Commentstothismonth’sClinical Challenge

Comments:

Varicella-zoster viral (VZV) infection occurs
worldwide. It isacommon, highly infectiousdisease that,
in the absence of immunisation, infects ailmost every
person. Theburden of disease isgreatest among children
with more than 90% of casesoccurring inthisage group.

Varicellavaccinewaslicensed on 17 March 1995 by
the US Food and DrugA dmini gtration f or usein heal thy
persons 12 months of age or older who have not had
varicella. In Hong Kong, the vaccine has been available
for use 9 nce1997 and therearetwo preparationscurrently
on the market (Table 1). Thetwo productshave been
found to have very similar efficacy. The storage
requirements and theprice may haveapart toplay in the
choice between them.

| have divided the subsequent discussion into six
sectionstocover the various important i ssues concer ning
thevaccine.

1. Efficacy andimmunogenicity of the vaccine

Vari cellavaccinehas been demonstrated to be highly
effective. Clinica trials have shown thevaccine to
be 70%to 90% ef fecti vein preventing varicella and
more than 95% effective in preventing severe
varicellal? The seroconversion rate after one dose
of vaccine was demongtrated to be 97%. Although
concernhasbeen expressed about waning i mmunity,
foll ow-upevaluati onsof childrenimmunised during
prelicensure clinical trialsin the United States
reved ed protection for at least 11 years’whilestudies
in Japanindicated protection for morethan 20 years.

“Breakthrough” disease following exposureto wild-
typeVZV occursin about 1 t04% of vaccinessper year
(natural varicella attack rates in children are an
estimated 9%), and the rate does not seem to
increase with length of time after immunisa-
tion® “Breakthrough” disease is usually of short
duration and mildwith fewer than 50VZV skinlesions
and low-gradeor no fever.

2. Adverser eactions

The vaccine hasbeen shown to be safe. Adverse
eventsare generaly mildandinclude fever (10-14%),
vaccine-associated rash (4-6%) and injection ste
reactions (19.3%) .5 In placebo-controlled studies
carriedout in healthy children, theinci denceof fever
of 38.9°C or more among vaccinees was not
sgnificantly different fromthecontrol group. The
rash usually cons gs of six to ten lesons occurring
seven to 21 daysafter inoculation and lasting only
about two days. Chil dren with morethan 50 les ons
were likely to beincubatingwild-typeVZV at the
time of vaccination. The only complaint that
occurred more often invaccinated children waspain
and rednessat the injectionsite. In mogt of the cases,
conservative managementwasall that wasrequired.

3. Herpes zoster after immunisation

Vaccinated individuals have asignificantly lower
incidence of subsegquent zoster comparedwith those
who suffer natural varicella. Thereported incidence
of zogter in healthy vaccinated childrenis 13 cases
per 100,000 per son-years compared with 30to 70 per
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100,000 person-years in the natural varicella
category. Explanationshave been proposed for the
decr eased incidenceof zoster following vaccination.
One possibility isthat thevirus isattenuated and less
abl eto reactivate than the wil d-ty pevirus. Another
isthat the vaccine strain may have less frequent
accessto sensory nervesbecauseof alower inci dence
of viraemiaand infection of the skin/

Post-exposur e immunisation

There is evidence to sugges that the vaccineis
eff ectivein preventing or modifyingvaricellawhen
giventohousehol d contactswithin three days of the
appearanceof therash intheindex case. Inasudy
where ten subjects received post-exposure
vaccinati ons within 72 hoursof exposure, only one
developed skin lesions® Thereisno harm from
intercurrent administration of varicella vaccine to
indi vidual sincubating wild-typevaricel la

Interaction with other vaccine

Varicellavaccinemay be saf dy given with all other
routine childhood immunisations. Similar immune
responses wer e seen when mead es-mumps-rubella
(MMR), di phtheria-tetanus-pertussisvaccine (D TP)
and varicella vaccine wer e gi ven smultaneoudy or
sSx weeksapart.

Concern has also been expressed regarding
transmissonof vaccine-associatedvirus. Experience
upto now with morethan 14 million doses of vaccine
distributed in the United States indicates that such
occurrenceisextremely rareand therisk isincreased
only if thevacci nated person developsarash.

Pregnancy

The American Centre for Disease Control has
established a Varicell aVaccine Pregnancy Registry to
monitor materna andfoetal outcomesof womenwho
werei nadvertently immunised with thevaccine three
months or lessbefore pregnancy or anytime during
pregnancy. Theregisry containsdatafrom more
than 300 deliveries and indicates no defects
compatible with congenital varicella syndrome.
However, datafrom such a sma | number of subjects
may not have sufficient power to detect rare defects.

In summary, varicellavaccine is saf e, effectiveand

probably cos-effective in healthy children. No severe
reactions have been reported following vaccination. The
incidence of herpes zoser islessin vaccineesthan in
indi vidual swho have had naturd varicellainfections. To
date, thereis no evidence of waning immunity following
vaccination. o
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