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Efficacy of Clarithromycin in Pityriasis Rosea

Najia Ahmed?, Nadia Iftikhar2, Uzma Bashir3, Syed Dilawar Abbas Rizvil, Zafar Igbal Sheikh2 and Amir Manzur4

ABSTRACT

Objective: To determine the efficacy of clarithromycin in the treatment of Pityriasis Rosea (PR).

Study Design: Double blind randomized controlled trial.

Place and Duration of Study: Dermatology OPD, Military Hospital, Rawalpindi, from July 2008 to July 2009.

Methodology: Patients aged above 10 years, diagnosed with PR, were randomly assigned to two groups of 30 each to
receive either clarithromycin or similar-looking placebo for one week. Neither the patient nor the treating physician knew
to which group the patient belonged. Patients were assessed at 1, 2, 4 and 6 weeks after presentation and compared for

complete, partial or no response.

Results: Among the 60 patients, no significant difference was found between the two groups at 2 weeks after presentation
(p = 0.598). In the placebo group, complete response was seen in 20 (66.7%), partial response in 3 (10.0%) while no
response was seen in 7 (23.3%). In clarithromycin group, there was complete response in 23 (76.7%), partial response in

3 (10.0%) and no response in 4 (13.3%) patients.

Conclusion: Clarithromycin is not effective in treatment of pityriasis rosea.
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INTRODUCTION

Pityriasis Rosea (PR) is characterized by a distinctive
skin eruption and minimal constitutional symptoms.
Most cases occur between ages of 10 - 35 years.! The
incidence is 172.2/100,000 population/year and
prevalence is 0.6% with a male to female ratio of
1:1.43.2 The cause of the disease is uncertain but
Streptococci, Legionella, Spirochetes, fungi and viruses
especially Human Herpes Virus (HHV) 6 and 7 have
been implicated.’4 History of preceding Upper
Respiratory Tract Infection (URTI) is found in upto 69%
of cases.5 The disease usually starts with a herald patch
(HP) followed 1 - 2 weeks later by crops of oval, dull pink
scaly macules which tend to clear centrally and may
cause itching.6 Atypical patterns can occur.! Most people
recover within 2 - 12 weeks.” Recurrence rate is around
2.5%.1.7 The diagnosis is mainly clinical.2 Dermoscopy
may aid clinical diagnosis.® Differential diagnosis
includes secondary syphilis, seborrhoeic dermatitis,
guttate psoriasis, pityriasis lichenoides, tinea corporis
and certain drug eruptions.6® PR can lead to
undesirable pregnancy outcomes specially when
occurring in first 15 weeks.10
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Although PR is a self-limiting disease, the extensive
rash, occurrence in crops, prolonged course and
uncertain etiology are worrisome for the patients.!
Studies on macrolides and acyclovir have shown
conflicting results,5.12-14 thus suggesting the need for
more research.15.16 There is no published data about PR
in Pakistan. Clarithromycin, a macrolide, if found
effective can be used on account of convenient dosage,
greater activity and fewer adverse effects than
erythromycin, leading to better patient compliance.

The objective of this study was to determine the efficacy
of clarithromycin in the treatment of Pityriasis Rosea
(PR).

METHODOLOGY

The study was a double blind Randomized Controlled
Trial (RCT) carried out from July 2008 to July 2009 at the
Dermatology Department, Military Hospital, Rawalpindi,
a tertiary care center. Approval from Hospital Ethical
Committee was obtained. After informed consent 60
patients were selected through consecutive (non-
probability) sampling. Inclusion criteria were patients
aged 10 years and above, presenting within 2 weeks of
the onset of rash and two dermatologists agreed on the
diagnosis of PR. The study excluded patients with renal
disease (creatinine clearance less than 30 ml/minute),
hypersensitivity to macrolides, pregnancy, prior use of
antibiotics, topical or systemic steroids within 2 weeks,
using bismuth, metronidazole, barbiturates, captopril
and ketotifen and diabetes. History of a herald patch
followed by a secondary eruption, itching and duration of
disease at the time of initial eruption was recorded.
Preceding history of URTI, sexual contact and
similar disease in family members was recorded. Skin
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examination was done to locate the herald patch and
number and distribution of other lesions. Serum VDRL
was done in all patients.

A doctor not involved in the treatment or follow-up of the
patients was responsible for randomization and
concealment. Randomization was done by lottery
method keeping 30 patients in each group. The
outcomes A or B were recorded separately on individual
paper cards which were then placed in opaque sealed
envelopes. Neither the patient nor the doctor who
followed-up, knew to which group the patient belonged.
Patients belonging to treatment group were given oral
clarithromycin 500 mg twice daily for one week in adults
and 250 mg twice daily in children 10 - 12 years of age.
The rest were given similar looking placebo pills
containing glucose. Subjects were followed-up in the
OPD at 1, 2, 4 and 6 weeks. There were no dropouts.
Efficacy was measured in terms of response categorized
as complete when all lesions started healing in less than
2 weeks without the appearance of any fresh lesion,
partial when lesions regressed partially or few new
lesions appeared in 2 weeks, and no response when
there was no regression or new lesions kept on
appearing even after 2 weeks.

Statistical Package for Social Sciences (SPSS) version
14 was used to analyze the findings. Mean and standard
deviation was calculated for numerical variables like
age, number of lesions and duration of disease at the
time of reporting. Frequencies and percentages were
calculated for categorical variables like gender, socio-
economic status (class of monthly income at Rs.
< 10,000, 10,000 - 25,000 and > 25,000), preceding
URTI, sexual exposure, similar disease in family
members, herald patch, itching, response to treatment
and serum VDRL. Chi-square test was used to compare
the response. P-value of less than 0.05 was considered
significant at 95% confidence interval.

RESULTS

The study included 60 patients, 30 each in group A and
group B who were treated with placebo and oral
clarithromycin respectively. Both the groups were
comparable at presentation with respect to age, duration
of disease and number of lesions (Table ).

In group A, monthly income was < Rs. 10,000 in 18
(60.0%) patients, Rs. 10,000 - 25,000 in 3 (10.0%), and
> Rs. 25,000 in 9 (30.0%). In group B, it was < Rs.
10,000 in 15 (50.0%), Rs. 10,000 - 25,000 in 9 (30.0%)
while > Rs. 25,000 in 6 (20.0%, p = 0.144).

PR rash was present on trunk and upper arms in all
(100.0%) cases of group A and group B, on upper legs
in 27 (90.0%) cases of both groups, on neck in 26
(86.7%) cases in group A and 25 (83.3%) cases in group
B (p = 0.718) and on other sites in 4 (13.3%) cases in
group A and 3 (10%) cases in group B (p = 0.688).

Table I: Comparison of age, duration of disease, and number of lesions.

Group-A Group-B p-value
(using t-test)

Age in years 21.67 +7.42 23.13 £ 10.34 0.530
(mean + SD)
Duration of disease
in days (mean + SD) 7.07 £2.728 6.23 + 3.01 0.266
Number of lesions
(mean + SD) 137.90 + 116.75 | 122.03 + 105.49 0.583

Table Il: Comparison of gender distribution, URTI, itching, family history,
sexual contact, herald patch (HP) and VDRL.

Group-A Group-B p-value
(n=30) (n=30) (using
chi-square test)
Gender
Male 17(56.7%) 16 (53.3%) 0.795
Female 13 (43.3%) 14 (46.7%)
URTI 13 (43.3%) 9 (30.0%) 0.284
Itching 12 (40%) 16 (53.3%) 0.301
Sexual contact 17 (56.7%) 13 (43.3%) 0.302
Family history 0 (0.0%) 0 (0.0%) -
HP 22 (73.4%) 27 (90.6%)* 0.095
VDRL 0 (0.0%) 0 (0.0%)

* Two patients had 2 herald patches.

Table Ill: Comparison of response to treatment.

Response Group-A Group-B p-value (using
(n=30) (n=30) chi-square test)
1 week
Complete 5 (16.7%) 4 (13.3%) 0.866
Partial 15 (50.0%) 17 (56.7%)
Nil 10 (33.3) 9 (30.0%)
2 weeks
Complete 20 (66.7%) 23 (76.7%) 0.598
Partial 3 (10.0%) 3 (10.0%)
Nil 7 (23.3%) 4 (13.3%)
4 weeks
Complete 22 (73.3%) 24 (80.0%) 0.084
Partial 2 (6.7%) 5 (16.7%)
Nil 6 (20.0%) 1(3.3%)
6 weeks
Complete 24 (80.0%) 29 (96.7%) 0.126
Partial 5 (16.7%) 1(3.3%)
Nil 1(3.3%) 0 (0.0%)

Comparison of gender distribution, URTI, itching, family
history, sexual contact, herald patch and VDRL is shown
in Table Il. No significant difference between the two
groups was seen regarding response to therapy at 1, 2,
4 and 6 weeks after presentation (Table Il).

DISCUSSION

There is no effective treatment to decrease the duration
and severity of PR.17 Multiple treatment regimens have
been tried including reassurance, antibiotics, antivirals
and phototherapy with varying results in different
studies.512-14,18,19 The incidental finding of improvement
in 2 patients with PR while receiving erythromycin for
URTI,5 led to trials on erythromycin and other macrolides.
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The hypothesis of this study was that clarithromycin was
effective in treatment of PR. The results were contrary to
the hypothesis. Response at 2 weeks was the main
outcome measure. The difference between treatment
and placebo group was insignificant. This finding was
augmented by the observation that no significant
difference in response between the two groups was
seen at 1, 4 and 6 weeks follow-up. As it was the first
study about PR in Pakistan, there was no local studies
available to compare with those results but the results
are comparable with the recent regional’2 and
international studies.’3

PR affects the younger age group mainly in second and
third decade.20 Similar results were noted in this study.
There was slight male preponderance comparable with
a recent epidemiological study” but opposed to Chuh's
analysis2 and Ayanlowo's seven years review.20 It may
be overestimated because of smaller sample size.

Similar to this study, Traore et al. also found PR to be
more prevalent in unfavorable social and economic
backgrounds.2! Hence, it is important to avoid the drugs
which are not found effective thus, reducing the
unnecessary economic burden.

Most of the patients had one HP. Two patients had two
herald patches. The incidence of HP was slightly higher
in this study, 81.6% compared to 40 - 76% in various
studies.2

The incidence of pruritus is variable from mild to severe
itching.” It was higher in this study (46.5%), may be
because of making patients conscious by direct
questioning about itching.

Rash of PR typically involves trunk, with a Christmas
tree pattern on back and upper third of arms and legs.!
Most of the patients had similar distribution of rash. Face
was involved in one patient. Whole of the limbs were
affected in 6 patients who otherwise had extensive rash.

Sharma PK et al. and Shorma L et al. found that in at
least one half of the patients, the first symptoms of PR
were non-specific and consistent with URTL57 The
results are comparable with this study.

All the patients who had a history of sexual relationship
were married and their sexual contacts were with their
spouses only. No case was seen in which both partners
were affected with PR or had a positive family history.
VDRL was negative in all cases of group A and B. This
ruled out the possibility of secondary syphilis which is
one of the closest mimickers of PR.

No patients were lost to follow-up mainly because the
study was conducted in a military hospital where
treatment is free and the patients can be easily called
upon. Besides, personal contact numbers of all the
patients were obtained.

Few controlled trials on the treatment of PR have been
conducted. A placebo-controlled study of 90 patients by

Sharma et al. showed complete clearance of the rash in
73% of patients who received 2 weeks of erythromycin,
compared with persistence of the rash in the placebo
group [Evidence level B, single controlled trial].5 The
results were in contrast to this study but this study was
not randomized, and allocation to groups was not
concealed; therefore, the benefit may have been
overestimated. Since studies have failed to identify an
increase in antibody titers against Streptococci,
Mycoplasma, Chlamydia or Legionella species, the
effect of macrolides may be related to their anti-
inflammatory and immunomodulatory properties.

Chuh et al. reviewed different studies regarding
treatment of PR15 and came across a small good quality
trial (40 people) that compared oral erythromycin and
placebo and found erythromycin effective in decreasing
the rash and itch. The results were not consistent with
our study. However, these results should be treated with
caution since they come from only one small RCT.6 In
general, the authors found inadequate evidence for
efficacy of most treatments for PR.

Rasi et al. compared oral erythromycin with placebo
(an emollient cream) in a study on 184 patients with PR
and found no significant difference between the two
groups.’2 The physicians were not blinded to the
treatment group and the placebo was not similar looking.
However, the results were consistent with this study.

The results of efficacy of azithromycin, another
macrolide in a RCT by Amer et al.,'3 were comparable
with that of clarithromycin in this study i.e. clarithromycin
was ineffective in treatment of PR.

CONCLUSION

Clarithromycin is not effective in decreasing duration or
severity of PR. Reassurance and symptomatic treatment
is all that is required. However, there are only a few
RCTs thus suggesting the need for more research in this
field.
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