Clinical review

Treatment of herpes zoster and postherpetic neuralgia
Robert W Johnson, Robert H Dworkin
Postherpetic neuralgia after herpes zoster can considerably affect quality of life. The current
treatment options are discussed here
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Herpes zoster (shingles) affects up to half of all people
who live to 85 years of age and can lead to long term
morbidity. Appropriate treatment controls acute symptoms and reduces the risk of longer term complications. The most common complication in immunocompetent patients is distressing and sometimes
intractable chronic pain. Prevention and treatment
should be priorities. Most cases of zoster can be
managed in primary care and a full understanding of
the condition is essential. A previous BMJ editorial
focused on variability of estimates of prevalence.1 Here
we present an update on the treatment of herpes zoster
and postherpetic neuralgia.

Appropriate treatment of herpes zoster can
control acute symptoms and reduce the risk of
longer term complications
Knowledge of risk factors for postherpetic
neuralgia can provide a rationale for their
prevention
Most cases of zoster and postherpetic neuralgia
can be managed in primary care

What is herpes zoster?
Herpes zoster results from recrudescence of latent
varicella zoster virus from dorsal root or cranial nerve
ganglia, present since primary infection with varicella
(chicken pox).2 After the primary infection the virus is
probably often reactivated, but competent cell mediated immunity prevents clinical disease. These asymptomatic reactivations and contact with people with
varicella may enhance immunity.3 In temperate
climates varicella is usually a childhood disease, but in
tropical climates, particularly in isolated communities,
it is more common in adolescents or adults; in either
case zoster may follow. The incidence of zoster in community samples ranges from 1.2-3.4 per 1000 person
years.4 At an incidence of 2/1000, about 500 000 cases
annually would occur in the United States and about
half this number in the United Kingdom.2 The
incidence rises steeply with age, being less than 1 per
1000 person years in children and as much as 12 per
1000 person years in those aged over 65 years.4
The commonest cause of viral recrudescence is
decline in cell mediated immunity related to age.
Reduced immunity associated with some malignancies
(such as lymphoma), treatment of malignancy (chemotherapy or radiotherapy), HIV infection, and use of
immunosuppressant drugs after organ transplant
surgery or for disease management (such as steroids)
are also risk factors. As the age of the population and
many of these illnesses and treatments will increase in
the future we expect that the incidence of zoster will
rise. Childhood vaccination against varicella with a live
attenuated vaccine is now common in the United
States and may be introduced elsewhere. Because the
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vaccine virus may be less likely to establish latency and
reactivate, vaccination may ultimately reduce the
incidence of zoster.5 Until this occurs, however, zoster
may actually increase as less childhood varicella in the
population provides fewer opportunities for boosting
specific immunity and thereby limits the contribution
such boosting may make to maintaining latency. Vaccination of older adults who have had varicella is being
investigated, and this may also prevent or attenuate
zoster.6

Management of acute disease
Although there are several serious complications of
zoster (ophthalmic, splanchnic, cerebral, motor), the
most common in immunocompetent adults is postherpetic neuralgia—pain that continues months or
years after the rash has healed. Although postherpetic
neuralgia has been defined in different ways, recent
data support the distinction between acute herpetic
neuralgia (within 30 days of rash onset), subacute herpetic neuralgia (30-120 days after rash onset), and
postherpetic neuralgia (defined as pain lasting at least
120 days from rash onset).7 8 The most well established
risk factors for postherpetic neuralgia are older age,
greater severity of acute pain during zoster, more
severe rash, and a prodrome of dermatomal pain
before onset of the rash.4 Patients with all of these risk
factors may have as much as a 50-75% risk of persisting
pain six months after rash onset.
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Long term prognosis and treatment
Patients with herpes zoster should receive treatment to
control acute symptoms and prevent complications.
Severity of the acute symptoms and risk factors for
complications must be considered in the assessment of
the risk:cost:benefit ratio of different strategies. Patients
over the age of 50, irrespective of other risk factors, are
at much greater risk of developing postherpetic
neuralgia and should be offered treatment. By inhibiting replication of varicella zoster virus, the antiviral
agents acyclovir, famciclovir, and valaciclovir attenuate
the severity of zoster—specifically, the duration of viral
shedding is decreased, rash healing is hastened, and
the severity and duration of acute pain are reduced.2
Attenuation of the severity of the acute infection and
the neural damage it causes should reduce the
likelihood of postherpetic neuralgia. Randomised controlled trials and meta-analyses have shown that antiviral therapy in zoster significantly reduces the risk of
prolonged pain. For example, the summary odds ratio
for the incidence of pain at six months in zoster
patients treated with acyclovir was 0.54 (95%
confidence interval 0.36 to 0.81) in a meta-analysis of
five placebo controlled trials.9 Although the results of
the antiviral trials taken singly can be challenged, the
consistency of the findings provides strong support for
the use of an antiviral agent. In clinical practice the
prodrugs valaciclovir and famciclovir may be more
effective than acyclovir (which has poor bioavailability
after oral administration) because patients are more
likely to comply with treatment (with three rather than
five doses a day).
Immunocompromised individuals are at greater
risk of complications and may require intravenous acyclovir. Zoster affecting the first division of the trigeminal nerve, particularly if the nasociliary branch is
affected (lesions near the tip of the nose), may lead to
acute damage to one or more components of the eye
and permanent complications that threaten sight. It
requires ophthalmic opinion and antiviral therapy.
Corticosteroids used alone are not recommended for
the treatment of herpes zoster, but in combination with
antiviral therapy they may hasten return to premorbid
quality of life in patients at high risk for postherpetic
neuralgia.2 Acute pain will be reduced by antiviral
drugs but patients will also require analgesics,
sometimes strong opioids.

Recent guidelines, with supporting evidence,
and further information
International Herpes Management Forum (IHMF)
www.IHMF.org
Varicella Zoster Virus Research Foundation (VZVRF)
www.vzvfoundation.org

in an elderly patient’s final years of life. First line
therapy includes attention to psychosocial factors as
well as medical treatment. Patients need clear advice on
measures such as use of natural fibre clothing and
maintenance of social and physical activities. If appropriate dosages of a tricyclic antidepressant (preferably
nortriptyline) or gabapentin do not provide adequate
relief, strong opioids such as oxycodone, morphine, or
methadone may be required. The number needed to
treat for tricyclics or gabapentin is about 3.
Combination therapy is common, and the multiple
putative mechanisms of neuropathic pain provide a
rationale for this approach, but studies have not been
conducted to examine its efficacy. All these medications should be used with close monitoring as there are
considerable risks in elderly patients.10 13 Oral medication is often associated with side effects, and patients
are more likely to comply with treatment if these are
explained and doses are adjusted. Some side effects
may be controllable—for example, artificial saliva spray
for dry mouth secondary to treatment with tricyclic
antidepressants.
A local anaesthetic (lidocaine 5%) patch can
provide pain relief with minimal side effects and, where
it is available, is often used in combination with oral
medications.10 13 Some patients can benefit from other
techniques, including topical capsaicin and topical
application of aspirin suspended in a volatile substance
such as acetone.13 A highly controversial therapy for
patients failing to respond to conventional management involves intrathecal injection of methylprednisolone. Although results seemed good and complications few, the risk of serious complications may
preclude use of this treatment until well designed studies have confirmed efficacy and lack of morbidity.14

Unfortunately, some patients with zoster still experience prolonged pain despite adequate antiviral
therapy. In patients over 50 years, 20% continue to
report pain six months after the onset of the rash
despite treatment with valaciclovir or famciclovir.4
Amitriptyline commenced during zoster may reduce
the risk of postherpetic neuralgia, as may opioid analgesics and gabapentin.10 Invasive therapy during acute
zoster, such as somatic or sympathetic nerve block,
however, remains controversial.11 Several peer
reviewed guidelines for the management of zoster
exist.12 Early return to normal social and domestic
activities should be encouraged.
Established postherpetic neuralgia may be intractable and lead to considerable disability and suffering
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Long term prognosis

Transmission electron micrograph of varicella zoster virus
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pain specialist or pain management centre should be
considered to reduce pain and to improve the patient’s
quality of life.
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Blisters on skin caused by herpes zoster infection
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Early treatment in postherpetic neuralgia may be
more effective than later treatment.15 Although
additional research is needed to confirm this, it is
clearly desirable to relieve chronic pain as early in its
course as possible. The primary care provider can
often achieve effective pain control in patients with
either herpes zoster or postherpetic neuralgia.
However, when either the acute pain of herpes zoster
or the chronic pain of postherpetic neuralgia is not
rapidly and effectively controlled in primary care with
the first line medications discussed above, referral to a
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On writing prescriptions
As a house officer on call in a suburban London hospital, I
found my nocturnal forays often took me to areas of the hospital
I rarely visited.
Wandering around listlessly one night, I found myself in the
radiology department. Deep from its innards, there emerged a
gaunt figure I recognised as a radiology technician. He must have
been 100 years old, or so I thought. I had seen him before, but we
had had little interaction, for, while not unfriendly, he was of a
taciturn disposition. He seemed to have a vocabulary limited to
“Not ready yet,” “Can’t do it till next week,” and “Come back
later.”
I cannot tell whether he recognised me, but that night he was
voluble, almost loquacious. “Tell you something, doc,” he said,
“you are a young fellow.” I marvelled at his statement of the
obvious. “It’s a funny thing I’ve noticed. The radiology requests
that have a ‘Please’ or a ‘Thank you’ somehow seem to get done
quicker.” Having delivered his message, he disappeared into the
bowels of the department never to be seen again that night.
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I don’t think I paid much attention to his comments, nor did I
add “Please” and “Thank you” to my requests; the life of a house
officer does not leave much time for such niceties. I have,
however, reflected on his observation in later years.
A few years ago, I moved from inpatient medicine to work in an
ambulatory setting in a teaching institution. Students present
their prescriptions to me for my signature, and this is when I play
my little game. I add a “Thank you” to every prescription before
signing it, and then lean back to observe the reaction. Most
students complete their rotation seemingly oblivious of my
addition. A minority will add their own “Thank you,” but no
student has ever asked me why I modify the prescriptions. I do
not expect any will, but one never knows.
I like to think that the ultimate beneficiary of my idiosyncrasy
will be the patient. Does it really matter? I do not know, and
perhaps never will.
Sundaram V Ramanan senior attending physician, St Francis
Hospital and Medical Center, Hartford, Connecticut, USA
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