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AN EXPERIENCE OF ORALACYCLOVIR IN TREATING
CHILDREN WITH VARICELLAINFECTION

Igbal Ahmad Memon?, Ammarah Jamal?, Hamida Memon?

ABSTRACT

Objectives: To study the morbidity and complications of varicella infection in patients treated
with acyclovir.

Methodology: It is a descriptive observational study conducted at Paediatric out patient
department of Civil Hospital Karachi during September 1997 to March 1998. All children between
the ages of 2-15 years presenting with clinical features of varicella but healthy otherwise and of
average weight, and presenting within 72 hours of the onset of rash were treated with oral
acyclovir in a dose of 80mg/ kg/ day for five days. At the end of five days the patients were
evaluated for the duration of illness, severity of rash & itch and development of complications.
The patients were also assessed for the side effects of the drug. Cost of the treatment was also
calculated.

Results: A total of 31 children, 15 male and 16 females were studied. After the treatment the
fever remained for 1- 8 days (mean 3.12 days). Eighteen (58%) patients had a moderate rash.
Six(19.3%) had a severe rash while in seven(22%) the rash was of mild nature. Twenty (64.5%) of
the patients had a moderate itch while five patients each (16.1%) had mild and severe itch. New
rash continued to appear for three to nine days (mean 3.3 days). Complications were noted in
three(6.9%) patients’ only and included otitis media, pneumonia and secondary bacterial
infection of vesicular lesions in one patient each. None of the patients developed any side effects
to the drug. The average cost of treatment was Rs.3269/=.

Conclusion: Use of oral acyclovir in varicella infection (chicken pox) seems to limit new rash
formation and total duration of illness to an average of <five days. A double blind case control
study is needed to correctly assess its benefit cost ratio.
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Chickenpox has affected more than three mil-
lion children a year in the United States in early
90s.! It is prevalent in the US despite the avail-
ability of an effective vaccine.? Varicella is most
commonly a mild, benign disease of preschool
and school children.’ Between 75% and 90%
of chickenpox cases occur in children under
10 years of age. According to a 2001 study,
about 10% of children between ages five and
nine and about 2% of 10 to 14 year olds get
chicken pox each year. In immunocompetent



patients, symptoms are usually mild to
moderate, but an uncomplicated severe case
can have more than 1000 lesions and severe
constitutional symptoms.* Although usually
self limited, chicken pox can cause prolonged
discomfort and is associated with infrequent
but serious complications including encepha-
litis, pneumonia, secondary bacterial infec-
tions, bleeding disorders, congenital infection
and life threatening perinatal infections.'?
About 60% of the 14,000 people who are hos-
pitalized for chicken pox each year are chil-
dren. Five out of every 1000 children who have
the infection require hospitalization and in rare
cases, chicken pox can be fatal.*® In all about
40 of the 100 patients who die each year of the
disease are children.® Mortality figures from the
United States suggest an overall death rate from
chickenpox of about one in 40000.” Varicella
can be atypical with distal involvement.® The
treatment of chickenpox is basically symptom-
atic and supportive.” Acyclovir has been used
to treat chickenpox in children. Most recom-
mend its use to modify the severity of infection
in high risk patients."’ Since chicken pox is a
commonly acquired infection in our child
population, we decided to assess the effect of
Acyclovir in children with varicella infection
who were healthy otherwise.

The main objectives were to study the course
and complications of Varicella infection in pa-
tients treated with acyclovir and to assess the
cost of drug therapy.

METHODOLOGY

This is a descriptive observational study
carried out at the pediatric out patient depart-
ment (OPD) of the Dow Medical College and
Civil Hospital Karachi All children between the
ages of 2-15 years presenting with clinical fea-
tures suggestive of Varicella infection/
chickenpox including the characteristic
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vesiculobullous rash from September 1997 to
March 1998 were included in the study. The
children were otherwise healthy and presented
within 72 hours of the appearance of the rash.
Patients who were immunosuppressed includ-
ing severely malnourished children, children
on steroids and cytotoxic drugs or who had
used antiviral therapy during the preceding
week or immunoglobulin in the preceding four
weeks were excluded from the study. Patients
less than two years old, with symptoms of
fever greater than five days prior to presenta-
tion, presence of rash for more than 72 hours,
prior immunization with varicella vaccine,
history of acyclovir intolerance and history of
preexisting renal disease were also excluded.
After detailed history, examination and writ-
ten consent of the parents / guardians the
patients were put on oral acyclovir in a dose
of 80mg/ kg/day for five days. At the end of
five days they were recalled to the OPD and
evaluated for the duration of the illness, sever-
ity of the rash and itch and development of
complications such as scar formation, pneu-
monia and otitis media, encephalitis, eye com-
plications etc. varicella was categorized as mild
(<50 lesions), moderate (250-500 lesions) and
severe (>500 lesions). The palatability of the
drug and its side effects were also assessed. The
cost of the drug was calculated at the end of
the treatment.

Symptomatic treatment was also given
including calamine lotion for local application
as a soothing agent. The data was compiled
and the results analyzed.

RESULTS

A total of 31 patients including 15 males and
16 females were enrolled in the study. Nine-
teen (61%) patients had a history of contact
with a diagnosed case of Varicella. Most of the
patients had moderate symptoms (Table-I)

Table-I: Severity of symptoms (n=31)

Symptoms Mild Moderate Severe Nil Total
Rash 7(22%) 18 (58%) 6(93%) - 31
Itch 5(16.1%) 20(64%) 5(16.12%) 1 31
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while complications occurred only in minimal
number of patients (Table- II) and consisted of
ear infection in one, chest infection in one,
pustule formation in one and scar in 17
(54.8%). Duration of illness and new rash is
mentioned in Table-II. None of the patients
developed any side effects of the drug. Cost of
the treatment varied from Rs.2343/to Rs.6223/
with the average of Rs.3269/.

DISCUSSION

Chickenpox, is a self limited disease. The
period from the appearance of the spots, to the
end of the blister stage lasts about five to seven
days. Most schools allow children with
chickenpox back after ten days of onset. The
numbers of blisters vary widely. It takes about
four days for each blister to dry out and form
a scab. The rash itches, sometimes severely.
Usually separate crops of blisters occur over
four to seven days, and the entire disease pro-
cess lasts between seven and 10 days. Itching,
a common symptom of the varicella infection
can be very distressing; particularly for small
children.® The fever is usually the highest on
the third or fourth day. Treatment so far has
been mostly symptomatic and supportive.
More recently specific treatment with antivi-
ral drugs has been tried widely. In Germany
acyclovir, valacyclovir, famciclovir and
brivudin are approved for the systemic antivi-
ral treatment of herpes zoster. These com-
pounds are all well tolerated by the patients
and do not differ with regard to efficacy and
safety.” Acyclovir is the drug of choice for va-
ricella and herpes zoster. The clinical impact
of acyclovir therapy is related directly to its use
early in the clinical course and to the likely
susceptibility of the patient to severe or life-
threatening Varicella Zoster Virus (VZV)
infection." Immunocompetent children, ado-

lescents and adults with chickenpox displayed
a gradation in their clinical responses to
acyclovir that correlated with the time from
onset of rash to initiation of therapy.’Most ex-
perts feel that the use of oral acyclovir helps
only if started early in the course of the disease
within 24 hours after sores appear.' Early in-
travenous administration of acyclovir is essen-
tial treatment for chickenpox pneumonia.”? A
multicenteric, double blind placebo controlled
study involving 815 healthy children with
chickenpox concluded that acyclovir is a safe
treatment that reduces the duration and sever-
ity of chickenpox in normal children when
therapy is initiated during the first 24 hours of
the rash.! Such children had fewer varicella
lesions and in over 95% of the recipients of
acyclovir, no new lesions formed after day
three.! Similar results were witnessed in our
patients also where the duration of new rash
formation was reduced to an average of three
days as compared to new sores continuing to
crop up daily for four to five days in untreated
patients as mentioned in the literature. Sever-
ity of symptoms was also decreased with only
19% having severe rash and only 16% having
severe itch. They had accelerated progression
to the crusted and healing stages, itching and
fewer residual lesions after 28 days. The results
are further supported from world literature
which reports sooner defervescence and ear-
lier onset of cutaneous healing, as reflected by
a decrease in number of lesions among the re-
cipients of acyclovir.”?*!* Analysis of the
Cochrane Database Syst Rev. 2005" and
Cochrane Database Systamic Review 2002'°
supported above findings. Results were less
supportive with respect to the number of days
to no new lesions and the number of days to
the relief of itching.’>” Similar results were
reported by Biswas ], Nagpal A, et al but no

Table-II: Outcome of the varicella infection (n=31)

Average Duration of New Rash After Treatment

Mean Duration of Illness After Treatment

Complication (no. of patients)

Scar formation

3.3 days (3-9 days)
3.12 days (1-8 days)
3(9.6%)

17(54.8%)
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significant difference was found in systemic
complications suchas bacterial sepsis.'*!® In our
study also 7% developed complications in the
form of acute otitis media, pneumonia while
another 54% developed scars secondary to
bacterial infection of the vesicles. Dunkle LM,
et al' and Sadovsky'" reports limitation in the
duration of fever and constitutional symptoms
to four days which is consistent with our
results where the mean duration of fever was
limited to 3.12 days. Cost of the treatment in
our study varied from Rs.2343/ to Rs.6223/
with the average of Rs. 3269/.

A five day course of acyclovir at a dose of
400 mg four times daily is recommended for
patients aged two to five years. Over the age of
six years the recommended dose is 800 mg four
times daily for five days and over the age of 12
it is 800mg five times daily for seven days.” The
potential economic benefits of earlier return to
work of parents seem unlikely to offset the cost
of the drug and medical time.” Oral acyclovir
therapy is safe and effective for treatment of
varicella in otherwise healthy adolescents'
and it is tolerated well.”!° In our patients also
adverse drug effects were not observed.
Although acyclovir was well tolerated and no
significant difference was observed between
the groups in the titers of antibodies against
Varicella zoster! concerns about viral resistance
have also influenced the decision about
acyclovir risk — benefit. So far short term treat-
ment (5 day) with acyclovir does not seem to
cause viral resistance.'

The use of acyclovir is unlikely to prevent
spread in schools as the greatest contagious-
ness seems to be during the prodrome.” Wide-
spread use of an antiviral drug has theoretical
disadvantages. The immune response may be
impaired in some and this could alter the natu-
ral pattern of the infection and result in earlier
reactivation in the form of zoster.”

The effect of acyclovir treatment on suscepti-
bility to recurrent or reactivated varicella-zoster
virus infection is controversial.”” These obser-
vations suggest that acyclovir, though lessen-
ing the severity of chickenpox, may interfere
with the development of full immunity to the
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varicella-zoster virus. The possibility that
acyclovir may alter subsequent immunity is a
concern.'” The clinical importance of acyclovir
treatment in otherwise healthy children
remains uncertain.'®! In the USA, a routine
childhood immunization programme has
reduced disease incidence, complications,
hospital admissions and deaths in children and
in the general population.* Most experts are of
the opinion that indications for, acyclovir (and
other antiviral agents) treatment are individu-
als who have suffered from severe forms of
varicella and those, belonging to the high-risk
group of patients (adults, viral, complications,
immunocompromised host)® such as neurore-
tinitis following chicken pox' and acute
retinitis after chicken pox in a patient with
T-Cell acute lymphoblastic leukaemia'® where
therapy with acyclovir resulted in complete
recovery. Systemic antiviral therapy is able to
shorten the healing process of acute herpes
zoster, to prevent or to alleviate pain and other
acute and chronic complications, particularly,
when given within 48 hour to a maximum of
72 hour after onset of the rash.’

CONCLUSIONS

Acyclovir seemed safe and limited new rash
formation and duration of illness to less than
five days after start of treatament. However,
due to concerns about interference with devel-
opment of full immunity and cost, it should
only be used in high risk immunocompromised
and severe cases.
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