the effects of treatment in 
the real world-with variable compliance, in men and 
after prolonged periods of time-have not been assessed. 
Furthermore, even in this short study period 20% of the 
women did shed culturable virus, and it is not known 
whether this figure would be higher in a longer study. 
Preliminary results for PCR analysis of daily swabs 
during suppressive therapy show that virus is shed on 
many more days than the 1 in 5 suggested by culture 
although the titre is reduced. Without knowing the titre 
of virus required for infection, or the viability of virus on 
therapy it is unwise to conclude that transmission is 
reduced by acyclovir treatment. These studies provide an 
interesting model on which to build. What is now needed 
are studies designed to investigate whether suppressive 
acyclovir therapy reduces the rate of transmission of 
HSV-2. In the meantime patients on suppressive therapy 
should have made clear to them that although the risk of 
transmission may be reduced their complacency could 
actually further exacerbate transmission. 

Thus, the widespread use of suppressive acyclovir 
might control symptoms but allow patients to transmit 
during asymptomatic periods of excretion. Since there is 
the potential for a paradoxical increase in transmission of 
infection, a controlled clinical trial would be required 
before suppression could be used widely. 

In summary, many patients with recurrent genital 
herpes neither request nor require suppressive acyclovir 
therapy. It  would appear that nothing is lost in maintain- 
ing a watchful eye on your patient and offering sup- 
pressive treatment only when disease is found to be 
troublesome or inadequately controlled with episodic 
treatment. The choice of treatment in any disease is a 
complex matter; the physician must evaluate the clinical 
efficiency, cost effectiveness and likely compliance of the 
treatment with any management strategy. Treatment for 
genital herpes should be chosen with all these points in 
mind. At present, I do not consider the data strong 
enough to recommend suppressive acyclovir to all my 
patients with genital herpes. 
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