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Abstract The overall incidence of herpes zoster in Europe is approximately 3 per 1000 people per year and more than

10 per 1000 people per year in those aged >80 years. Post herpetic neuralgia (PHN) is a common debilitating
complication of herpes zoster, particularly in patients aged >50 years, in persons with severe pain or rash at
presentation, and in those with significant prodromal symptoms.

Antiviral drugs can effectively control acute symptoms and, if used early enough in the course of the illness,
can help prevent the development of PHN and other complications. However, despite this, many patients do not
receive such treatment. The economic impact of zoster and PHN is largely underestimated in Europe.
Furthermore, there is considerable variation throughout Europe in the management of herpes zoster. Use of
antiviral therapy including the newer potent antiviral agents such as brivudin, which requires less frequent
administration than acyclovir, is improving patient outcomes in some European countries. However, in many
countries, patient awareness of herpes zoster and, as a result, overall antiviral use is low.

Guidelines recommending the use of antiviral agents, particularly in patients at risk of developing PHN, are
available but are not widely used. More needs to be done to educate the general public and increase awareness
among primary healthcare providers of the benefits of timely and appropriate pharmacological therapy in
patients with herpes zoster.
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Herpes zoster (shingles) is the clinical manifestation of latent
varicella zoster virus (VZV) reactivation, which can occur several
decades after the primary varicella infection (chickenpox). Herpes
zoster presents as a painful localized cutaneous rash. Triggers for
reactivation include advancing age, co-morbidities (such as malig-
nancies and HIV infection), and immunosuppressive treatments
(such as chemotherapy and radiotherapy). Many patients develop
persistent pain as a result of the herpes zoster infection, termed
post herpetic neuralgia (PHN).

Public awareness of the potential severity of shingles and its
complications is poor and management varies considerably among
European countries. A panel of dermatology, venereology, and
pain experts from several European countries was convened to
identify unmet needs and critical issues in the management of
herpes zoster and its complications. This review summarizes these
discussions and suggests some ways in which management could
be improved.

1. Epidemiological Patterns and Trends in Europe

The lifetime risk of herpes zoster is estimated at 10-20% and
more than 50% in those aged >80 years.!!l Herpes zoster is more
severe and more likely to result in hospitalizations and complica-
tions in older patients than in younger adults,'?! and is rare and
generally benign in children.”! In a US-based epidemiologic chart
review of children and adolescents, the incidence rates were 0.2
per 1000 people per year in children <5 years of age and 0.6 per
1000 per year in those aged 15-19 years.!*!

It is known that reactivation of latent VZV is more likely in
immunocompromised individuals and the elderly, but little is
known about the risk factors in individuals with no underlying
immunosuppression. This paucity of definitive clinical data re-
garding risk factors was highlighted in a recent review of popula-
tion-based epidemiological studies;"®! most studies were carried
out on a wide age range of adults and overall incidence rates were
similar among European countries. In all studies, as expected, the
incidence rates increased sharply with age. Annual incidence in
Europe has been reported as 0.3—-0.74 per 1000 people per year in
children aged <10 years, 1.6 per 1000 in adults aged <40 years, 2.5
per 1000 in adults aged >20-50 years, 7.8 per 1000 in adults aged
>60 years, and 10 per 1000 in elderly adults aged >80 years.!%7!

Other risk factors for zoster are thought to be linked to loss of
VZV immunity; a significant variation in incidence was seen
among countries and races. Country and race are thought to be
proxies for ‘age of primary varicella infection” because certain
geographical areas (namely, the Caribbean, Central America, In-
dia, Pakistan, Sri Lanka, Bangladesh, Singapore, and Malaysia)
typically have late-onset varicella (primary varicella infection in
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adolescence or young adulthood). Significantly lower rates of
zoster were seen in patients with childhood residence in countries
with late-onset varicella. This was thought to be related to mainte-
nance of VZV-specific immunity in older age due to the later
acquisition of varicella.’! The lack of significant variation among
UK and mainland European countries is probably due to similari-
ties in racial mix and varicella age of onset.

Individuals with increased contact with varicella (e.g. primary
healthcare providers and parents) had a reduced risk of reactiva-
tion, demonstrating the protective effect of contact with varicella.
Similarly, communities with higher incidences of varicella had
lower rates of zoster in young adults (aged 15-44 years).b!

Some epidemiological studies reported a higher incidence in
women than men, but the evidence is not conclusive.®! Socioeco-
nomic status, seasonality, and urban/rural residence were not
found to be risk factors for herpes zoster."!

Controversially, data from a US incidence study suggest that
overall immunosuppressive conditions had little impact on the
incidence of herpes zoster, but were associated with early recur-
rences.!3! More research is needed to determine risk factors conclu-
sively.

1.1 Impact of Varicella Vaccination

Epidemiological trends may change as a result of varicella child
vaccination programs; in the US, VZV appears to be in retreat
following the introduction of mass vaccination with Oka vaccine
in 1995, but the pool of latent wild-type virus in the adult popula-
tion represents a continuing threat. The long-term effects of vari-
cella vaccination in children on adult herpes zoster incidence are
uncertain, although a recent study suggested that the vaccination-
associated decrease in varicella disease was not associated with an
increase in herpes zoster infection.”!

Unlike the US, the UK and some other European countries have
a targeted vaccination strategy, i.e. identification and vaccination
of high-risk individuals only. The impact on herpes zoster may
depend on which strategy (child or targeted) is used. Possible
effects of child and targeted vaccination were shown in a mathe-
matical modeling study.'”! Using this model and a child vaccina-
tion strategy, the incidence of herpes zoster would increase in the
short-term as a result of the reduction in varicella infection,
depriving adults with latent virus from intermittent boosts to their
immunity (exogenous boosting) through contact with children
with varicella. Eventually, after 20-40 years, the incidence of
herpes zoster would probably begin to fall. The targeted strategy
will prevent varicella in a group of high-risk individuals, but will
have no effect on the incidence of varicella or zoster in the general
population.

Am J Clin Dermatol 2005; 6 (5)



European Management of Herpes Zoster

In the pre-vaccination era, hospitalization rates for zoster were
0.16 per 1000 people per year (four times higher than for primary
varicella); 67% of patients were aged >64 years, no seasonality
was seen, and the rates were higher in Hispanics and Blacks (4.1
and 2.6 times more likely, respectively).'l' A recent US study
showed that the incidence and hospitalization rates of primary
varicella and herpes zoster did not change significantly following
introduction of widespread vaccination in children.?!

Further surveillance studies are required to determine the ongo-
ing effects of the various varicella-zoster vaccination strategies on
the incidence and severity of herpes zoster. More research into the
mechanisms of boosting immunity in adults with latent virus is
also required to better understand the potential effect of vaccina-
tion.!!?!

Developments in immunosuppressive therapies for cancer, or-
gan transplantation, immunoreactive disorders, and allergy may
also impact on the incidence of herpes zoster.

2. Nature of Disease and its Complications

2.1 Herpes Zoster

Herpes zoster progresses through several stages: prodromal
(1-4 days before rash); acute (painful rash stage 7-10 days); and
healing (2-4 weeks). Prodromal symptoms can include headache,
photophobia, itching, and malaise, but rarely fever,!'3! and may
precede the appearance of the rash by 48—72 hours and possibly
longer. The rash, a unilateral dermatomal erythematous macu-
lopapular eruption, is often preceded by abnormal skin sensations
(itching, tingling, and pain) lasting for up to 5 days. The character-
istic clusters of vesicles form pustules, ulcerate, crust and heal,
usually in a self-limiting fashion, resolving after 2-3 weeks. In
rare cases, cutaneous dissemination can occur. In most patients,
the rash is accompanied by pain for at least the first 2 weeks of the
acute phase (figure 1). Pain is often under treated. Substantial
alleviation of pain associated with acute herpes zoster is possible
in most patients and should be the primary goal of treatment. In
most patients, pain subsides gradually over the 6 months after the
rash has disappeared, but a small percentage of patients develop
persistent pain in the form of PHN. Other complications of herpes
zoster can include ophthalmic involvement, Ramsay Hunt syn-
drome, or motor involvement. Life-threatening complications oc-
cur rarely in immunocompetent patients!'#! and are not discussed
here.

2.2 Post Herpetic Neuralgia (PHN)

PHN is defined as an intractable, chronic, neuropathic pain
continuing for more than 3 months after resolution of rash (figure
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Fig. 1. Herpes zoster-associated pain (reproduced from Johnson,['5! with
permission from Lippincott Williams & Wilkins). PHN = post herpetic neu-
ralgia.

1).11817 1t is thought to be the result of virus- or immune response-
induced damage to the affected sensory neurons and secondary
changes in function at several levels of the nociceptive pathway.[®!
Like zoster itself, the incidence and duration of PHN increases
with age.['8) Overall, PHN occurs in 10-20% of all zoster patients,
but it is rare in herpes zoster patients aged <40 years. In those aged
>50 years the risk of PHN increases dramatically. More than 50%
of herpes zoster patients >60 years!'’! and over 70% of those >70
years!® report pain 1 month after the onset of the disease. Unlike
zoster, the risk of PHN is not increased in immunocompromised
patients.l?”! Variations in estimates from different sources are
frequent and depend on the definition of PHN used.

Other risk factors for PHN include increased severity of pain
and rash in the acute phase of zoster infection,?!! significant
prodromal pain, extended rash duration, and cranial or sacral
locations of zoster symptoms.[' In a retrospective analysis of
studies of the antiviral famcyclovir in 965 patients with herpes
zoster receiving active treatment or placebo, older age, female sex,
presence of prodromal pain, and increased acute rash and pain
severity were identified as independent predictors of PHN.??!

Psychological distress is also thought to be a risk factor for
PHN.[21:231 In a case-control study, stressful events were found to
be more common in zoster patients compared with controls. A
hypothetical vulnerability-diathesis-stress model has been pro-
posed in which higher levels of psychosocial stress predispose the
herpes zoster patient to developing PHN. >4

Viremia has also been associated with increased risk of PHN. In
a study investigating the effect of viremia on zoster-associated
pain in 119 patients, the prevalence and duration of pain was

Am J Clin Dermatol 2005; 6 (5)
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greater in VZV DNA-positive patients (p < 0.05 vs VZV DNA-
negative patients).!>!

3. Current Antiviral Therapy and Effect on PHN

3.1 Treatment of Acute Zoster

The objective of herpes zoster treatment is to control pain,
hasten rash healing, and reduce the risk of PHN and other compli-
cations. An additional objective that is particularly important in
immunosuppressed patients is to reduce the risk of dissemination
of the VZV infection.['3]

Antivirals may be more effective if started earlier in the course
of the disease.”! A major limitation of current therapy is the delay
between onset of symptoms and initiation of antiviral therapy. In
many cases, viral activity and neural damage are ongoing for
several days before the diagnosis is made and antivirals are pre-
scribed. Early antiviral therapy has been shown to decrease the
duration of rash and severity of pain in the elderly.[?”!

The most important aim of therapy for herpes zoster is to
control pain. Therefore, in addition to antiviral therapy, appropri-
ately dosed analgesics in combination with a neuroactive agent
(e.g. gabapentin, amitriptyline) are used to shorten the degree and
duration of acute zoster pain.”8! Some indicative evidence of the
effects of neuroactive agents has been established in mice, but an
appropriate human study is awaited.[>”! The German Dermatology
Society also suggests that corticosteroids be considered in patients
not responding properly to analgesics, based on the results of two
large, prospective studies that showed high-dose corticosteroids in
addition to antiviral therapy had some beneficial effect on acute
pain and rash healing, although no significant impact on PHN was
observed.[?®]

3.1.1 Nucleoside Analogs

The oral nucleoside analogs acyclovir, famcyclovir, valacy-
clovir, and brivudin are used in the treatment of herpes zoster in
adults aged >50 years. All slow the rate of new lesion develop-
ment, leading to faster healing and resolution of pain. Antivirals
have been shown to shorten the duration of viral replication; this
may restrict further neuron damage and reduce the incidence,
severity, and duration of PHN.BY

Acyclovir, Famcyclovir and Valacyclovir

A meta-analysis of 691 patients with herpes zoster showed
acyclovir (800mg five times daily for 7-10 days) to be more
effective than placebo.3!! Benefits were particularly noticeable in
patients aged >50 years and fewer acyclovir-treated patients had
PHN at 3 and 6 months compared with placebo recipients. Overall,
the duration of pain and its incidence at 3 and 6 months in the
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acyclovir group was approximately half that seen with placebo.
Disadvantages of acyclovir include poor bioavailability for oral
administration and the resulting need for five times daily adminis-
tration.

Famcyclovir (the oral prodrug of penciclovir, which is poorly
absorbed by oral administration) has similar efficacy to acyclovir
in terms of loss of acute phase pain in immunocompromised®?
and immunocompetent patients.[*¥ Valacyclovir (the prodrug of
acyclovir), which greatly increases the bioavailability of acyclovir,
shows enhanced efficacy compared with oral acyclovir with re-
spect to time to resolution of pain, although effects on acute pain
and rash progression are similar.'** Both prodrugs have the advan-
tage of a reduced dose frequency compared with acyclovir. A
study in immunocompetent patients aged >50 years showed that
famcyclovir 500mg and valacyclovir were therapeutically
equivalent in terms of both healing rate and pain resolution.3”

Brivudin

Another antiviral agent used in herpes zoster is the synthetic
pyrimidine analog brivudin. Brivudin, a virostatic agent activated
by viral enzymes phosphorylation, has been launched in some
European countries, and is indicated for the early treatment of
acute herpes zoster in immunocompetent adults. Active brivudin
triphosphate prevents viral replication by blocking the VZV DNA
polymerase and is 200-1000 times more effective at inhibiting
viral replication in vitro than acyclovir or penciclovir.’® In
uninfected cells, brivudin remains unchanged and diffuses from
the cell in its inactive form. In vitro studies showed viral inhibition
with brivudin to be considerably faster and more sustained than
with acyclovir; its fast onset of activity is thought to be due to
rapid accumulation inside virally infected cells.*”! Because of its
greater potency and long plasma elimination half-life, brivudin is
administered as a single 125mg tablet once daily. Other advan-
tages of brivudin include the fact that it is eliminated via both the
liver and kidney and, therefore, no dose modifications are required
in patients with renal or hepatic impairment, and its lack of effect
on cytochrome P450 enzymes. Drug interactions have been report-
ed with 5-fluorouracil and other 5-fluoropyrimidines. The main
metabolite of brivudin, bromovinyluracil, inhibits dihydropyrimi-
dine dehydrogenase (DPD), which regulates the metabolism of
pyrimidine derivatives, and causes accumulation and enhanced
toxicity of these drugs. Consequently, 5-fluorouracil,
capecitabine, floxuridine, flucitosine, or tegafur must not be ad-
ministered before 4 weeks after the end of the treatment with
brivudin. As a further precaution, DPD activity should be moni-
tored before starting any treatment with 5-fluoropyrimidine drugs
in patients who recently received brivudin.
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Brivudin 125mg once daily was shown to be more effective
than acyclovir in reducing the duration of rash and the severity of
pain in 1227 immunocompetent patients with herpes zoster in a
randomized, double-blind, multicenter study. The primary
endpoint, time to last eruption, was significantly shorter (by 25%)
with brivudin than with acyclovir, particularly in patients aged >50
years.[® In a large randomized, double-blind, multicenter study in
2027 patients aged =50 years with acute herpes zoster, brivudin
125mg once daily had similar efficacy in reducing pain (i.e.
prevalence of PHN at month 3, duration of PHN, and prevalence
and duration of zoster-associated pain) and rash to famcyclovir
250mg three times daily.*! Brivudin has a similar tolerability
profile to acyclovir.**#!l Brivudin and famcyclovir also have
similar antiviral activity and a comparable tolerability profile.(*"!

3.1.2 Analgesic Therapy

Analgesic therapy should be increased from acetaminophen
(paracetamol) to acetaminophen plus codeine, and then to strong
opioid analgesics, morphine or oxycodone, as required. The tricy-
clic antidepressants amitriptyline,[*>*¥  nortriptyline!*>*! or
desipramine,®! the antiepileptic o-2-8 ligands gabapentin!*?! or
pregabalin,'®*1 and strong opioids are used to treat significant
persistent pain.[*>* Topical lidocaine is also prescribed for persis-
tent PHN. 142!

3.2 Prevention of PHN

Established PHN is difficult to manage and often refractory to
treatment. Therefore, prevention is the best strategy, particularly in
patients who have been identified as being at higher risk of PHN.
Lowering viral activity in the acute phase reduces neural damage
and this is thought to reduce the likelihood of PHN, as this
condition results from virus- and immune response-induced neural
damage and secondary changes within the nociceptive pathway.
Early antiviral therapy (within 72 hours of rash onset) has been
shown to reduce the risk and duration of PHN, especially in
elderly!®*! and immunocompromised!“®! patients. However, in
some studies, evidence supporting the use of antiviral agents is
less striking.

Nucleoside analogs (acyclovir 800mg five times daily for 7
days; famcyclovir 250-500mg three times daily for 7 days; vala-
cyclovir 1g three times daily for 7 days) have been shown to
reduce the morbidity associated with PHN.47!

In a large randomized, controlled trial of patients aged >50
years with acute herpes zoster, the prevalence of PHN among the
1712 per-protocol patients was similar with famcyclovir 250mg
and brivudin treatment (9.6% and 11.3%, respectively).l*! In the
179 patients with PHN, the duration of PHN was similar with
brivudin and famcyclovir, as was the case in a subset of patients
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aged =65 years. A retrospective analysis of zoster patients aged
>50 years suggested that the relative risk of PHN and the incidence
of chronic pain were significantly lower (by 25%) with brivudin
than with acyclovir.38!

Older studies, such as the report of Eaglstein et al.,[*® did not
rule out the possibility that corticosteroids might reduce the inci-
dence of PHN. Two large subsequent, well-designed studies sug-
gested that corticosteroids offer some short-term benefits, al-
though one study™®”! showed an excess of corticosteroid-related
adverse effects.[*>3 Neither study showed any significant protec-
tion against PHN.[49-301

4. Economic Impact of Herpes Zoster and PHN

In addition to the clinical burden of disease on the patient, the
overall economic burden of herpes zoster and PHN is considera-
ble. Direct costs include primary care costs, particularly the cost of
antiviral therapy and pain medication, and specialist and hospital
costs. Indirect costs include the loss of ability to care for oneself,
loss of productivity or ability to support oneself, and financial
implications for family and caregivers.

Given the relatively high proportion of medication costs, drugs
that engender a greater adherence to therapy can result in consider-
able cost savings. To estimate the impact of optimal management
on the cost of the disease, the cost of prevention must be weighed
against the relative risk of PHN without preventative therapy and
the cost of care. The main cost of long-term PHN is the cost of pain
relief. Clearly, more up-to-date and comparative pharmacoeco-
nomic data are required to determine the relative risk of PHN with
and without antiviral therapy, and the cost effectiveness of treat-
ment of long-term PHN versus preventative therapy in all patients
with herpes zoster and the various high-risk subgroups. These data
also need to take into account the detrimental impact of pain on
patients’ quality of life.

The high costs of healthcare in elderly patients are a particular
concern in many countries. A Spanish retrospective study of
national surveillance system hospital data for patients hospitalized
with herpes zoster showed that herpes zoster is more severe and
more likely to result in hospitalizations in patients aged >50 years
than in those aged <50 years.’!l Although hospitalization is a
minor proportion of the total cost of care of this disease, the annual
cost of hospitalization was estimated at €7 million (approximately
$US10 million). Since herpes zoster and its complications are
largely a disease of the elderly, the burden on healthcare resources
will increase as the elderly population increases;”?! projected data
from the 2001 UK census show a dramatic increase in the >65-
year age group up to the year 2025.

Am J Clin Dermatol 2005; 6 (5)
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A recently published study of a VZV (Oka strain) vaccine or
placebo administered to patients aged 260 years showed a signifi-
cant reduction in disease burden and incidence of herpes zoster
and PHN in the vaccine group.33! However, whether the vaccine
provides cost-effective disease management in this or other patient
groups remains to be determined.

5. Perceptions and Management Among
European Countries

5.1 Treatment Guidelines

There are a number of local treatment guidelines for herpes
zoster. The most well known are those provided by the Interna-
tional Herpes Management Forum (IHMF). The IHMF was estab-
lished in 1993 to improve the awareness and understanding of
herpes viruses among the general public and primary healthcare
providers. IHMF guidelines and treatment algorithms®*+>>! provide
detailed recommendations for the management of acute herpes
zoster. Other national guidelines include those from the German
Dermatological Society,?® the British Society for the Study of
Infection (BSSI),[ ! UK Department of Health,%! the Italian Soci-
ety of Dermatology, and the Italian Herpes Forum.5781 A number
of other countries have local guidelines in development. There are
no formal US guidelines produced by American societies, but a
number of local guidelines are available. In general, guidelines
recommend systemic antiviral therapy (acyclovir, famcyclovir,
valacyclovir, or brivudin) to shorten the healing process of acute
herpes zoster, to alleviate pain, and to alleviate or prevent acute
and chronic complications. Antiviral agents are effective when
given within 48—72 hours of rash onset and are strongly indicated
in patients aged >50 years, patients with herpes zoster in the head
or neck area (especially ophthalmic zoster), those with severe
zoster on the trunk or extremities, immunosuppressed patients, and
those with severe atopic dermatitis or eczema. Some guidelines
suggest that antivirals should not be used if the rash has been
present for more than 72 hours, although evidence of efficacy has
not yet been established. If this is the case, the efficacy may be
lower, but this should not preclude the use of antivirals, particular-
ly in those at high risk of PHN and other complications. Some
guidelines recommend the use of intravenous antivirals for treat-
ment of ophthalmic zoster in immunosuppressed patients.°! The
IHMF guidelines clearly state that antiviral therapy should be
given, even if the patient has had the rash for more than 72 hours,
when there is ophthalmic or motor involvement.
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5.2 Differences among European Countries

Discussions at the roundtable expert panel meeting arrived at
the general view that there are substantial differences in the
management of herpes zoster among European countries, and that
treatment guidelines are used to varying degrees in the different
countries. In Italy, the disease is well known but many patients
seek medical advice at a late stage. Antivirals are prescribed, but
not always according to local guidelines. In the UK, there is
generally a moderate level of awareness among both the general
public and primary care providers.®*! Guidelines published by the
UK Department of Health and the BSSI*330611 are widely availa-
ble and are used, but drug costs may prevent optimal prescribing in
many cases. In Spain, herpes zoster imposes a substantial burden
on healthcare resources.P!! Considerable delays in treatment are
seen in the public healthcare system, which treats approximately
50% of cases. In Germany, antiviral therapy is used for herpes
zoster according to the German Dermatological Society guide-
lines.8!

In Eastern European countries, such as the Czech Republic,
primary-care providers were prohibited from prescribing systemic
antiviral treatment for herpes zoster in immunocompetent patients.
Since July 2005, acyclovir can be prescribed by both general
practitioners and dermatologists without any limitation, while the
other virostatics (valacyclovir, famcyclovir, and brivudin) can
only be prescribed by dermatologists.

6. Suggested Revisions to Existing Treatment
and Guidelines

Despite the availability of guidelines, in many cases antiviral
initiation, dosage and course duration, and adjunctive pain man-
agement are inadequate. Some herpes simplex cases are wrongly
identified as herpes zoster; correct diagnosis is essential for opti-
mal treatment. As screening tests are expensive, most cases can be
differentiated by the patient’s age and clinical presentation; a
younger individual presenting with recurrent painful rash in the
cranial or sacral dermatomes is most likely to have herpes simplex,
whereas herpes zoster is far more likely to present in older individ-
uals. A lack of understanding of herpes zoster among patients may
lead to under-treatment of this disease,/”! which exacerbates these
limitations.

In view of these existing inadequacies, patients and primary
healthcare providers would benefit from internationally accepted
and widely circulated and publicized general guidelines. We pro-
pose that the IHMF and German Dermatology Society guidelines
are used as a basis for the development of general guidelines that
could be adapted for local use. Revision of the guidelines consid-
ers recommendations for antiviral treatment in immunocompetent

Am J Clin Dermatol 2005; 6 (5)
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Ophthalmic zoster

Acute herpes zoster

* Arrange urgent referral for ophthalmological assessment and start antiviral
therapy even if symptoms have been present for more than 72h
» Avoid topical corticosteroids except on the advice of an ophthalmologist

v

Risk factor(s)?

Assess risk factors for PHN:
* Severe acute pain

* Age >50 yrs

* Severe rash

Prescribe antiviral therapy for 7d and encourage full regimen adherence:

« Oral valaciclovir 1000mg tid or

* Oral famciclovir 250mg tid (UK) or 500mg tid (North America) or

* Oral aciclovir 800mg 5 x daily or

* Oral brivudin 125mg once daily

(Note: some guidelines suggest that antivirals are not effective and should not be used if
duration of rash >72h. This rule of thumb must be ignored for ophthalmic zoster and for
others at risk of PHN or those with Ramsay Hunt syndrome or other motor involvement)

* Significant prodromal
symptoms

Supportive management:
* Explain nature of herpes zoster
* Support and reassurance

Analgesics:
* Ascend the ‘analgesic ladder’ from paracetamol/acetaminophen
to codeine, morphine or oxycodone as necessary

* Advise on use of loose natural fibre clothing

.

and an early return to normal activities

Review at 3—4 wks:
* Significant pain or
allodynia?

A 4

Follow-up if needed

 Consider addition of nortriptyline or amitriptyline (25mg at night increasing
incrementally every few days until pain relief, 100mg or unacceptable
adverse effects; can start at 10mg in the elderly and frail) for 4-8 wks

Yes « Consider gabapentin commencing with 300 mg/day increasing incrementally
to approx. 1800 mg/day, or pregabalin bid or tid commencing with
150 mg/day, increasing to 300 mg/day after 3—7 days and, if needed, to a
maximum of 600 mg/day after a further 7 days*

« If not effective when target dose achieved:
» Strong opioid analgesics such as morphine or oxycodone can help
« Consider topical lidocaine (5% patch)

A 4

Review at 8—10 wks

Refer to colleague/clinic with
expertise in pain management

Ramsay Hunt syndrome or other
motor involvement is also an
indication for specialist referral

Pain or allodynia resolved
to a maximum of 2 on a
scale of 0-10

Discontinue analgesia but continue
any tricyclic antidepressant/gabapentin
therapy until 3 mo after pain disappears
or reaches an acceptable and low level.

Then taper off treatment.

Fig. 2. Management algorithm for acute herpes zoster in immunocompetent patients based on the International Herpes Management Forum (IHMF)%4 and
German Dermatological Society guidelines®?®! (reproduced from IHMF Management Guidelines Series,®¥ with permission of Cambridge Medical Publica-
tions, http://www.ihmf.org/Library/monograph/s_11.pdf). bid = twice daily; PHN = post herpetic neuralgia; tid = three times daily. * Lyrica Summary oi

Product Characteristics.!*4

patients and, although there is no evidence that antivirals affect the
outcome of patients with Ramsay Hunt syndrome or other motor
involvement, inclusion of these as indications for prompt antiviral
therapy. Logic and clinical evidence suggest that if antiviral ther-
apy is indicated, it should be given while there is an indication of
ongoing viral activity, regardless of whether the rash has been
present for more than 72 hours, to reduce the risk of PHN and other

© 2005 Adis Data Information BV. All rights reserved.

complications. A suggested treatment algorithm is shown in figure
2.

7. Conclusion

The burden of herpes zoster is underestimated, particularly in
the very elderly. There is substantial variation in the management
of herpes zoster and its complications among European countries.
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More should be done to improve awareness of available manage-
ment guidelines and algorithms and emphasize the cost-effective-
ness of early antiviral therapy versus the long-term cost of treating
the potential complications, particularly in high-risk patients. Pub-
lished data show benefits in identifying patients at high risk of
developing PHN and other complications and tailoring treatment
accordingly.

The impact of herpes zoster-associated pain is also underesti-
mated. A primary goal of treatment should be the acceptable
alleviation of pain. This is possible in most patients and more can
be done to improve outcomes in this area. The time to diagnosis
and treatment is delayed in many cases, and more research is
required to confirm the clinical and economic advantages of
earlier antiviral therapy in the hope that this will accentuate the
need for more timely intervention.

New potent highly bioavailable antiviral agents, such as once-
daily brivudin, simplify the management of herpes zoster and
should help to address current limitations in management and
improve treatment compliance.
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