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SUMMARY

A 33-year-old male presented with recurrent outbreaks of perioral
herpes of disfiguring nature that remained unresolved following
therapy. The first perioral outbreak occurred following a road
accident. The psychiatric interview conducted with the patient
suggested post-traumatic stress disorder (PTSD) secondary to the
accident. Venlafaxine 50 mg/day was initiated and led to resolution
of the PTSD symptoms within 8 weeks. The patient did not
experience any further herpes outbreaks for about 10 months.
Control of stress disorders in recurrent herpes is discussed from a
therapeutic perspective.
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Introduction

RECURRENT HERPES SIMPLEX VIRUS (HSV) labialis
is a very common infection. Approximately 20-40%
of the population will experience labial or perioral
outbreaks of vesicular herpetic lesions.! The number
of outbreaks varies widely, ranging from rare episodes
to monthly or even more frequent recurrences. Such
recurrences are exacerbated by triggers, which
reactivate the dormant virus. Triggers may include:
sun exposure, psychological stress, onset of menses,
illness and physical trauma. Of these factors, emotional
stress is often cited by patients with recurrent herpes as
a significant factor in the recurrence of lesions.?3
Numerous studies examining the relationship between
recurrent HSV1 and HSV2 and stress have indicated
that stress is a factor in recurrent herpes disease,*” but
data on psychosocial stress as a predictor of outbreak
(of HSV2) have been inconclusive.?® More information
is required on the possible links between mood states
and recurrent herpes,' and also on the potential
influence of persistent stressors and transient mood
states on herpes labialis recurrences.!!

Both topical and episodic antiviral treatments for
recurrent herpes labialis have variable efficacy in
reducing the duration of the signs and symptoms,'? and
prophylaxis treatment to control potential triggers
should represent a new treatment approach.'® This case
report could contribute to the evidence supporting the
treatment of stress disorders in the management of HSV
labialis outbreaks.

Case Report

A 33-year-old male with no previous psychiatric history
presented with recurrent outbreaks of perioral herpes

that remained unresolved following therapy. The
outbreaks followed 8-10-day cycles. The eruptions were
preceded by a prodrome, such as generalized weakness,
together with localized tingling and burning at the site
of the infection. In the following 10 h, blisters would
appear around the mouth, lips and sometimes the
nostrils, spontaneously resolving after about 10 days
and leaving no scarring. Vesicles were bilateral.

The disfiguring nature of the outbreaks, together with
their frequency (8—10 outbreaks annually over the
previous 4 years), had repercussions in his workplace
and represented a major psychological burden, which
led him to consult us in December 2002. At that time, he
was not on medication.

The patient was able to specify the first outbreak as
occurring in September 1995, following a road accident
leading to the death of the passenger in the car he was
driving. This first episode of herpes labialis occurred as
a perioral plaque. Other episodes followed, occasionally
at first, then at increasingly frequent intervals. A
dermatologist had made a clinical diagnosis of recurrent
herpes labialis and had prescribed specific local and
prophylactic antiviral chemotherapy (aciclovir), which
was poorly tolerated (due to nausea); consequently, the
therapy was taken irregularly and was inadequately
effective over a period of 6 years. The patient’s
occupational physician referred him to us because the
herpes labialis recurrences had major repercussions in
his professional life (colleagues laughed at his facial
appearance) and he took frequent sick leave. His
occupational physician suggested a psychosomatic
link to his recurrent herpes.

We conducted a psychiatric interview, which
suggested post-traumatic stress disorder (PTSD):14
exposed to a traumatic event during which he was
seriously affected and where a close friend died, the
patient was experiencing recurrent and intrusive
distressing recollections of the accident, recurrent
dreams reliving the accident, emotional blunting,
irritability and sleeping disorders, and he attempted to
avoid cues that might trigger the memory of the
accident. He identified nocturnal periods of intense
revival of the event as triggers for renewed outbreaks.
The patient connected the herpes to the accident during
the first consultation. Venlafaxine 50 mg/day was
initiated to treat the PTSD and was supplemented with
psychotherapy. This led to a resolution of the episodes
of nocturnal revival of the trauma within 10 days, and
resolution of the PTSD symptoms within 8 weeks. In
parallel, the patient did not experience any recurrent
herpes outbreaks for about 10 months, despite
being exposed to events he described as short-term
stressors (redundancy at work, becoming a father). After
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10 months, the patient spontaneously stopped the
treatment and experienced only two localized outbreaks
of herpes labialis during the following 12 months.

Discussion

Monthly recurrences of herpes labialis and cutaneous-
mucosal herpes affect only a small number of patients.
The severity of the illness is mostly mild, although it is
uncomfortable and disfiguring. The handicapping
consequences are aggravated by the fact that they are
diffuse, often requiring prophylactic antiviral therapy.
The psychological impact of a prominent facial
infection, particularly in young patients with frequent
or severe recurrences, should not be underestimated.
Environmental factors, including stress, have been
implicated in the onset of herpes labialis recurrences.!®
Two clinical studies have demonstrated that stressors
enhance susceptibility and severity of the primary
infection to a latent herpes virus as well as clinical
recurrences.? 16 Recent literature suggests that a range of
diseases is influenced by immune modulation, such as
by proinflammatory cytokines, the production of which
can be directly stimulated by psychological stressors.?”
In particular, some neuroendocrine hormones, such as
adrenaline, have been shown to influence macrophage-
mediated lysis of HSV-infected cells.'® In addition to
stress, negative mood has also been investigated as a
potential trigger for recurrences, but the findings were
inconsistent.1019

PTSD is a major persistent stress disorder, which has
been associated with changes in the immune system,
and this relationship may be mediated by the onset of
sleep disturbances.?° PTSD has also been shown to be
associated with viral reactivation of HSV.2! Somewhat
surprisingly, the control of stress factors in recurrent
herpes has not been discussed from a therapeutic
perspective, particularly in relation to chemotherapy.!?
To the best of our knowledge, there have been no reports
on the use of psychotropic medication to prevent herpes
labialis recurrences other than lithium, which has been
described as exerting a direct effect on the replication of
HSV.?22 Venlafaxine is an antidepressant that has proven
its efficacy in the treatment of PTSD.?3 In this case
report, venlafaxine treatment was prescribed to reduce
symptoms of PTSD, particularly recurrent dreams

reliving the accident, which were identified as a trigger
for herpes labialis recurrences. The reduction of these
stressful symptoms was associated with a reduction in
the number of herpes labialis recurrences. The
mechanism of action of venlafaxine in this case is
unclear, but we suppose it has an indirect action by
reducing chronic stress. Treatment of persistent
stressors, such as PTSD with recurrent dreams, could
contribute to a decreased frequency of herpes labialis
recurrences, whereas the incidence of short-term
stressors was not associated with such recurrences. It is
also possible that psychotherapy contributed to the
reduction in the number of herpes labialis recurrences
and explained the absence of such recurrences before
resolution of PTSD. In summary, the patient needed
treatment for PTSD, and control of the herpes was a
secondary benefit.

Conclusion

This case suggests that it is possible to reduce the
frequency of herpes labialis recurrences by treating
chronic stress that is associated with the recurrences.
Further studies should assess the role of persistent
stressors or continuing high levels of anxiety (such as
PTSD), which can be treated with specific therapies. If
the specific action of venlafaxine is confirmed in future
cases, prospective and randomized studies are needed
to clarify the mechanism of action and potential
indications of this psychotropic drug.

Conflicts of Interest

No conflicts of interest were declared in relation to this
article.

Address for correspondence:
Georges Brousse, MD, Emergency and
Psychotraumatology Ward, CHU Clermont-Ferrand,

28 place Henri Dunant, BP 69 63003, Clermont-Ferrand

Cedex 01, France.

E-mail: gbrousse@chu-clermontferrand.fr;
cg.brousse@wanadoo.fr

Received for publication: 5 January 2007
Modified version accepted for publication: 20 November 2007

immunomodulation and

1. Embil JA, Stephens RG,

Manuel FR. Prevalence of
recurrent herpes labialis and
aphtous ulcer among young
adults on six continents.
Can Med Assoc ] 1975;113:
627-630.

Brookes JL, Haywood S,
Gree J. Adjustment to the
psychological and social
sequelae of recurrent genital
herpes simplex infection.
Genitourin Med 1993;69:
384-387.

Swanson JM, Dibble SL.
Genital herpes: clinical
features, sources of
information, recurrences,
and treatment in young
adults. Dermatol Nurs
1993;5:365—-373.
Kiecolt-Glaser JK, Glaser R.
Stress and immune function
in humans. In:

Case Report ® HERPES 74:3 2007

Psychoneuroimmunology,
2nd edn (Ader R, Felten DL,
Cohen N, eds). San Diego,
CA: Academic Press, Inc.,
1991;pp849—867.

Glaser R, Kiecolt-Glaser JK.
Stress-associated immune
modulation and its
implications for reactivation
of latent herpesviruses.

In: Human Herpesvirus
Infections (Glaser R, Jones J,
eds). New York, NY: Marcel
Dekker, Inc., 1994;
Pp245-270.

Rabin BS. Stress effects on
immune-related disease. In:
Stress, Inmune Function,
and Health (Rabin BS, ed).
New York, NY: Wiley-Liss,
Inc., 1999;pp229-277.
Sainz B, Loutsch JM,
Marquart ME, Hill JM.
Stress-associated

herpes simplex virus
infections. Med Hypotheses
2001;56:348-356.

Neuhaus J, Conant M.
Persistent stress as a
predictor of genital herpes
recurrence. Arch Intern Med

8. Kemeny ME, Cohen F, 1999;159:2430-2436.
Zegans LS, Conant MA. 12. Spruance SL, Kriesel JD.
Psychological and Treatment of herpes simplex
immunological predictors of labialis. Herpes 2002;9:
genital herpes recurrence. 64—69.

Psychosom Med 1989;51: 13. Raborn GW, Grace MGA.
195-208. Recurrent herpes simplex

9. Rand KH, Hoon EF, Massey labialis: selected therapeutic
JK, Johnson JH. Daily stress options. ] Can Dent Assoc
and recurrence of genital 2003;69:498-503.
herpes simplex. Arch Intern 14. Diagnostic and Statistical
Med 1990;150:1889-1893. Manual of Mental Disorders,

10. Dalkvist J, Wahlin TB, 4th edn. Washington, DC:

Bartsch E, Forsbeck M. American Psychiatric
Herpes simplex and mood: Association, 1994.
a prospective study. 15. Schmidt DD, Zyzanski S,
Psychosom Med 1995;57: Ellner J, Kumar ML, Arno J.
127-137. Stress as a precipitating

11. CohenF, Kemeny M, factor in subjects with

Kearney K, Zegans L,

recurrent herpes labialis.

73



J Fam Pract 1985;20:
359-366.

Hartwig A, Lilly ], Berberich
SL. Immune, stress, and

16. Kasl SV, Evans AS, mood markers related to
Niederman JC. Psychosocial recurrent oral herpes
risk factors in the outbreaks. Oral Surg Oral
development of infectious Med Oral Pathol 1998;86:
mononucleosis. Psychosom 48-54.
Med 1979;41:445-466. 19. McLarnon LD, Kapoulek DG.

17. Kiecolt-Glaser JK, McGuire Psychological investigation
L, Robles TF, Glaser R. of genital herpes recurrence:
Psychoneuroimmunology prospective assessment and
and psychosomatic cognitive-behavioral
medicine: back to the future. intervention for a chronic
Psychosom Med 2002;64: physical disorder. Health
15-28. Psychol 1988;7:231-249.

18. Logan HL, Lutgendorf S, 20. Ironson G, Wynings C,

Key Paper

CMV-hyperimmune globulin for preventing cytomegalovirus infection and disease in solid organ transplant recipients:
a meta-analysis.
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CMV

OBJECTIVE: The goal of this meta-analysis was to
investigate the impact of cytomegalovirus
hyperimmune globulin (CMVIG) on cytomegalovirus
(CMV) infection, CMV disease, and mid-term survival
in solid organ transplant recipients. METHODS:
Medline, EMBASE, and the Cochrane databases were
searched since their inceptions until 2006. Inclusion
criteria comprised: prospective randomized trials, in
solid organ transplantation which received CMV
prophylaxis including CMVIG on one of the treatment
arms. Random effects models were used to calculate
pooled risk ratios (RR) and meta-regression was
employed to explain study heterogeneity. Stratified
analyses were conducted and Funnel plot was used to
assess publication bias. RESULTS: Literature searches
identified 11 randomized trials (698 patients; median
follow-up: 12 months, range: 3—22 months) including
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On page 28A, the fourth bullet point under the heading
‘Current Treatment of Herpes Zoster’ and the sixth
bullet point under the heading ‘Recommendations and
Statements’ read as follows: ‘Once-daily brivudin is

an effective therapy for herpes zoster, although further
evaluation is needed. Brivudin should be used only in
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six randomized trials (302 patients) after kidney
transplantation. The analysis demonstrated a beneficial
effect of the prophylactic use of CMVIG on total
survival (RR [95% confidence interval; CI]: 0.67
[0.47—-0.95]) and prevention of CMV-associated death
(RR [95% CI]: 0.45 [0.24—0.84]) in solid organ
transplant recipients but not kidney transplant
recipients (RR [95% CIJ: 0.35 [0.12—1.04]). CMV
disease was significantly reduced in all recipients
receiving prophylactic CMVIG (RR [95% CI]: 0.697
[0.57—-0.85]). CMVIG had no impact on CMV infections
and clinically relevant rejections. CONCLUSIONS:
Prophylactic administration of CMVIG after solid organ
transplantation is associated with improved total
survival, reduced CMV disease, and CMV-associated
deaths.

immunocompetent hosts as it has the potential to
cause serious toxicity if co-administered with
5-fluorouracil’. This was incorrectly given a category 2
recommendation. The efficacy evidence from clinical
trials actually supports a category 1 recommendation
for this statement.
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