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ABSTRACT

Background

Pityriasis rosea is a scaly, itchy rash that mainly affects young adults and lasts for 2 to 12 weeks. The effects of many available treatments
are uncertain. This is an update of a Cochrane Review first published in 2007.

Objectives

To assess the effects of interventions for the management of pityriasis rosea in any individual diagnosed by a medical practitioner.

Search methods

We updated our searches of the following databases to October 2018: the Cochrane Skin Specialised Register, CENTRAL, MEDLINE, Embase,
and LILACS. We searched five trials registers. We also checked the reference lists of included and excluded studies, contacted trial authors,
scanned the abstracts from major dermatology conference proceedings, and searched the CAB Abstracts database. We searched PubMed
for adverse effects to November 2018.

Selection criteria

Randomised controlled trials of interventions in pityriasis rosea. Treatment could be given in a single therapy or in combination. Eligible
comparators were no treatment, placebo, vehicle only, another active compound, or placebo radiation treatment.

Data collection and analysis

We used standard methodological procedures expected by the Cochrane. Our key outcomes were good or excellent rash improvement
within two weeks, rated separately by the participant and medical practitioner; serious adverse events; resolution of itch within two
weeks (participant-rated); reduction in itch score within two weeks (participant-rated); and minor participant-reported adverse events not
requiring withdrawal of the treatment.

Main results

We included 14 trials (761 participants). In general, risk of selection bias was unclear or low, but risk of performance bias and reporting
bias was high for 21% of the studies.

Interventions for pityriasis rosea (Review) 1
Copyright © 2019 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


mailto:contruiz@gmail.com
https://doi.org/10.1002%2F14651858.CD005068.pub3

: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Participant age ranged from 2 to 60 years, and sex ratio was similar. Disease severity was measured by various severity indices, which the
included studies did not categorise. Six studies were conducted in India, three in Iran, two in the Philippines, and one each in Pakistan, the
USA, and China. The included studies were conducted in dermatology departments and a paediatric clinic. Study duration ranged from 5
to 26 months. Three studies were funded by drug manufacturers; most studies did not report their funding source. The included studies
assessed macrolide antibiotics, an antiviral agent, phototherapy, steroids and antihistamine, and Chinese medicine.

None of the studies measured participant-rated good or excellent rash improvement. All reported outcomes were assessed within two
weeks of treatment, except for adverse effects, which were measured throughout treatment.

There is probably no difference between oral clarithromycin and placebo in itch resolution (risk ratio (RR) 0.84, 95% confidence interval
(CI) 0.47 to 1.52; 1 study, 28 participants) or rash improvement (medical practitioner-rated) (RR 1.13, 95% CI 0.89 to 1.44; 1 study, 60
participants). For this comparison, there were no serious adverse events (1 study, 60 participants); minor adverse events and reduction in
itch score were not measured; and all evidence was of moderate quality.

When compared with placebo, erythromycin may lead to increased rash improvement (medical practitioner-rated) (RR 4.02, 95% CI 0.28
to 56.61; 2 studies, 86 participants, low-quality evidence); however, the 95% CI indicates that the result may also be compatible with
a benefit of placebo, and there may be little or no difference between treatments. Itch resolution was not measured, but one study
measured reduction in itch score, which is probably larger with erythromycin (MD 3.95, 95% Cl 3.37 to 4.53; 34 participants, moderate-
quality evidence). In the same single, small trial, none of the participants had a serious adverse event, and there was no clear difference
between groups in minor adverse events, which included gastrointestinal upset (RR 2.00, CI 0.20 to 20.04; moderate-quality evidence).

Two trials compared oral azithromycin to placebo or vitamins. There is probably no difference between groups in itch resolution (RR 0.83,
95% C10.28t0 2.48) or reduction in itch score (MD 0.04, 95% CI -0.35 to 0.43) (both outcomes based on one study; 70 participants, moderate-
quality evidence). Low-quality evidence from two studies indicates there may be no difference between groups in rash improvement
(medical practitioner-rated) (RR 1.02, 95% Cl 0.52 to 2.00; 119 participants). In these same two studies, no serious adverse events were
reported, and there was no clear difference between groups in minor adverse events, specifically mild abdominal pain (RR 5.82, 95% ClI
0.72 to 47.10; moderate-quality evidence).

Acyclovir was compared to placebo, vitamins, or no treatment in three trials (all moderate-quality evidence). Based on one trial (21
participants), itch resolution is probably higher with placebo than with acyclovir (RR 0.34, 95% CI 0.12 to 0.94); reduction in itch score was
not measured. However, there is probably a significant difference between groups in rash improvement (medical practitioner-rated) in
favour of acyclovir versus all comparators (RR 2.45, 95% Cl 1.33 to 4.53; 3 studies, 141 participants). Based on the same three studies, there
were no serious adverse events in either group, and there was probably no difference between groups in minor adverse events (only one
participant in the placebo group experienced abdominal pain and diarrhoea).

One trial compared acyclovir added to standard care (calamine lotion and oral cetirizine) versus standard care alone (24 participants). The
addition of acyclovir may lead to increased itch resolution (RR 4.50, 95% CI 1.22 to 16.62) and reduction in itch score (MD 1.26, 95% CI 0.74
to 1.78) compared to standard care alone. Rash improvement (medical practitioner-rated) was not measured. The trial reported no serious
adverse events in either group, and there may be no difference between groups in minor adverse events, such as headache (RR 7.00, 95%
C10.40 to 122.44) (all results based on low-quality evidence).

Authors' conclusions

When compared with placebo or no treatment, oral acyclovir probably leads to increased good or excellent, medical practitioner-rated
rash improvement. However, evidence for the effect of acyclovir on itch was inconclusive. We found low- to moderate-quality evidence
that erythromycin probably reduces itch more than placebo.

Small study sizes, heterogeneity, and bias in blinding and selective reporting limited our conclusions. Further research is needed to
investigate different dose regimens of acyclovir and the effect of antivirals on pityriasis rosea.

PLAIN LANGUAGE SUMMARY

Treatments for pityriasis rosea
Background

Pityriasis rosea is a common scaly rash prevalent in young adults. A patch of redness and scales is followed by widespread rash. Pityriasis
rosea usually resolves within 2 to 12 weeks; however, the rash can resemble a serious contagious skin condition, causing concern. Moreover,
pityriasis rosea can cause moderate to severe itching, making effective treatment necessary.

Review question

We wanted to evaluate the effectiveness and safety of treatments for pityriasis rosea. Eligible treatments were topical, systemic (oral or
injected medicines that work throughout the entire body), or light therapy, given alone or in combination with another treatment, and
compared against no treatment, placebo (an identical but inactive treatment), vehicle (inactive ingredients that help deliver an active

Interventions for pityriasis rosea (Review) 2
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treatment) only, or another active treatment. As spontaneous recovery usually occurs between 2 and 12 weeks in cases of untreated
pityriasis rosea, we considered outcomes reported at two weeks.

Study characteristics
The evidence is current to October 2018.

We included 14 studies with a total of 761 participants aged between 2 and 60 years (similar numbers of males and females). Most studies
were conducted in Asia in dermatology departments and lasted between 5 to 26 months. Three studies were funded by drug manufacturers;
most studies did not report their funding sources. Disease severity was assessed by various measures, but participants were not categorised
into mild, moderate, or severe disease. Important treatments assessed by the studies included various antibiotics and acyclovir (a drug
meant to treat herpes infections), which were compared to placebo, no treatment, or standard care. Additional treatments included
phototherapy, corticosteroids and antihistamine, and Chinese medicine (potenline). Most studies assessed treatment used for one week.

All reported outcomes were assessed within two weeks of treatment, except for side effects, which were measured throughout treatment.

None of the included studies reported on the participant's rating of rash improvement. Itch was always participant-assessed. Rash
improvement was rated as good or excellent.

There is probably no difference between clarithromycin and placebo in medical practitioner-rated rash improvement or itch resolution,
and no serious adverse events were reported (all moderate-quality evidence). Reduction in itch score and minor side effects were not
measured.

Similarly, there may be no difference in medical practitioner-rated rash improvement between azithromycin and placebo or vitamins, but
erythromycin may lead to increased rash improvement when compared to placebo; however, the results show there may be a benefit with
placebo or little or no difference between treatments (low-quality evidence for both outcomes). There is probably no difference between
azithromycin and comparators in itch resolution or reduction in itch score; there was no clear difference in minor side effects, such as mild
abdominal pain (both moderate-quality evidence). When comparing erythromycin to placebo, itch resolution was not measured, but there
is probably a greater reduction in itch score with erythromycin. There was no clear difference in the likelihood of minor side effects, such
as gastrointestinal upset, between groups (moderate-quality evidence for both outcomes).

Asingle study suggested that acyclovir is probably less effective than placebo in achieving itch resolution (but itch score reduction was not
measured). However, results from three studies indicate that acyclovir is probably significantly more beneficial than placebo, no treatment,
or vitamin tablets in medical practitioner-rated rash improvement. There is probably no difference between acyclovir and placebo in the
incidence of minor side effects: one participant in the placebo group experienced mild abdominal pain and diarrhoea (all outcomes based
on moderate-quality evidence).

Asingle trial indicated that acyclovir used in combination with standard care (calamine (anti-itch lotion) and the antihistamine cetirizine)
may reduce itch score and increase itch resolution (low-quality evidence). Medical practitioner-rated rash improvement was not measured.
There may be no difference between groups in minor side effects, such as headache, increased sleep, sickness, and impact on taste.

None of the studies reported serious adverse events (low- to moderate-quality evidence).
Quality of the evidence

The quality of the evidence for the main comparisons was low to moderate. Many of the results were based on a small number of trials,
with a low number of participants. There was also some variation amongst the trial results and concerns over study design.

Interventions for pityriasis rosea (Review) 3
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SUMMARY OF FINDINGS

Summary of findings for the main comparison. Clarithromycin compared to placebo for pityriasis rosea

Clarithromycin compared to placebo for pityriasis rosea

Patient or population: pityriasis rosea
Setting: outpatient dermatology clinic
Intervention: clarithromycin
Comparison: placebo

Outcomes Anticipated absolute effects” Relative ef- Ne of partici- Quality of the Comments
(95% Cl) fect pants evidence
(95% Cl) (studies) (GRADE)
Risk with Risk with clar-
placebo ithromycin
The proportion of participants with good or excellent rash im- - - - - - Not measured
provement within 2 weeks, as rated by the participant
Serious adverse events, i.e. serious enough to require withdrawal - - Not estimable 60 DO No partici-
of the treatment (LRCT) Moderate @ pantsin ei-
ther group ex-
perienced se-
rious adverse
events.
The proportion of participants with resolution of itch within 2 Study population RR0.84 28 DO -
weeks, as rated by the participant (0.47 to 1.52) (1 RCT) Moderate @
667 per 1000 560 per 1000
(313 to 1000)
Reduction in itch score within 2 weeks, as rated by the partici- - - - - - Not measured
pant
The proportion of participants with good or excellent rash im- Study population RR1.13 60 ®BDO -
provement within 2 weeks, as rated by a medical practitioner (0.89 to 1.44) (LRCT) Moderate @

767 per1000 866 per 1000

(682 to 1000)

Minor participant-reported adverse events not requiring with-
drawal of the treatment

Not measured
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*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% ClI). The assumed risk is calculated from the single-study analysis or meta-analysis, using the number of events or mean difference in the control group(s).

Cl: confidence interval; RCT: randomised controlled trial; RR: risk ratio

GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate quality: We are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is sub-
stantially different.

Low quality: Our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low quality: We have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

dDowngraded by one level to moderate-quality evidence for imprecision due to small sample size.

Summary of findings 2. Erythromycin compared to placebo for pityriasis rosea

Erythromycin compared to placebo for pityriasis rosea

Patient or population: pityriasis rosea
Setting: outpatient dermatology clinic
Intervention: erythromycin
Comparison: placebo

Outcomes Anticipated absolute effects” Relative ef- Ne of partici- Quality of the Comments
(95% CI) fect pants evidence
(95% Cl) (studies) (GRADE)
Risk with Risk
placebo with ery-
thromycin
The proportion of participants with good or excellent rash im- - - - - - Not measured
provement within 2 weeks, as rated by the participant
Serious adverse events, i.e. serious enough to require withdrawal - - Not estimable 34 SPPO No partici-
of the treatment (LRCT) Moderate @ pantsin ei-
ther group ex-
perienced se-
rious adverse
events.
The proportion of participants with resolution of itch within 2 - - - - - Not reported

weeks, as rated by the participant
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Reduction in itch score within 2 weeks as rated by the participant = The mean re- MD 3.95 high- - 34 B30
Assessed with: visual analogue scale duction in itch er (LRCT) Moderate @
Scale from: 0 to 10 (higher score = worse itch) score within 2 (3.37 higher
weeks as rated to 4.53 higher)
by the partici-
pant was 1.76.
The proportion of participants with good or excellent rash im- Study population RR 4.02 86 SDOO
provement within 2 weeks as rated by a medical practitioner (0.28to (2 RCTs) Low b
Assessed with: complete cure 33 per 100 100 per 100 56.61)
(9 to 100)
Minor participant-reported adverse events not requiring with- Study population RR2.00 34 BBDO
drawal of the treatment: Gastrointestinal upset. (0.20to (1 RCT) Moderate @
Assessed with: presence or absence of the side effect 6 per 100 12 per 100 20.04)
(1 to 100)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% ClI). The assumed risk is calculated from the single-study analysis or meta-analysis, using the number of events or mean difference in the control group(s).

Cl: confidence interval; MD: mean difference; RCT: randomised controlled trial; RR: risk ratio

GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate quality: We are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is sub-

stantially different.

Low quality: Our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low quality: We have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

adDowngraded by one level to moderate-quality evidence for imprecision due to small sample size.

bDowngraded by two levels to low-quality evidence: one level for imprecision due to small sample size and one level for inconsistency due to heterogeneity amongst studies.

Summary of findings 3. Azithromycin compared to placebo or vitamins for pityriasis rosea

Azithromycin compared to placebo or vitamins for pityriasis rosea

Patient or population: pityriasis rosea

Setting: outpatient dermatology and paediatric clinics
Intervention: azithromycin

Comparison: placebo or vitamins
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Outcomes Anticipated absolute effects” Relative ef- Ne of partici-  Quality of the Comments

(95% Cl) fect pants evidence

(95% ClI) (studies) (GRADE)

Risk with Risk with

placebo or vi- azithromycin

tamins
The proportion of participants with good or excellent rashim- = - - - - - Not measured
provement within 2 weeks, as rated by the participant
Serious adverse events, i.e. serious enough to require with- - - Not estimable 119 ODDO No participantsin
drawal of the treatment (2 RCTs) Moderate @ either group expe-

rienced serious ad-
verse events.

The proportion of participants with resolution of itch within2 ~ Study population RR0.83 70 B0 -
weeks, as rated by the participant (0.28 to 2.48) (1 RCT) Moderate @

171 per 1000 142 per 1000

(48 to 425)

Reduction in itch score within 2 weeks, as rated by the partic- = The mean re- MD 0.04 high- - 70 SDDO -
ipant ductioninitch er (1 RCT) Moderate @
Assessed with: visual analogue scale score within (0.35 lower to
Scale from: 0 to 10 (higher score = worse itch) 2 weeks was 0.43 higher)

0.47.
The proportion of participants with good or excellent rashim- ~ Study population RR 1.02 (0.52 119 DO -
provement within 2 weeks as rated by a medical practitioner. 10 2.00) (2 RCTs) Lowb
Assessed with: complete or partial resolution, no response 441 per 1000 449 per 1000

(229 to 881)

Minor participant-reported adverse events not requiring Seecomment Seecomment RR5.82 119 SODO No participants
withdrawal of the treatment: Mild abdominal pain. (0.72to (2 RCTs) Moderate @ in the placebo
Assessed with: presence or absence of the side effect 47.10) group reported

mild abdominal
pain versus 5/60
participantsin
the azithromycin
group.

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and

its 95% Cl).

Cl: confidence interval; MD: mean difference; RCT: randomised controlled trial; RR: risk ratio
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GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect.
Moderate quality: We are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is sub-

stantially different.

Low quality: Our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low quality: We have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

aDowngraded by one level to moderate-quality evidence for imprecision due to small sample size.

bDowngraded by two levels to low-quality evidence: one level for imprecision due to small sample size, and a further level for study limitations due to high risk of reporting
bias in one study (Amer 2006). It was stated that the presence of pruritus was measured at baseline and at each follow-up, but this information was not included in the results.
There was also no report on concomitant treatment used, although this was stated to have been recorded at each follow-up. Also, random sequence generation and allocation

concealment were unclear.

Summary of findings 4. Acyclovir compared to placebo, vitamins, or no treatment for pityriasis rosea

Acyclovir compared to placebo, vitamins, or no treatment for pityriasis rosea

Patient or population: pityriasis rosea

Setting: outpatient dermatology clinic
Intervention: acyclovir

Comparison: placebo, vitamins, or no treatment

Outcomes Anticipated absolute effects*  Relative ef- Ne of partici-  Quality of the Comments

(95% Cl) fect pants evidence

(95% Cl) (studies) (GRADE)

Risk with Risk with

placebo, vit-  acyclovir

amins, or no

treatment
The proportion of participants with good or excellentrash = - - - - - Not measured
improvement within 2 weeks, as rated by the participant
Serious adverse events, i.e. serious enough to require - - Not estimable 141 ®BPO No serious adverse
withdrawal of the treatment (3RCTs)a Moderate b events were reported
Assessed with: presence or absence in either group.
Proportion of participants with resolution of itch within2  Study population RR0.34 21 00 -
weeks, as rated by the participant (0.12t0 0.94) (LRCT)c¢ Moderate b

80 per 100 27 per 100

(10 to 75)

feaqny £1
aueiyds’o) =

‘yyeay 19199
*SUOISII3P pawioju]
*32UBPINS pashiL

SM3IADY J13BWSISAS JO seqeleq auelyd0)



(ma1ndy) easou siselifyid o) suoruanIdu|

Reduction in itch score within 2 weeks, as rated by the
participant

Not reported

The proportion of participants with good or excellentrash ~ Study population RR 2.45 141 BODO -

improvement within 2 weeks, as rated by a medical prac- (1.33t0 4.53) (3RCTs) @ Moderate d

titioner 28 per 100 67 per 100

Assessed with: decrease or absence of erythema (37 to 100)

Minor participant-reported adverse events not requiring Study population RR0.31 141 SDPO 1 participantin the

withdrawal of the treatment (0.01to0 7.02) (3RCTs)a Moderate b placebo group experi-
7 per 100 2 per 100 enced abdominal pain

(0 to 54) and diarrhoea. No ad-

verse events were re-
ported with acyclovir.
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*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% Cl). The assumed risk is calculated from the single-study analysis or meta-analysis, using the number of events or mean difference in the control group(s).

Cl: confidence interval; RCT: randomised controlled trial; RR: risk ratio

GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate quality: We are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is sub-
stantially different.

Low quality: Our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low quality: We have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

aSingh 2016 and Ganguly 2014 utilised a dose of 800 mg 5 times per day for 7 days. Rassai 2011 utilised a dose of 400 mg 5 times per day for 7 days.
bDowngraded by one level to moderate-quality evidence for imprecision due to small sample size.
€Singh 2016 utilised a dose of 800 mg 5 times per day for 7 days.

dDowngraded by one level to moderate-quality evidence due to study limitations, as one of the trials had a high risk of performance bias and unclear risk of selection bias
(allocation concealment), detection bias, and attrition bias (10 dropouts with unknown numbers and reasons per group) (Rassai 2011).

Summary of findings 5. Acyclovir + calamine + cetirizine compared to calamine + cetirizine for pityriasis rosea

Acyclovir + calamine + cetirizine compared to cetirizine + calamine for pityriasis rosea

Patient or population: pityriasis rosea
Setting: outpatient dermatology clinic
Intervention: acyclovir + calamine + cetirizine
Comparison: calamine + cetirizine
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Outcomes Anticipated absolute effects” Relative ef- Ne of partici-  Quality of the Comments

(95% Cl) fect pants evidence

(95% ClI) (studies) (GRADE)

Risk with Risk with

calamine + acyclovir +

cetirizine calamine +

cetirizine
The proportion of participants with good or excellent rashim- = - - - - - Not measured
provement within 2 weeks, as rated by the participant
Serious adverse events, i.e. serious enough to require with- - - Not estimable 24 SDOO No serious adverse
drawal of the treatment (LRCT) Low @ events requiring
Assessed with: presence or absence withdrawal were
reported in either
group.
The proportion of participants with resolution of itch within2 ~ Study population RR 4.50 24 P00 -
weeks, as rated by the participant (1.22to (1 RCT) Low @
Follow-up: 2 weeks 167 per 1000 750 per 1000  16.62)
(203 to 1000)

Reduction in itch score within 2 weeks, as rated by the partic- = The mean re- MD 1.26 high- - 24 SDOO -
ipant ductioninitch er (LRCT) Low @
Assessed with: visual analogue scale score within (0.74 higher
Scale from: 0 to 10 (higher score = worse itch) 2 weeks was to 1.78 higher)

0.58.
The proportion of participants with good or excellent rashim- = - - - - - Not measuredb
provement within 2 weeks, as rated by a medical practitioner
Minor participant-reported adverse events not requiring Seecomment Seecomment RR7.00 24 000 No events in the
withdrawal of the treatment: Headache. (0.40to (LRCT) Low @ control group ver-
Assessed with: presence or absence 122.44) sus 3/12 partici-

pants in the acy-
clovir group

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and

its 95% Cl).

Cl: confidence interval; MD: mean difference; RCT: randomised controlled trial; RR: risk ratio

GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect.
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Moderate quality: We are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is sub-

stantially different.

Low quality: Our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low quality: We have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

aDowngraded by two levels to low-quality evidence: one level for study limitations due to high risk of performance bias (participants were not blinded) and one level for
imprecision. The sample size of this trial was only 24 (12 per group).
bThis study did not report on this precise outcome. However, it did evaluate participants for reduction in lesional score (a measure of rash severity), which was calculated by
addition of erythema score (0 if absent, 1 if present), scaling score (0 if absent, 1 if present), and number of lesions score (< 30 lesions was given a score of 1, 30 to 100 lesions a
score of 2, and > 100 lesions a score of 3). The mean change in lesional score was significantly larger when acyclovir was added to the standard of care (6.08 + 0.69 versus 2.84 +
0.74; MD 3.24,95% Cl 2.67 to 3.81; Analysis 5.3). Downgraded by one level to moderate-quality evidence for imprecision; outcome assessors were blinded.

Summary of findings 6. Acyclovir compared to erythromycin for pityriasis rosea

Acyclovir compared to erythromycin for pityriasis rosea

Patient or population: pityriasis rosea
Setting: outpatient dermatology clinic

Intervention: acyclovir
Comparison: erythromycin

Outcomes Anticipated absolute effects” Relative ef- Ne of partici- Quality of the Comments

(95% Cl) fect pants evidence

(95% ClI) (studies) (GRADE)

Risk Risk with

with ery- acyclovir

thromycin
The proportion of participants with = - - - - - Not measured
good or excellent rash improve-
ment within 2 weeks, as rated by
the participant
Serious adverse events, i.e. serious - - Not estimable 30 BDPO All participants completed the trial and no
enough to require withdrawal of (LRCT) Moderate @ adverse events are reported in either group.
the treatment
The proportion of participants with =~ Seecomment  Seecomment RR13.22 14 DO All 8 participants in the acyclovir group had
resolution of itch within 2 weeks, (0.91to (LRCT) Lowb resolution of itch versus zero in the ery-
as rated by the participant 192.02) thromycin group. Hence, the assumed and

corresponding risks could not be calculated.
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(4%

Reduction in itch score within 2 - -
weeks, as rated by the participant

Not measured

The proportion of participants with = - - Not estimable 30 SDOO Zero events in both groups

good or excellent rash improve- (LRCT) Lowb

ment within 2 weeks, as rated by a

medical practitioner

Assessed with: complete response

Minor participant-reported adverse = - - Not estimable 30 DO No participants in either group experienced
events not requiring withdrawal of (LRCT) Lowb adverse events.

the treatment

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and

its 95% Cl).

Cl: confidence interval; RCT: randomised controlled trial; RR: risk ratio

GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate quality: We are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is sub-

stantially different.

Low quality: Our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low quality: We have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

aDowngraded by one level to moderate-quality evidence for imprecision due to very small sample size and a small number of events in terms of response measures.

bDowngraded by two levels to low-quality evidence: one level for imprecision due to very small sample size and a small number of events in terms of response measures and one
level for study limitations (unclear risk of selection bias, performance bias, and detection bias), as this trial does not specify randomisation methods, and very little information

is provided on blinding of participants and outcome assessors.
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BACKGROUND

Description of the condition
Description and epidemiology

Pityriasis rosea (PR) is a benign, self-limited skin disease
characterised by the sudden appearance of multiple, discrete
patches of skin rash in a distinctive pattern over the trunk and limbs.
'Pityriasis' (meaning bran-like) indicates that there are fine scales
in the skin lesions (Percival 1932). 'Rosea' means rose-like and
describes the typical colour of therash (Percival 1932), although the

colour varies to a wide extent in people of different races (Ahmed
1986).

A characteristic of PR is the apparently 'programmed' course of
events. A single larger lesion, measuring about 1 to 3 centimetres,
usually precedes the widespread rash for up to two weeks. This
initial lesion, also known as the 'herald patch', most commonly
appears on the trunk (Figure 1). It is oval-shaped, with a rose,
scaly, slightly elevated border and paler centre. The herald patch
may not be identifiable in many people, thus its absence does not
necessarily exclude a diagnosis of PR.

Figure 1. Classical pityriasis rosea. The largest lesion is the herald patch. The other lesions are the secondary

eruption.

The subsequent, abrupt, generalised eruption is known as the
secondary eruption. Lesions are similar to the herald patch but

smaller. Their distribution commonly follows the skin cleavage
lines in what is referred to as the 'Christmas tree pattern' (Figure 2).
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The rash usually occurs on the trunk and extends to the upperarms ~ 2009; Polat 2012; Bas 2015). Involvement of the face or scalp is also
and upper thighs, rarely to the forearms and legs. The eruptiononly  rare but has been reported, more frequently in people with black
occasionally spreads to the palms and soles, although the herald  skin (Klauder 1924; Jacyk 1980; Amer 2007; Zawar 2010a).

patch can sometimes present at these sites (Deng 2007; Robati
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Figure 2. The secondary eruption in pityriasis rosea showing the 'Christmas tree pattern'.
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More lesions will appear in the first two to six weeks. All lesions
will then disappear spontaneously without treatment. The entire
disease duration is usually between 2 and 12 weeks, but it may
last for as long as 7 months (Chuah 2014; Drago 2015a). Some
darkening or lightening of the affected skin can remain for months
after recovery (Percival 1932; Amer 2007).

A variety of constitutional symptoms have been reported as
preceding or occurring simultaneously with the onset of skin
eruption. These include prodromal malaise, loss of appetite,
headache, symptoms of upper respiratory tract infection,
abdominal pain, joint pain, swelling of lymph nodes, and mild fever
(Percival 1932; Cheong 1989; Tay 1999; Sharma 2000; Sharma 2008;
Ozylirek 2014; Drago 2015b). The rash is not painful, but about 30%
to 50% of people with PR will experience itching of moderate to
severe intensity.

Whilst multiple recurrences are possible, most individuals who
experience an episode of PR will not have another attack (Percival
1932; Chuang 1982; Zawar 2009; Chuah 2014; Sankararaman 2014;
Drago 2014a).

Pityriasis rosea is a relatively common condition with an
approximate incidence of 0.5% to 2% (Zawar 2010b). One study
reported that for every 100,000 people in the community, about
170 will have PR in any one year (Chuang 1982). Pityriasis
rosea is diagnosed in about 0.3% to 1.2% of all patients seen
by dermatologists worldwide, although it seems to occur more
frequently in several African countries, with annual incidence rates
ranging from 2.2% up to 4.8% of dermatological patients (Jacyk
1980; Ahmed 1986; Olumide 1987; Harman 1998; Nanda 1999; Tay
1999; Kyriakis 2006; Sharma 2008).

The incidence of PR peaks between the ages of 15 and 30 years
(Chuang 1982; Harman 1998; Sharma 2008; Zawar 2010b). Most
epidemiological studies report that girls and women are more likely
to experience PR, with the overall male to female ratio of about
1:1.1-1.4 (Jacyk 1980; Chuang 1982; Olumide 1987; Harman 1998;
Nanda 1999; Kyriakis 2006; Ozyiirek 2014). In contrast, PR seems to
occur more frequently in menin Singapore and India (Cheong 1989;
Tay 1999; Sharma 2008).

The data on seasonal variation in occurrence of PR is conflicting
and varies between different geographical regions, but seasonal
incidence seems to be highest during the colder months (Percival
1932; Chuang 1982; Ahmed 1986; Harman 1998; Sharma 2008).
Furthermore, it is known that cases of PR tend to occur in clusters
(Messenger 1982; Chuh 2003a; Chuh 2005b).

Terminology

Pityriasis rosea is also known by the following names: pityriasis
rosea of Gibert, pityriasis rosea of Vidal, pityriasis circinata et
marginata, and pityriasis maculata et circinata (Percival 1932).

Causes

The exact cause of PR is unknown. Several facts suggest that PR is
caused by an infectious agent. The first is that the disease course,
as mentioned above, is 'programmed}, similar to the course of some
viral rashes such as measles or chickenpox. The constitutional,
prodromal symptoms that accompany or precede the onset of rash
also suggest an infectious origin, as well as the epidemiological
data on seasonal variations and case clustering. Furthermore, most

people who have suffered from the eruption will not have another
attack during their lifetime.

Numerous infectious agents have been considered as possible
causes of PR, but the human herpesvirus 6 (HHV-6) and human
herpesvirus 7 (HHV-7) have been studied most extensively.
However, different investigators have reported conflicting results.
There are positive reports supporting the role of one or both
of these viruses (Drago 1997a; Drago 1997b; Watanabe 1999;
Drago 2002; Watanabe 2002, Vag 2004; Broccolo 2005; Canpolat
Kirac 2009; Drago 2015b), as well as many negative reports
(Kempf 1999; Yasukawa 1999; Yoshida 1999; Kosuge 2000; Offidani
2000; Chuh 2001; Wong 2001; Karabulut 2002; Yildirim 2004).
Whilst still controversial, a causative relationship with HHV-6
and HHV-7 seems likely, and it has been suggested that PR is
associated with the reactivation of these infections (Watanabe
2002; Broccolo 2005; Drago 2009a). Evidence has shown that PR
is not associated with herpes simplex virus 1 and 2, Epstein-
Barr virus, or cytomegalovirus (Bozdag 2005; Canpolat Kirac
2009), whereas the only two studies on the possible association
with HHV-8 infection have yielded conflicting results (Chuh 2006;
Prantsidis 2009).

Some drugs can produce a skin rash as a side effect that
can resemble PR; however, these rashes are different in nature
(Drago 2014b). Pityriasis rosea and PR-like eruptions have also
been described as occurring after vaccinations against smallpox,
tuberculosis, HIN1 influenza virus, human papillomaviruses, and
other infectious agents (Chen 2011; Drago 2014c; Drago 2015c).

Impact

About 80% to 90% of people with PR experience itching. In one-
third to one-half of cases, itching is of moderate to severe intensity
(Percival 1932; Cheong 1989; Sharma 2008; Ozyiirek 2014).

The quality of life of people with PR (or parents of children with
the disease) may be significantly affected. They may experience
anxiety related to uncertainties about the cause, nature, and
possible infectivity of the eruption, as well as concern regarding
physical appearance of the skin (Chuh 2003c; Chuh 2005a; Kaymak
2008). In dark-skinned individuals, prominent pigmentary changes,
especially when involving the face, may represent a serious
cosmetic problem.

It is likely that many people with PR will consult a primary care
physician, but primary care physicians have been reported to
significantly underdiagnose the disease (Pariser 1987). Consulting a
primary care physician and then not receiving a precise diagnosis of
PR could potentially make an individual even more anxious about
the nature of the eruption and its prognosis.

The mostimportant, although only recently recognised, effect of PR
is the impact it may have on the outcome of pregnancy. It has been
reported that PR occurring in pregnant women may be followed by
premature delivery, neonatal hypotonia, or even foetal death, with
an abortion rate of 13% overall and up to about 60% if the rash
developed within first 15 weeks of pregnancy (Drago 2008; Drago
2014d).

Description of the intervention

Both topical and systemic treatments are currently used to treat
pityriasis rosea. Current standard of care is aimed at controlling
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symptoms and consists of topical emollients and antipruritic
lotions, topical corticosteroids, and oral antihistamines.

Topical treatments mainly comprise emollients and topical
corticosteroids. The aim of topical treatment is to reduce the
signs of acute inflammation, primarily by reducing the erythema
and scaling thus to decrease the visibility of the lesions, but
also to reduce the pruritus that often accompanies the rash.
Corticosteroids, both topical and systemic, have a broad, non-
specific anti-inflammatory effect and are therefore widely used
in the treatment of various inflammatory skin diseases. Topical
corticosteroids come in the form of a cream or an ointment,
and are ranked based on their potency. Examples include the
following: clobetasol propionate, betamethasone dipropionate,
mometasone furoate, fluticasone propionate, betamethasone
valerate, fluocinolone acetonide, and hydrocortisone acetate.
Emollients are basic care in the management of various forms of
eczema and other inflammatory skin diseases and are aimed at
improving the skin barrier function and reducing dryness and the
associated scaling and pruritus (van Zuuren 2017). They are often
used as a placebo intervention or comparator in the evaluation of
other topical treatments in dermatological clinical trials.

Systemic treatments that have been tried thus far include
medications for symptomatic control of itch such as oral
antihistamines, systemic corticosteroids, intravenous glycyrrhizin,
oral antibiotics of the macrolide group, the antiviral agent
acyclovir, and sunlight and artificial ultraviolet radiation (usually
as narrowband ultraviolet B) (Castanedo 2003; Chuh 2007; Drago
2009bh).

Oral antihistamines are used as symptomatic treatment of pruritus
in various disease states, regardless of the cause. Examples
include the following: chloropyramine, loratadine, desloratadine,
cetirizine, levocetirizine, bilastine, and others. Acyclovir is an
antiviral drug specifically used for the treatment of infections
with herpes viruses. Similar treatments include famciclovir and
valacyclovir. In the context of the current hypothesis on the viral
aetiology of PR, the use of acyclovir is somewhat controversial
because it has weak activity against HHV-6 and no activity
against HHV-7 in laboratory conditions (Yoshida 1998). Macrolide
antibiotics are often used for their broad-spectrum antibiotic
effects in cases of bacterial infections, but also due to their
non-specific anti-inflammatory and immunomodulatory effects.
The most common ones include erythromycin, azithromycin, and
clarithromycin.

Ultravioletirradiation (usually delivered as narrow-band ultraviolet
B phototherapy) is used in the treatment of various inflammatory
skin diseases such as psoriasis, atopic eczema, or vitiligo, but also
in various disease states accompanied by itch (Rivard 2005).

How the intervention might work

Topical corticosteroids have broad anti-inflammatory effects
through the regulation of gene expression of various cytokines,
cellular enzymes, and other elements in the intra- and intercellular
signalling pathways. Emollients restore the epidermal aqueous
and lipid content, which in turn prevents perpetuation of skin
inflammation and reduces skin dryness, scaling, and the associated
itch (Rerknimitr 2017).

Antihistamines are standard systemic treatment of aetiologically
varying forms of pruritus, caused by dermatological or non-
dermatological diseases. Antihistamines work by inhibiting H1
histamine receptors. Acyclovir specifically inhibits DNA synthesis
in herpes viruses and may be effective in PR due to the possible
causative role of HHV-6 and HHV-7 in the development of this
clinical entity. Macrolide antibiotics may be effective in PR primarily
due to their immunomodulatory and anti-inflammatory effects
(Scheinfeld 2003). It has been hypothesised that phototherapy
exerts its antipruritic effect through release of endogenous
antipruritic mediators or by direct effect on the sensitivity of
cutaneous sensory nerves (Legat 2018).

Why it is important to do this review

The previous version of this review found inadequate evidence
for the efficacy of most treatments for PR (Chuh 2007). Potential
clinical benefit was shown only for oral erythromycin, but this
evidence came from a single, small trial. Since Chuh 2007, which
included only three trials, several studies evaluating the efficacy of
various macrolide antibiotics as well as that of acyclovir have been
published. The current review summarises the existing evidence
and provides an updated conclusion on the currently available
treatments for PR.

Pityriasis rosea is essentially a self-limiting disease, and the rash
disappears for the most part at 2 to 12 weeks, with or without
treatment. The benefits associated with the use of any active
intervention should therefore outweigh any potential adverse
effects. Adverse effects may be short term (such as stomach upsets
caused by antibiotics) or long term (such as the risk of skin
cancer caused by ultraviolet radiation, or the effects of systemic
corticosteroids on bones). The use of antibiotics and antivirals
may theoretically induce resistance to bacteria and viruses, thus
affecting not only the individual but also the community as a whole.

There are many questions regarding the treatment of PR that do
not have answers. It is unknown whether many of the available
treatments can modify the disease course, relieve itch, or improve
quality of life. A systematic review would help determine the most
effective therapies, when and for whom they should be used, the
duration of treatment, possible risks and side effects, and the
level of treatment acceptability. This review would also enable
an assessment of the level and quality of the currently available
evidence, and identify areas of uncertainty or gaps in knowledge
that require further research.

OBJECTIVES

To assess the effects of interventions for the management
of pityriasis rosea in any individual diagnosed by a medical
practitioner.

METHODS

Criteria for considering studies for this review
Types of studies

All randomised controlled trials (RCTs) that evaluate the
effectiveness of interventions for pityriasis rosea (PR).
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Types of participants

Any individual who has been diagnosed with PR by a medical
practitioner. Studiesincluding only a subset of relevant participants
will be included but analysed separately.

Types of interventions

« Topical therapy
*  Emollients

*  Antihistamine creams or ointments
* Corticosteroid creams or ointments

« Light therapy
* Sunlight

*  Artificial ultraviolet light therapy

« Systemic therapy
*  Qral antihistamines

*  Oral corticosteroids

* Oral antibiotics

* Oral antiviral agents

* Intravenous Chinese medicine agents

The interventions may be either single or combination therapy. The
comparators may be no treatment, placebo, vehicle only, another
active compound, or placebo radiation treatment.

Types of outcome measures
Primary outcomes

« The proportion of participants with good or excellent rash
improvement within two weeks, as rated by the participant.

« Serious adverse events, i.e. serious enough to require
withdrawal of the treatment.

Secondary outcomes

« The proportion of participants with resolution of itch within two
weeks, as rated by the participant.

« Reduction in itch score within two weeks, as rated by the
participant.

« The proportion of participants with good or excellent rash
improvement within two weeks, as rated by a medical
practitioner.

« Improvement in quality of life as rated by the participant by the
use of questionnaires or other methods.

« Minor participant-reported adverse events not requiring
withdrawal of the treatment.

Timing of outcome assessment

We chose 2 weeks as the timing of the outcome assessment, as
people without any active treatment usually have spontaneous
recovery between 2 and 12 weeks. Any improvement after two
weeks with active treatment would be difficult to differentiate
whether the improvement is due to spontaneous recovery from the
disease or to the treatment.

Search methods for identification of studies

We aimed to identify all relevant RCTs regardless of language
or publication status (published, unpublished, in press, or in
progress).

Electronic searches

For this update, we revised all of our search strategies in line with
current Cochrane Skin practices. Details of the previous search
strategies are shown in Chuh 2007.

The Cochrane Skin Information Specialist searched the following
databases up to 29 October 2018:

+ the Cochrane Skin Specialised Register using the search strategy
in Appendix 1;

« the Cochrane Central Register of Controlled Trials (CENTRAL)
(2018, Issue 9), in the Cochrane Library using the strategy in
Appendix 2;

« MEDLINE via Ovid (from 1946) using the strategy in Appendix 3;

« Embase via Ovid (from 1974) using the strategy in Appendix 4;
and

o LILACS (Latin American and Caribbean Health Science
Information database, from 1982) using the strategy in Appendix
5.

Trials registers

We (JCR, SP) searched the following trials registers up to 29 October
2018 using the strategy in Appendix 6:

o ISRCTN registry (www.isrctn.com);

« US National Institutes of Health Ongoing Trials Register
ClinicalTrials.gov (www.clinicaltrials.gov);

o Australian New  Zealand Clinical  Trials

(www.anzctr.org.au);

Registry

« World Health Organization International Clinical Trials Registry
Platform (WHO ICTRP) (apps.who.int/trialsearch/); and

« EU Clinical Trials Register (www.clinicaltrialsregister.eu).

Searching other resources
References from published studies

We checked the bibliographies of the included and excluded
studies for further references to relevant RCTs.

Unpublished literature

We contacted the leading researchers identified in the trial register
search in an attempt to identify relevant unpublished data. We
contacted the authors of the published trials in order to obtain data
on outcomes that were assessed but not reported in the published
papers.

Conference proceedings

We scanned abstracts from the following major dermatology
conference proceedings for further RCTs:

« Annual Meeting of the American Academy of Dermatology (2009
t0 2017);

o Congress of the European Academy of Dermatology and
Venereology (2000 to 2017);

+ World Congress of Dermatology (2011 to 2017); and
« International Congress of Dermatology (2011 to 2017).

Interventions for pityriasis rosea (Review)

18

Copyright © 2019 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


http://www.isrctn.com
http://www.clinicaltrials.gov
http://www.anzctr.org.au
http://apps.who.int/trialsearch/
https://www.clinicaltrialsregister.eu/

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

We searched the CAB Abstracts (Ovid) database up to November
2017 using the following text words: Pityriasis rosea, Pityriasis of
Vidal, Pityriasis circinata, and Pityriasis marginata.

Adverse effects

We searched PubMed for adverse effects using the strategy in
Appendix 7 up to November 2018.

Data collection and analysis
Selection of studies

Two review authors (JCR, CJG) independently checked the titles
and abstracts identified from the searches. If it was clear to both
review authors that the study did not refer to an RCT on PR, it was
excluded. Any discrepancies were resolved by further analysing the
full publication or by contacting study authors. We excluded quasi-
randomised trials, where allocation was by non-random methods
such as alternation or was based on characteristics such as date of
birth, name, or case number.

We obtained the full texts of those studies deemed potentially
relevant, and two review authors (JCR, CJG) independently
assessed each study to determine whether it met the predefined
selection criteria, with any differences being resolved through
discussion with the review team. Review authors were not blinded
as to the origin or conclusions of the article for eligibility
assessment, data extraction, or quality assessment. We listed
the excluded studies and the reasons for their exclusion in the
Characteristics of excluded studies table.

Data extraction and management

Two review authors (ICK and CJG) independently performed data
extraction, and three other review authors (SP, JCR, LR) checked
for and resolved any discrepancies between the data extraction.
We obtained missing data from the trial authors where possible.
We developed and piloted a data collection form to summarise the
trials. Two review authors (CJG, SP) checked and entered the data
into Review Manager 5 (Review Manager 2014).

Assessment of risk of bias in included studies

At least four review authors (CJG, LR, ICK, SP) independently
assessed the risk of bias of each trial using a simple form
and according to the domain-based evaluation described in the
Cochrane Handbook for Systematic Reviews of Interventions (Higgins
2011). Review authors (CJG, LR, JCR, SP, ICK) discussed any
discrepancies and achieved consensus on the final assessment.

We assessed the following domains as low, high, or unclear risk of
bias.

« Generation of allocation sequence

« Allocation concealment

« Blinding (of participants, personnel, and outcome assessors)
« Incomplete outcome data

« Selective reporting

« Other sources of bias

Generation of allocation sequence (checking for possible
selection bias)

We described for each included study the method used to generate
the allocation sequence in sufficient detail to permit an assessment
as to whether it should produce comparable groups.

We assessed the method as:

« low risk (any truly random process, e.g. random number table;
computer random number generator); or

+ unclear risk (the trial was described as randomised, but the
method used for allocation sequence generation was not
described).

Allocation concealment (checking for possible selection bias)

We described for each included study the methods used to conceal
the allocation sequence in sufficient detail to permit an assessment
as to whether the intervention allocation could have been foreseen
in advance of, or during, recruitment, or changed after assignment.

We assessed the methods as:

« low risk (e.g. telephone or central randomisation; consecutively
numbered, sealed, opaque envelopes);

« high risk (open random allocation; unsealed or non-opaque
envelopes, alternation; date of birth); or

« unclearrisk (trial was described as randomised, but the method
used to conceal the allocation was not described).

Blinding or masking (checking for possible performance and
detection bias)

We described for each included study the methods used, if any,
to blind study participants and personnel from the knowledge of
which intervention a participant received. We judged studies as at
low risk of bias if they were blinded, or if we judged that the results
would not have been affected by lack of blinding. We assessed
blinding separately for different outcomes or classes of outcomes.

We assessed blinding methods as:

« low risk, high risk, or unclear risk for participants;
« low risk, high risk, or unclear risk for personnel; and
« low risk, high risk, or unclear risk for outcome assessors.

Incomplete outcome data (checking for possible attrition bias
through withdrawals, dropouts, protocol deviations)

We assessed methods on outcome data as:

« low risk (any one of the following): no missing outcome data;
reasons for missing outcome data unlikely to be related to true
outcome; missing outcome data balanced in numbers across
intervention groups, with similar reasons for missing data across
groups; for dichotomous outcome data, the proportions of
missing outcomes compared with observed event risk was not
enough to have a clinically relevant impact on the intervention
effect estimate; for continuous outcome data, plausible effect
size (difference in means or standardised difference in means)
amongst missing outcomes was not enough to have a clinically
relevant impact on observed effect size; or missing data were
imputed using appropriate methods;
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« high risk (any one of the following): reason for missing
outcome data was likely to be related to true outcome, with
either an imbalance in numbers or reasons for missing data
across intervention groups; for dichotomous outcome data, the
proportion of missing outcomes compared with observed event
risk was enough to induce clinically relevant bias in intervention
effect estimate; for continuous outcome data, plausible effect
size (difference in means or standardised difference in means)
amongst missing outcomes was enough to induce clinically
relevant bias in observed effect size; ‘as-treated’ analysis done
with substantial departure of the intervention received from
that assigned at randomisation; or potentially inappropriate
application of simple imputation; or

« unclear risk (any one of the following): insufficient reporting of
attrition/exclusions to permit a judgement of ‘low risk’ or ‘high
risk’ (e.g. number randomly assigned not stated, no reasons
provided for missing data); or the study did not address this
outcome.

Free of other bias (bias due to problems not covered elsewhere
in the table)

We described for each included study any important concerns
we had about other possible sources of bias (baseline imbalance,
sponsorship bias, differential verification bias, partial verification
bias and incorporation bias, bias of the presentation data, etc.):

« low risk of bias: the trial appears to be free of other components
that could put it at risk of bias;

« high risk of bias: other factors in the trial could put it at risk
of bias (e.g. no sample size calculation made, academic fraud,
industry involvement, extreme baseline imbalance);

« unclear risk of bias: the trial may or may not be free of other
components that could put it at risk of bias.

In addition, the quality assessment included:

« degree of certainty that the participants have PR (e.g. whether
the diagnoses were made by primary care physicians or
dermatologists);

« whether participants with drug-induced PR-like rashes were
excluded.

We recorded the information in the Risk of bias in included
studies section. We used the results of the methodological quality
assessment as the basis for sensitivity analysis and not as exclusion
criteria.

Measures of treatment effect

We presented data as risk ratios (RR) with 95% confidence intervals
(Cls) for dichotomous variables and according to the information
provided in the trials by the authors, and as mean differences (MD)
and 95% Cls for continuous variables.

Unit of analysis issues

We did not have any unit of analysis issues. The unit of allocation
and analysis was the individual participant for all included studies,
and no studies were of a repeated measure, longitudinal nature,
cluster trial, or cross-over design. In the only case of a study with
three groups (Lazaro-Medina 1996), each of the three comparisons
was analysed separately, and given that none of these could be

pooled, we did not have to correct for omission or double-counting
of participants.

Given the nature of pityriasis rosea, we did not expect to find any
within-participant trials.

Dealing with missing data

In the case of uncertainty we contacted trial authors for clarification
and to obtain missing data. When this additional information was
available, it was clearly specified in the Characteristics of included
studies tables.

If we identified any studies where 2x2 tables or means and standard
deviations were still not available, we would use the available data
such as odds ratio (OR), RR, or MD with their 95% CI.

Regarding analysis of continuous outcome data, when standard
deviations were not available for changes from baseline and
information was insufficient to calculate them, standard deviations
were imputed as recommended in Section 16.1.3.2 of the Cochrane
Handbook for Systematic Reviews of Interventions (Higgins 2011).
In such cases, a correlation coefficient of 0.7 was used, alongside
a sensitivity analysis using coefficients ranging from a more
conservative estimate of 0.5 up to 0.8 to examine the impact
of imputation on the final analysis results (Dias 2011). Use of
different coefficients did not change the overall result for any of the
outcomes where imputation of standard deviation was used.

Assessment of heterogeneity

We investigated heterogeneity with visual examination of the forest
plots. In addition, we used the Chi? test and I? statistic for testing
statistical heterogeneity between studies. Only trials considered
clinically and methodologically similar were pooled. We assessed
the presence of statistical heterogeneity as a value of 1 as per
the Cochrane Handbook for Systematic Reviews of Interventions,
as follows: 0% to 40%: not important; 30% to 60%: moderate
heterogeneity; 50% to 90%: substantial heterogeneity; 75% to
100%: considerable heterogeneity (Higgins 2011). If heterogeneity
(> 30%) existed between studies, reasons for heterogeneity
were assessed by examining the characteristics of the studies,
types of participants, disease severity, dosage and duration of
treatment, and study quality, and subgroup analyses or sensitivity
analyses were undertaken if possible (see Subgroup analysis
and investigation of heterogeneity). If there was considerable
heterogeneity, we downgraded the quality of the evidence using
the GRADE approach (GRADE Handbook).

Assessment of reporting biases

We described for each included study how we investigated the
possibility of selective outcome reporting bias and what we found.

We assessed reporting methods using Review Manager 5 software,
Review Manager 2014, per the Cochrane Handbook for Systematic
Reviews of Interventions (Higgins 2011), as follows:

+ lowrisk (any one of the following): the study protocol is available
and all of the study’s prespecified (primary and secondary)
outcomes of interest in the review have been reported in the
prespecified way, or the study protocol is not available, but it
is clear that published reports include all expected outcomes,
including those that were prespecified (convincing text of this
nature may be uncommon);
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« high risk (any one of the following): not all of the study’s
prespecified primary outcomes have been reported; one or
more primary outcomes are reported using measurements,
analysis methods, or subsets of the data (e.g. subscales)
that were not prespecified; one or more reported primary
outcomes were not prespecified (unless clear justification for
their reporting is provided, such as an unexpected adverse
effect); one or more outcomes of interest in the review are
reported incompletely so that they cannot be entered into a
meta-analysis; the study report fails to include results for a key
outcome that would be expected to have been reported for such
astudy; or

« unclear risk: information is insufficient to permit judgement of
‘low risk’ or ‘high risk’.

If we identified selective publication in studies, we downgraded the
evidence according to the GRADE criteria considering study design,
study size, lag bias, search strategy, etc. (GRADE Handbook).

Data synthesis

For studies with a similar type of intervention and comparator (e.g.
oral antibiotics versus placebo), we performed a meta-analysis to
calculate a weighted treatment effect across trials using a random-
effects model in Review Manager 5 (Review Manager 2014). Where
it was not possible to perform a meta-analysis, we summarised the
data for each trial.

We listed non-randomised controlled studies in the Characteristics
of excluded studies table; these are not discussed further.

We described studies relating to adverse effects qualitatively.

A consumer (MLS-R) was involved throughout the review process to
ensure the readability of the final review.

Subgroup analysis and investigation of heterogeneity

As stated in the protocol, parallel trials and the first phase
of cross-over trials would be analysed as separate subgroups
before pooling. However, we did not identify any cross-over
trials in the previous version of this review or in this current
version. We considered subgroup analyses for the following factors:
age of participants (children versus adults), dosage, duration of
treatment, type of treatment (topical, systemic, combination), or
relapse. However, in view of the limited number of included studies
covering any one specific intervention, we did not conduct any of
these subgroup analyses.

Sensitivity analysis

We would have conducted sensitivity analyses to examine the
effects of excluding studies where necessary. We planned to
conduct a sensitivity analysis by removing studies at high or unclear
risk of bias. We did not undertake any sensitivity analyses due to
the limited number of included studies.

'Summary of findings' tables and GRADE
Assessment of the quality of the evidence using the GRADE approach

For this update we assessed the quality of the evidence using
the GRADE approach, as outlined in the GRADE Handbook (GRADE
Handbook). We used GRADEpro GDT to import data from Review
Manager 5 in order to create a 'Summary of findings’ table
(GRADEpro GDT; Review Manager 2014).

Two review authors (JCR, CJG) produced a summary of the
intervention effect and a measure of quality for each of the
above outcomes using GRADEpro GDT. GRADE evaluates five criteria
(study limitations, consistency of effect, imprecision, indirectness,
and publication bias) to assess the quality of the body of evidence
for each outcome. The body of evidence is graded according to its
quality as follows.

« High: We are very confident that the true effect lies close to that
of the estimate of the effect.

+ Moderate: We are moderately confident in the effect estimate:
the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.

« Low: Our confidence in the effect estimate is limited: the true
effect may be substantially different from the estimate of the
effect.

« Very low: We have very little confidence in the effect estimate:
the true effect is likely to be substantially different from the
estimate of effect

We downgraded the evidence from high quality by one level for
serious, or by two levels for very serious, factors affecting its quality.
We described the rationale for downgrading in the footnotes of the
respective tables. Two other review authors (SP, ICK) then reviewed
the tables and criteria used to downgrade the evidence, and any
discrepancies were discussed until agreement was reached.

We have presented summaries of the intervention effect and
measures of quality according to the GRADE approach in the
’Summary of findings’ tables, which include the most clinically
relevant comparisons, as follows.

« Clarithromycin versus placebo

« Erythromycin versus placebo

« Azithromycin versus placebo (or vitamins)

« Acyclovir versus placebo (or vitamins) or no treatment

« Acyclovir + calamine + cetirizine versus calamine + cetirizine
« Acyclovir versus erythromycin

The 'Summary of findings' tables include all primary outcomes
(proportion of participants with good or excellent rash
improvement; serious adverse events) and four secondary
outcomes (proportion of participants with resolution of itch;
reduction in itch score; proportion of participants with good or
excellent rash improvement; and minor adverse events).

RESULTS

Description of studies
Results of the search

This is an updated version of Chuh 2007, published in Issue 2, 2007
of the Cochrane Library. The searches of the electronic databases
retrieved 56 records (Electronic searches). Our searches of other
resources identified 20 additional studies that appeared to meet
the inclusion criteria. We therefore had a total of 76 records, of
which two references were duplicates. One further record was
identified as a duplicate since the trial was published. Of the
remaining 73 records, we excluded 43 records based on titles and
abstracts. We obtained the full text of the remaining 30 records.
We excluded a further 16 studies (see Characteristics of excluded
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studies). We did not identify any studies awaiting classification or  outcomes at week two; therefore, although it was included in the
any ongoing studies. Description of studies and 'Risk of bias' assessment, we were not

o ) ) - ) able to formally add it to the analysis or derive information from it
The review includes 14 studies (11 newly identified studies and  (jajrath 2015). For a further description of our screening process,
three studies found in the previous review). One trial did not report  see the study flow diagram (Figure 3).
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Regarding adverse events, our search yielded only reports of
medications that can produce "pityriasis rosea-like" reactions and
were not related to medicament toxicity when treating pityriasis
rosea (PR).

Included studies

Fourteen randomised trials met the inclusion criteria of this review
(Zhu 1992; Lazaro-Medina 1996; Villarama 2002; Akhyani 2003;
Amer 2006; Ehsani 2010; Rassai 2011; Ahmed 2014; Ganguly 2014;
Pandhi 2014; Das 2015; Jairath 2015; Singh 2016; Sonthalia 2018).
One of these studies met the inclusion criteria but did not report
on outcomes at week 2 (Jairath 2015), thus it was only described
since it was the only study available on the modality of ultraviolet
therapy and was found to be relevant for future research.

The main characteristics of the included studies are detailed in
the Characteristics of included studies table. The studies that were
included in the previous review are Lazaro-Medina 1996, Villarama
2002, and Zhu 1992. One study, Jairath 2015, was identified by a
secondary search performed by one review author (JCR). Thirteen
of the 14 studies have been published, whilst one study remains
unpublished (Villarama 2002). The data from one study were
extracted from an abstract in Chinese that was translated into
English, yet we failed to obtain full text of the study from the
authors, despite repeated attempts (Zhu 1992). Another trial was
published in Persian, and the abstract was translated into English
(Akhyani 2003). Specific questions on the methods and results of
this trial were also provided from a native of Iran.

One study did not report on some of the outcomes at week 2 (Singh
2016), but the author was contacted and these data were provided.
One study was missing information on pruritus, and clarification on
the methods used for diagnosis and recruitment was needed; the
authors were contacted and the information provided (Das 2015).
Another trial was missing information on rash improvement, itch,
and dropouts, but we were able to obtain this information from
the authors (Pandhi 2014). One trial did not provide information
on complete resolution of itch, scores on the Pityriasis Rosea
Severity Score (PRSS), or standard deviations on rash improvement
(Sonthalia 2018), but we were able to obtain part of this missing
information from the author. Finally, two more trials had unclear
information on the methodology, and the authors were contacted
for clarification (Ahmed 2014; Ganguly 2014).

Design

Allincluded studies were parallel RCTs, where each participant was
randomised to the intervention or comparator group.

Setting and diagnosis

Six of the included studies were conducted in India, three in
Iran, two in the Philippines, and one each in Pakistan, the
USA, and China. Thirteen trials were performed in dermatology
departments and one in a paediatric ward (Amer 2006). The
methods of diagnosis differed slightly amongst the trials. In eight
trials, the diagnosis of PR was made by one to three dermatologists
(Akhyani 2003; Ehsani 2010; Ahmed 2014; Pandhi 2014; Das 2015;
Jairath 2015; Singh 2016; Sonthalia 2018). In one trial dermoscopy
was additionally performed (Sonthalia 2018). Five trials were
conducted in dermatology departments (Zhu 1992; Lazaro-Medina
1996; Villarama 2002; Rassai 2011; Ganguly 2014), although it was
not explicitly stated whether the diagnosis of PR was made by

dermatologists. In three trials the clinical diagnosis of PR was
confirmed through a biopsy (Lazaro-Medina 1996; Ganguly 2014;
Jairath 2015). Paediatricians made the diagnosis in a single trial
(Amer 2006). Consequently, there is a high degree of certainty for
all but one trial that the participants had PR (Amer 2006). Although
most trials did not specifically exclude drug-induced PR, six trials
listed prior use of drugs as exclusion criteria (Villarama 2002; Rassai
2011; Ahmed 2014; Ganguly 2014; Singh 2016; Sonthalia 2018);
therefore, it can be assumed that none of these trials included
participants with drug-induced PR.

Participants

The included studies involved a total of 761 participants. The
age range of participants was 2 to 60 years. Except for one
study where only male patients were recruited (Amer 2006), the
included studies involved both male and female participants.
Three studies failed to report participant age and sex (Zhu 1992;
Rassai 2011; Ganguly 2014). Of the trials that reported gender, 307
participants were male and 251 female. A detailed description of
participants in each of the studies is provided in the Characteristics
of included studies table. The sample sizes of the included
studies ranged from 23 to 100. A total of 265 participants were
included in studies that compared different macrolide antibiotics
versus placebo or vitamins. Acyclovir was compared with vitamins,
placebo, no treatment, or standard of care in a total sample of
188 participants (Rassai 2011; Ganguly 2014; Das 2015; Singh 2016).
Erythromycin was compared with acyclovir in an additional 30
participants (Ehsani 2010). Narrowband ultraviolet B phototherapy
was compared with topical emollient in 100 participants (Jairath
2015). Oral corticosteroids were compared with placebo in a study
with 70 participants, Sonthalia 2018, and with antihistamines in a
study with 85 participants, Lazaro-Medina 1996. A single study with
23 participants investigated the effects of the Chinese medicine
glycyrrhizin (Zhu 1992).

All trials documented the extent or severity of the rash, or
both, but with diverse measures. Also, participants were not
divided into categories based on disease severity. A disease-specific
severity index, the Pityriasis Rosea Severity Score (PRSS), which
incorporates the extent of the disease, along with erythema,
infiltration, and scaling, was used in only three studies (Pandhi
2014; Jairath 2015; Sonthalia 2018). With a theoretical maximal
score of 54, baseline PRSS scores in the intervention and control
groups were 25.64 + 14.21 and 23.04 + 15.09 in Jairath 2015; 18.06
+5.62 and 20.23 + 5.16 in Pandhi 2014; and 18.51 + 5.32 and 19.45
+5.88 in Sonthalia 2018. Six trials used the number of lesions as a
measure of disease severity (Lazaro-Medina 1996; Villarama 2002;
Ehsani 2010; Rassai 2011; Ahmed 2014; Ganguly 2014), although
most of these studies did not specify the absolute lesion count and
only reported on (partial or complete) disappearance of existing
lesions or the appearance of new lesions. One study used a lesional
score with a theoretical maximum of 5, calculated by addition of
erythema score, scaling score, and number of lesions score (Das
2015), and reported baseline values of 4.08 + 0.79 and 4.08 + 0.90
in the intervention and control groups, respectively. Another study
used the Pityriasis Rosea Area and Severity Index (PRASI) ranging
from 0 to 48 and reported baseline median scores of 3.5 and 5.4 in
the intervention and control groups, respectively (Singh 2016).

Seven studies reported the presence or absence of itch at
baseline. Itch accompanied the rash in the following percentages of
participants: 46.7% (Ehsani2010; Ahmed 2014), 77.8% (Singh 2016),
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81.6% (Amer 2006), 83.5% (Lazaro-Medina 1996), or all participants
(Das 2015; Sonthalia 2018). Three studies assessed intensity of itch
on a 0-to-3 scale, with comparable baseline itch severity values in
theintervention and controlarms: 2.17 £ 0.83 and 2.25+0.75in Das
2015; 2.00 + 0.82 and 2.04 + 0.82 in Jairath 2015; and 1.36 + 1.01
and 1.15+0.9in Singh 2016. Four studies assessed itch with a visual
analogue scale (VAS) ranging from 0 to 10, and baseline values in
the intervention and control arms were 8.25 + 1.06 and 8.42 + 1.08
in Das 2015;1.31+1.02 and 1.4+ 1.1 in Sonthalia 2018; and 1.31
1.105 and 1.23 + 1.239 in Pandhi 2014, whilst Villarama 2002 only
reported on the difference in scores before and after treatment,
without specifying absolute values.

Interventions

The treatments and their duration were clearly defined in all 14
included studies (see Characteristics of included studies). As most
of the included studies investigated different interventions and
different outcome measures, pooling of data for analysis was only
feasible for a few comparisons in the 13 trials that we were able to
analyse.

Four studies documented the use of medications before inclusion
of participants into the study (Zhu 1992; Lazaro-Medina 1996;
Villarama 2002; Ganguly 2014). Six studies excluded patients who
had taken any medication after the onset of the rash (Villarama
2002; Rassai 2011; Ahmed 2014; Ganguly 2014; Singh 2016;
Sonthalia 2018). The remaining trials did not comprehensively
document the use of previous medications after the appearance of
rash.

Six studies analysed the use of macrolide antibiotics. In a single
study that compared clarithromycin to placebo (Ahmed 2014),
clarithromycin tablets were used for a week in a dose of 500
mg twice daily for adults and 250 mg twice daily for children
aged 10 to 12 years. Two studies compared oral erythromycin to
placebo: erythromycin was used in a daily dose of 1 g for one week,
Akhyani 2003, or 250 mg for two weeks, Villarama 2002. Two studies
evaluated the effects of a dose of 12 mg/kg/day of azithromycin
tablets for 5 days versus placebo, Amer 2006, and vitamins, Pandhi
2014. One study compared oral erythromycin in a dose of 400 mg 4
times/day for 10 days to the antiviral agent acyclovir administered
orally in a dose of 8000 mg 5 times/day for 10 days (Ehsani 2010).

Three studies compared acyclovir to placebo or no treatment
(Rassai 2011; Ganguly 2014; Singh 2016). Oral acyclovir was
administered in a dose of 800 mg 5 times/day, Ganguly 2014; Singh
2016, or 400 mg 5 times/day, Rassai 2011, for 7 days in adults, and
in a dose of 20 mg/kg 4 times/day for 7 days in children, Ganguly
2014. One study compared acyclovir tablets in a dose of 400 mg 3
times/day for 7 days along with standard of care (calamine lotion
and cetirizine 10 mg tablets once daily at bedtime) versus standard
of care alone (Das 2015).

One study compared three interventions: oral antihistamine
dexchlorpheniramine (4 mg 2 times/day for 2 weeks, then once
a day for the following 2 weeks) versus oral corticosteroid
betamethasone (500 mcg, 2 times/day for 2 weeks, then once
a day for the following 2 weeks) versus combined therapy
(betamethasone 250 mcg and dexchlorpheniramine 2 mg, both
2 times/day for 2 weeks, then once a day for the following 2
weeks) (Lazaro-Medina 1996). One study compared low-dose oral

prednisolone (20 mg/day for 5 days, 15 mg/day for the next 5 days,
and 10 mg/day for the last 5 days) to placebo (Sonthalia 2018).

The effects of narrowband ultraviolet B phototherapy were
compared with placebo in one trial that did not report on outcomes
at week 2 (Jairath 2015). Phototherapy was applied in a fixed dose
of 250 mJ/cm? three times a week on non-consecutive days for four
weeks (total dose of 3 J/cm?).

One study investigated the effects of the Chinese medicine
potenline (glycyrrhizin, 80 mLin 500 mL of 10% glucose intravenous
solution, administered once daily) versus procaine (300 mg to 600
mg in 500 mL of 10% glucose intravenous solution, administered
once daily) (Zhu 1992). The duration of treatment was unclear.

Outcomes

Objectives and outcome measures were clearly defined in 13
studies. In the study by Zhu 1992, the disappearance of symptoms
and rash were assessed together. Symptoms were not specified as
itch. We had to assume that symptoms were limited to itch only.

None of the included studies assessed the following participant-
reported outcomes: our primary outcome of proportion of
participants with good or excellent rash improvement within two
weeks, as rated by the participant, and our secondary outcome of
improvement in quality of life as rated by the participant by the use
of questionnaires or other methods.

Seven studies reported the proportion of participants with
resolution of itch within two weeks, either in the original trial
reports or upon email contact with the study authors (Lazaro-
Medina 1996; Ehsani 2010; Ahmed 2014; Pandhi 2014; Das 2015;
Singh 2016; Sonthalia 2018).

Six studies assessed reduction in itch score, as rated by the
participant, either on a 0-to-3 scale (i.e. absent, mild, moderate,
severe) (Das 2015; Jairath 2015; Singh 2016), or by means of a 0-
to-10 VAS (Villarama 2002; Pandhi 2014; Das 2015; Sonthalia 2018).

Eleven studies reported the proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner. Most of these studies assessed this outcome
as partial or complete response to treatment, with complete
response meaning all lesions had started healing in less than two
weeks without the appearance of any fresh lesion, and partial
response when lesions had regressed partially, or few new lesions
had appeared in two weeks, or similar. In two studies that used
the PRSS as a severity index, improvement was graded as the
percentage reduction as follows: good, 26% to 50%; very good, 51%
to 75%; and > 75%, excellent (Pandhi 2014; Sonthalia 2018).

Twelve studies assessed adverse events. In the available translated
details of Akhyani 2003 and Zhu 1992, side effects were not reported
asone of the assessed outcomes. Ahmed 2014 specified upon email
contact that “adverse effects were not directly asked [sic] in order
to prevent disclosure of drug and placebo groups”, but that there
were no serious adverse events requiring withdrawal.

Length of follow-up

Length of follow-up in the included studies varied from two weeks,
Ganguly 2014, to as long as one year, Ehsani 2010, with one study
not reporting the length of follow-up (Zhu 1992). In four studies
participants were followed up for four weeks (Amer 2006; Rassai
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2011; Das 2015; Jairath 2015). In another four studies participants
were followed up for six weeks (Villarama 2002; Akhyani 2003;
Ahmed 2014; Pandhi 2014). In two studies participants were
followed up for 12 weeks after the beginning of the treatment
(Lazaro-Medina 1996; Sonthalia 2018). In one trial participants were
followed until rash resolution (approximately one month) (Singh
2016). Study duration ranged from 5 to 26 months.

Funding sources

Funding sources were not reported for the majority of the included
studies (Zhu 1992; Villarama 2002; Akhyani 2003; Ehsani 2010;
Rassai 2011; Ahmed 2014; Ganguly 2014; Pandhi 2014; Das 2015;
Jairath 2015). One study was independently funded (Singh 2016); a
pharmaceutical company provided the study medication. However,
the study of Amer 2006 was supported by a grant from Pfizer Inc,
and the study by Lazaro-Medina 1996 was supported by Schering-
Plough.

Language of publication

Eleven trials were published in English (Lazaro-Medina 1996; Amer
2006; Ehsani 2010; Rassai 2011; Ahmed 2014; Ganguly 2014; Pandhi
2014; Das 2015; Jairath 2015; Singh 2016; Sonthalia 2018); one in
Persian (Akhyani2003); and one in Chinese (Zhu 1992). One study is
still unpublished, but was written in English (Villarama 2002).

Excluded studies

See Characteristics of excluded studies.

We excluded 16 studies. In the previous version of this review,
13 trials were excluded because no mention of randomisation
was made. One of these studies was pseudo-randomised because
participants were assigned by alternate allocation (Sharma 2000).
Three more trials were excluded from our search results because
they were not randomised trials (Drago 2006; Rasi 2008; Amatya
2012). One trial stated that the participants were randomised into
two groups (Amatya 2012). However, given that there was no
explanation of the method of randomisation in the manuscript,
we contacted the author, who stated that alternate allocation
was the method used; therefore, the study was not randomised.
Another study clearly stated in the methods that participants were
alternately assigned (Drago 2006). Finally, the last trial is a case-
controlled, open-label study without randomisation (Rasi 2008).

Risk of bias in included studies

'Risk of bias' assessments for each included study are provided in
Characteristics of included studies and Figure 4 and Figure 5.

Figure 4. Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages

across all included studies.
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Figure 5. Risk of bias summary: review authors' judgements about each risk of bias item for each included study.
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We assessed risk of bias arising from method of generation of the
allocation sequence to be low in 10 trials (Lazaro-Medina 1996;
Villarama 2002; Rassai 2011; Ahmed 2014; Ganguly 2014; Pandhi
2014; Das 2015; Jairath 2015; Singh 2016; Sonthalia 2018). The
remaining four trials were at unclear risk of bias for this domain.

Allocation concealment

We assessed risk of bias arising from method of allocation
concealment to be low in seven trials (Villarama 2002; Ahmed 2014;
Ganguly 2014; Pandhi 2014; Das 2015; Singh 2016; Sonthalia 2018).
We judged the remaining seven trials as having an unclear risk for
this domain.

Blinding

We rated risk of bias due to lack of blinding of participants and
personnel as low in eight trials (Villarama 2002; Akhyani 2003;
Amer 2006; Ahmed 2014; Ganguly 2014; Pandhi 2014; Singh 2016;
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Sonthalia 2018); unclear in three trials (Zhu 1992; Lazaro-Medina
1996; Ehsani 2010); and high in three trials (Rassai 2011; Das 2015;
Jairath 2015). Since the full text of the manuscript was not available
for Zhu 1992, the information was extracted from the abstract.
The authors clearly state in the abstract that this study was not
blinded, but that both groups of participants received some form
of intravenous therapy. Given the lack of information to determine
whether or not this influenced the outcomes, we judged the risk of
bias for this domain as unclear.

In nine trials, outcome assessment was clearly reported as blinded
and thus detection bias was considered to be low (Villarama 2002;
Akhyani 2003; Amer 2006; Ahmed 2014; Ganguly 2014; Pandhi
2014; Das 2015; Singh 2016; Sonthalia 2018). Blinding of outcome
assessment was unclear in four trials (Zhu 1992; Lazaro-Medina
1996; Ehsani2010; Rassai 2011). We assessed one trial, Jairath 2015,
as at high risk of bias because the method of blinding was not
specified and in all likelihood, given the tanning effect of ultraviolet
radiation, blinding would have been difficult.

Incomplete outcome data

We assessed risk of attrition bias as low in 11 trials, Zhu 1992;
Villarama 2002; Akhyani 2003; Amer 2006; Ehsani 2010; Ahmed
2014; Ganguly 2014; Pandhi 2014; Das 2015; Jairath 2015; Singh
2016, and unclear in two trials, Rassai 2011; Sonthalia 2018. We
judged the remaining trial, Lazaro-Medina 1996, as at high risk of
bias because multiple dropouts in a single group (group C) were
evident, and no information as to the cause of the dropouts was
provided.

Selective reporting

We rated risk of reporting bias as low in nine trials (Lazaro-Medina
1996; Villarama 2002; Ehsani 2010; Rassai 2011; Ahmed 2014;
Ganguly 2014; Pandhi 2014; Das 2015; Jairath 2015); unclear in two
trials (Zhu 1992; Akhyani 2003); and high in three trials (Amer 2006;
Singh 2016; Sonthalia 2018). Amer 2006 failed to report on pruritus
and concomitant medications used, both of which were stated in
the methods. Singh 2016 failed to report a secondary outcome
(50% reduction in severity) and PRASI score, and in Sonthalia
2018, there were inconsistencies in the final report of results of
outcomes prespecified in the original article, and upon further
contact with the author, the information provided was incomplete
and we received no answer to our request for clarification.

Other potential sources of bias

We rated risk of other bias as low in 12 trials (Lazaro-Medina 1996;
Villarama 2002; Amer 2006; Ehsani 2010; Rassai 2011; Ahmed 2014,
Ganguly 2014; Pandhi 2014; Das 2015; Jairath 2015; Singh 2016;
Sonthalia 2018), and unclear for the remaining two trials as there
was insufficient information for judgement (Zhu 1992; Akhyani
2003).

Effects of interventions

See: Summary of findings for the main comparison
Clarithromycin compared to placebo for pityriasis rosea; Summary
of findings 2 Erythromycin compared to placebo for pityriasis
rosea; Summary of findings 3 Azithromycin compared to placebo
or vitamins for pityriasis rosea; Summary of findings 4 Acyclovir
compared to placebo, vitamins, or no treatment for pityriasis rosea;
Summary of findings 5 Acyclovir + calamine + cetirizine compared

to calamine + cetirizine for pityriasis rosea; Summary of findings 6
Acyclovir compared to erythromycin for pityriasis rosea

See: Summary of findings for the main comparison, Summary of
findings 2, Summary of findings 3, Summary of findings 4, Summary
of findings 5, Summary of findings 6.

We analysed outcomes as described in the Types of outcome
measures section. Each outcome was investigated for the pre-
established interventions described in the Types of interventions
section. Only those outcomes for which we found suitable data
are described below. None of the included studies reported on
the primary outcome of proportion of participants with good or
excellent rash improvement within two weeks, as rated by the
participant, or the secondary outcome of improvement in quality of
life measures. We meta-analysed findings from the included studies
when a drug was tested in at least two studies.

We did not perform subgroup or sensitivity analyses due to the
limited number of studies identified for each specific outcome or
intervention.

Comparison 1: Clarithromycin compared to placebo

We identified one study including 60 participants for this
comparison (Summary of findings for the main comparison)
(Ahmed 2014). Clarithromycin was given orally in a dose of 500 mg
twice daily for adults and 250 mg twice daily for children for one
week. The control intervention was placebo tablets.

Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment

No participants from either group suffered serious adverse effects
requiring withdrawal (moderate-quality evidence).

Secondary outcome 1: The proportion of participants with
resolution of itch within two weeks, as rated by the participant

The author of Ahmed 2014 was contacted and information on this
outcome was provided. Each group had a total of 30 participants;
however, not all participants had itch at baseline (16 in the
clarithromycin group and 12 in the placebo group). No significant
difference was found in the proportion of participants with
resolution of itch at two weeks (9/16 versus 8/12; risk ratio (RR)
0.84, 95% confidence interval (Cl) 0.47 to 1.52; moderate-quality
evidence; Analysis 1.1)

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

No significant difference was found between clarithromycin and
placebo in the proportion of participants with good or excellent
rash improvement (assessed as partial or complete response to
treatment) at two weeks, as rated by a medical practitioner (26/30
versus 23/30; RR 1.13, 95% Cl 0.89 to 1.44; moderate-quality
evidence; Analysis 1.2).

Comparison 2: Erythromycin compared to placebo

We identified two studies for this comparison (Summary of findings
2) (Villarama 2002; Akhyani 2003). Oral erythromycin was given in
a total daily dose of 1 g/day for one week, in Akhyani 2003, or two
weeks, in Villarama 2002.
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Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment

One study evaluated adverse events, and no participants from
either group suffered serious adverse effects (Villarama 2002).

Secondary outcome 2: Reduction in itch score within two weeks,
as rated by the participant

One trial showed that erythromycin significantly reduced itch score
compared with placebo (mean difference (MD) 3.95, 95% CI 3.37 to
4.53, 34 participants; P<0.001; moderate-quality evidence; Analysis
2.1) (Villarama 2002).

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

For this outcome we found two relevant trials with a total of
86 participants (Villarama 2002; Akhyani 2003). The outcome was
defined as partial or complete response (see Characteristics of
included studies), but pooling of data was possible only for
complete response, because these were the only results available
regarding this outcome for one study. In the Villarama 2002 trial,
with a total of 40 participants, there was a significant difference
in the proportion of participants with complete cure in favour
of erythromycin. Likewise, in the Akhyani 2003 study, complete
cure was achieved by a higher proportion of participants in the
erythromycin group. However, in the meta-analysis, even though
there were more events in the erythromycin group, the results did
not show a significant difference between groups (34/43 versus
14/43; RR 4.02, 95% CI 0.28 to 56.61; I> = 86%; Analysis 2.2). We
assessed the quality of the evidence as low due to the small number
of participants and considerable heterogeneity amongst studies.
This considerable heterogeneity may be due to the differences
in the treatment duration (one week in Akhyani 2003 versus two
weeks in Villarama 2002), or differences in the characteristics of
participants (age, race, ethnicity).

Secondary outcome 5: Minor participant-reported adverse
events not requiring withdrawal of the treatment

In one trial (Villarama 2002), gastrointestinal upset was reported in
both the erythromycin and placebo groups without any significant
difference between groups (2/17 versus 1/17; RR 2.00, 95% Cl 0.20
to0 20.04; Analysis 2.3).

Comparison 3: Azithromycin compared to placebo (or
vitamins)

Two studies were available for this comparison (Summary of
findings 3) (Amer 2006; Pandhi 2014). In both studies, azithromycin
was given orally in a dose of 12 mg/kg/day for five days. The control
intervention was either placebo tablets or syrup, in Amer 2006, or
multivitamin tablets, in Pandhi 2014.

Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment

Both studies evaluated adverse events, and no participants from
either group suffered serious adverse effects (moderate-quality
evidence).

Secondary outcome 1: The proportion of participants with
resolution of itch within two weeks, as rated by the participant

The author of one study provided these data upon email contact
(Pandhi 2014). No significant difference was found between
azithromycin and placebo for this outcome (5/35 versus 6/35; RR
0.83,95% Cl 0.28 to 2.48; moderate-quality evidence; Analysis 3.1).

Secondary outcome 2: Reduction in itch score within two weeks,
as rated by the participant

In the study by Pandhi 2014, the mean itch score, evaluated by
means of a VAS, significantly decreased from baseline to two weeks
in each of the intervention groups (from 1.31 + 1.10 to 0.80 + 0.80
for azithromycin and from 1.23 + 1.24 to 0.76 + 0.81 for placebo).
Mean decrease per group was calculated from these values, and the
associated standard deviation was imputed as described above.
The change in itch score was similar in both groups (0.51 + 0.79 for
azithromycin versus 0.47 + 0.89 for placebo; MD 0.04, 95% CI -0.35
to 0.43; moderate-quality evidence; Analysis 3.2).

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

Pooled data from two studies including a total of 119 participants
showed no difference for this outcome between azithromycin and
placebo (28/60 versus 26/59; RR 1.02, 95% Cl 0.52 to 2.00; I? = 55%;
low-quality evidence; Analysis 3.3). The statistical heterogeneity
observed may have been due to the differences between the two
trials in the race/ethnicity and age of the participants, or in the
duration of the disease before diagnosis (Pandhi 2014 excluded
patients presenting later than two weeks, whereas Amer 2006
did not). Nevertheless, both trials showed a lack of statistically
significant difference in the outcome between the intervention
groups. In Amer 2006, improvement was achieved by 22/25
participants in the azithromycin group and 17/24 in the placebo
group (RR 1.24, 95% Cl 0.93 to 1.67), and in Pandhi 2014, this was
achieved by 6/35 versus 9/35, respectively (RR 0.67, 95% CI 0.27 to
1.67).

Secondary outcome 5: Minor participant-reported adverse
events not requiring withdrawal of the treatment

Both studies reported mild abdominal pain (Amer 2006; Pandhi
2014), but the meta-analysis did not show a significant difference
between groups (119 participants; 5/60 versus 0/59; RR 5.82, 95%
Cl 0.72 to 47.10; I*> = 0%; Analysis 3.4). No significant difference
between groups was found for diarrhoea in the one trial that
reported this mild adverse event (2/25 versus 0/24; RR 4.81, 95% Cl
0.24 t0 95.25; Analysis 3.5) (Amer 2006).

Comparison 4: Acyclovir compared to placebo (or vitamins) or
no treatment

One trial compared acyclovir (400 mg 5 times/day for 1 week)
against no treatment (Rassai 2011); one trial compared acyclovir
(800 mg 5 times/day for 1 week) against placebo (Singh 2016); and
a third trial also evaluated acyclovir 800 mg 5 times/day for 1 week
but used vitamin C tablets as the control intervention (Ganguly
2014). See Summary of findings 4. We could not analyse the effect
of different dose regimens given the limited number of studies and
the small sample size of the studies.
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Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment

All three studies evaluated adverse events, and no participants
from either group suffered serious adverse effects requiring
withdrawal of the treatment (moderate-quality evidence).

Secondary outcome 1: The proportion of participants with
resolution of itch within two weeks, as rated by the participant

The author of one study provided information on this outcome
upon email contact (Singh 2016). Three out of 11 participants in the
acyclovir group and 8 out of 10 in the placebo group experienced
complete resolution of itch after two weeks. This difference was
significant in favour of the placebo (RR 0.34, 95% CI 0.12 to 0.94; P
=0.04; moderate-quality evidence; Analysis 4.1)

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

Three trials assessed this outcome (Rassai 2011; Ganguly 2014;
Singh 2016). One study divided the rash response into separate
evaluation of erythema and scaling (Rassai 2011), and the other two
studies used only a decrease or absence of erythema as a measure
of response.

We performed a meta-analysis with the data from two trials
(Ganguly 2014; Singh 2016), and using only reduction in erythema
as a corresponding indicator of improvement in the Rassai 2011
trial. The consumer author and the expert dermatologists authors
agreed that erythema was much more important than scaling in
defining improvement. The results showed a significant difference
in favour of acyclovir at week 2 (48/72 versus 19/69; RR 2.45, 95%
Cl 1.33 to 4.53; P = 0.004; 1> = 39%; moderate-quality evidence;
Analysis 4.2) (Summary of findings 4). Singh 2016 may have been
inadequately powered, had dissimilar intervention groups with
regards to age, and was more strict in the definition of outcome
measures (reported data only for complete cure), which could
explain the moderate heterogeneity observed in the meta-analysis.

The proportion of participants who showed a reduction in scaling
of the lesions was significantly higher with acyclovir at two weeks
(28/28 versus 17/26; RR 1.52,95% CI 1.14 to 2.01; P = 0.004; Analysis
4.3) (Rassai 2011).

Secondary outcome 5: Minor participant-reported adverse
events not requiring withdrawal of the treatment

In the Singh 2016 trial, one participant in the placebo group
experienced abdominal pain and diarrhoea rated as mild and not
requiring treatment, whilst no side effects were detected in any of
the groups in the remaining two trials. This adverse event did not
reach significance (0/72 versus 1/69; RR 0.31, 95% CI 0.01 to 7.02;
Analysis 4.4).

Comparison 5. Acyclovir plus calamine and cetirizine
compared to calamine plus cetirizine

One trial compared the combination of acyclovir tablets (400 mg
3 times/day for 7 days), calamine lotion, and cetirizine tablets (10
mg) versus calamine lotion and cetirizine tablets alone (considered
as standard of care by the trialists) (Das 2015). See Summary of
findings 5.

Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment

No serious adverse events requiring withdrawal were reported in
either group (low-quality evidence).

Secondary outcome 1: The proportion of participants with
resolution of itch within two weeks, as rated by the participant

We contacted the author of Das 2015 who provided information
on this outcome. Resolution of itch at two weeks of follow-up was
experienced by 9 out of 12 participants in the group that received
acyclovirin addition to standard of care compared with only 2 out of
12 participants that received standard of care alone. This difference
was significant in favour of acyclovir added to the standard of care
(RR4.50,95% CI 1.22 t0 16.62; Analysis 5.1), but we rated the quality
of the evidence as low due to the small number of participants and
lack of blinding (Summary of findings 5).

Secondary outcome 2: Reduction in itch score within two weeks,
as rated by the participant

In Das 2015, the mean itch score, evaluated on a scale from 0 to
10, significantly decreased from baseline to week 2 in the group
receiving acyclovir plus standard of care (from 2.17 + 0.83 to 0.33
+ 0.65), but not in the group receiving standard of care alone
(from 2.25 + 0.75 to 1.67 + 0.98). The mean decrease per group
was calculated from these values, and the associated standard
deviation was imputed as described above. The mean change in
itch score was significantly larger when acyclovir was added to
standard of care (1.84 + 0.60 versus 0.58 + 0.70; MD 1.26, 95% ClI
0.74 to 1.78; Analysis 5.2). As for the previous outcome, we rated
the quality of the evidence as low due to the small number of
participants and lack of blinding (Summary of findings 5).

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

Das 2015 did not report on this precise outcome. However, it is
worth noting that this study did evaluate participants for reduction
in lesional score (a measure of rash severity), which was calculated
by the addition of erythema score (0 if absent, 1 if present), scaling
score (0 if absent, 1 if present), and number of lesions score (< 30
lesions given a score of 1; 30 to 100 lesions given a score of 2; and
> 100 lesions given a score of 3). Similar to the above-mentioned
itch score, the mean lesional score significantly decreased from
baseline to week 2 in the group receiving acyclovir plus standard
of care (from 8.25 + 1.06 to 2.17 + 0.58), but not in the group
receiving standard of care alone (from 8.42 + 1.08 to 5.58 + 0.51).
The mean decrease per group was calculated from these values,
and the associated standard deviation was imputed as described
above. The mean change in lesional score was significantly greater
when acyclovir was added to standard of care (6.08 + 0.77 versus
2.84 + 0.81; MD 3.24, 95% Cl 2.61 to 3.87; Analysis 5.3). We rated
the quality of the evidence as moderate due to the small number
of participants.

Secondary outcome 5: Minor participant-reported adverse
events not requiring withdrawal of the treatment

No significant differences were found between groups in any of the
reported adverse events in Das 2015: headache (3/12 versus 0/12;
RR 7.00, 95% Cl 0.40 to 122.44; Analysis 5.4); increased sleep (2/12
versus 1/12; RR 2.00, 95% CI 0.21 to 19.23; Analysis 5.5); nausea and
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vomiting (2/12 versus 0/12; RR 5.00, 95% Cl 0.27 to 94.34; Analysis
5.6); and dysgeusia (1/12 versus 0/12; RR 3.00, 95% CI 0.13 to 67.06;
Analysis 5.7). No pooling of minor side effects was possible because
the authors did not specify if any of the participants experienced
more than one side effect.

Comparison 6. Acyclovir compared to erythromycin

This comparison was assessed in a single trial (Ehsani 2010).
Acyclovirwas given in dose of 800 mg 5 times/day and erythromycin
in a dose of 400 mg 4 times/day, for a total of 10 days. See Summary
of findings 6.

Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment.

No serious adverse events requiring withdrawal were reported in
either group.

Secondary outcome 1: The proportion of participants with
resolution of itch within two weeks, as rated by the participant

In a single study comparing acyclovir against erythromycin, 8/15
participants in the acyclovir group started with itch compared
with 6/15 participants in the erythromycin group. Although all
participants in the acyclovir group had resolution of itch compared
with none of the participants in the erythromycin group, this
difference did not reach statistical significance (8/8 versus 0/6; RR
13.22, 95% Cl 0.91 to 192.02; Analysis 6.1). Due to the very small
sample size, small number of events, and unclear risk of bias in
several categories, we assessed this evidence as of low quality.

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

This outcome was assessed, but no participants in either group
showed complete rash response at week 2 of follow-up.

Secondary outcome 5: Minor participant-reported adverse
events not requiring withdrawal of the treatment

No side effects in either group are mentioned in the study.

Comparison 7: Prednisolone compared to placebo

A single trial with 70 randomised participants evaluated the
comparison of low-dose prednisolone tapered over 2 weeks versus
placebo (Sonthalia 2018). Oral prednisolone was given as a single
dose of 20 mg/day for 5 days, followed by 15 mg/day for the next 5
days, and 10 mg/day for the last 5 days. Concomitant symptomatic
treatment with antipruritic lotion (calamine with liquid paraffin)
was allowed during the study.

Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment

No serious adverse events requiring withdrawal were detected in
either group.

Secondary outcome 1: The proportion of participants with
resolution of itch within two weeks, as rated by the participant

We contacted the author of Sonthalia 2018, and information on this
outcome was provided. Resolution of itch at two weeks of follow-up
was experienced by 32/34 participants in the prednisolone group
and 11/34 participants in the placebo group. This difference was

significant in favour of prednisolone (RR 2.91, 95% Cl 1.78 to 4.76;
low-quality evidence; Analysis 7.1).

Secondary outcome 2: Reduction in itch score within two weeks,
as rated by the participant

The mean itch score, evaluated on a scale from 0 to 10, significantly
decreased from baseline to week 2 in each of the intervention
arms (from 1.31 + 1.02 to 0.41 * 0.69 for prednisolone and from
1.40 + 1.1 to 0.81 £ 0.71 for placebo). Mean decrease per group
was calculated from these values, and the associated standard
deviation was imputed as described above. The mean change in
itch score did not differ between groups (MD 0.31, 95% CI -0.05 to
0.67; low-quality evidence; Analysis 7.2).

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

The author of Sonthalia 2018 provided this information upon
email contact. Good-to-excellent rash improvement at two weeks
of follow-up was noted in 34/35 participants in the prednisolone
group and 21/35 participants in the placebo group. This difference
was significant in favour of prednisolone (RR 1.62, 95% Cl 1.23 to
2.13; low-quality evidence; Analysis 7.3).

Secondary outcome 5: Minor participant-reported adverse
events not requiring withdrawal of the treatment

No significant differences were found between groups for any of the
reported adverse events in Sonthalia 2018. In the treatment group,
two participants complained of mild gastric hyperacidity (Analysis
7.4), and one participant complained of transient anxiety and
palpitations (Analysis 7.5). In the placebo group, one participant
complained of belching (Analysis 7.6), and another participant
reported the development of a stye (Analysis 7.7).

In addition to the outcomes described, the authors of Sonthalia
2018 evaluated relapse rate at 12 weeks, detecting it in six
participants (17%) in the prednisolone group and only one
participant (3%) in the placebo group (RR 6.00,95% CI 0.76 to 47.29;
low-quality evidence; Analysis 7.8).

Comparison 8. Oral dexchlorpheniramine versus
oral betamethasone versus combination of oral
dexchlorpheniramine and oral betamethasone

A single trial evaluated the comparison of oral
dexchlorpheniramine 4 mg (alone) versus oral betamethasone 500
mcg (alone) versus a combination of oral dexchlorpheniramine 2
mg plus oral betamethasone 250 mcg (Lazaro-Medina 1996). The
study included 27 to 31 participants per group and had a high
proportion of dropouts that were unbalanced between groups,
along with unclear risk of bias in several other categories (see
Characteristics of included studies). We therefore assessed the
overall quality of the evidence for the outcomes described below
for this comparison as very low.

Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment

Adverse events were assessed, but no serious adverse events
requiring withdrawal were reported in any group.
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Secondary outcome 1: The proportion of participants with
resolution of itch within two weeks, as rated by the participant

No significant difference was found for this outcome when
comparing oral dexchlorpheniramine versus oral betamethasone
(11/25 versus 14/29; RR 0.91, 95% Cl 0.51 to 1.63; Analysis
8.1) or oral dexchlorpheniramine versus a combination of oral
dexchlorpheniramine and oral betamethasone (11/25 versus 9/17;
RR 0.83, 95% CI 0.44 to 1.56; Analysis 9.1) or oral betamethasone
versus a combination of oral dexchlorpheniramine and oral
betamethasone (14/29 versus 9/17; RR 0.91, 95% CI 0.51 to 1.64;
Analysis 10.1).

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

No significant difference was found for this outcome
when comparing oral dexchlorpheniramine alone versus oral
betamethasone alone (12/25 versus 21/29; RR 0.66, 95% Cl 0.42
to 1.06; Analysis 8.2). However, a significant difference was found
for this outcome favouring dexchlorpheniramine alone versus the
combination of betamethasone and dexchlorpheniramine (12/25
versus 1/17; RR 8.16, 95% Cl 1.17 to 57.05; P = 0.03; Analysis 9.2).
A significant difference was also found favouring betamethasone
alone versus betamethasone plus dexchlorpheniramine (21/29
versus 1/17; RR 12.31, 95% Cl 1.81 to 83.52; P = 0.01; Analysis 10.2).

Comparison 9. Glycyrrhizin (potenline) compared to procaine

We identified one small trial for this comparison (Zhu 1992).

Secondary outcome 3: The proportion of participants with good
or excellent rash improvement within two weeks, as rated by a
medical practitioner

There was no significant difference between groups for this
outcome (12/12 versus 8/11; RR 1.36, 95% Cl 0.93 to 1.98; Analysis
11.1). Dueto unclear risk of bias across different categories and very
small sample size, we assessed this evidence as of very low quality.

Comparison 10. Ultraviolet light compared to emollient

One trial assessed the comparison of narrowband ultraviolet B
phototherapy (fixed dose of 250 J/cm? 3 times/week for 4 weeks)
with application of a topical emollient (Jairath 2015), but the
outcomes were only reported at four weeks. As noted above, PR
may improve after two weeks on its own, thus we excluded the trial
from the analysis of efficacy outcomes.

Primary outcome 2: Serious adverse events, i.e. serious enough
to require withdrawal of the treatment

No serious adverse events requiring withdrawal were reported in
either group.

Secondary outcome 5: Minor participant-reported adverse
events not requiring withdrawal of the treatment

At four weeks of follow-up, thatis after completion of the treatment,
the study authors noted hyperpigmentation in 62% (31/50 versus
0/50; RR 63.00, 95% Cl 3.96 to 1002.01; P = 0.003; Analysis 12.1) and
hypopigmentation in 16% of participants in the treatment group
(8/50 versus 0/50; RR 17.00, 95% CI 1.01 to 286.82; P =0.05; Analysis
12.2). Also, three participants in the treatment group complained
of a burning sensation (3/50 versus 0/50; RR 7.00, 95% CI 0.37 to

132.10; Analysis 12.3). It is unclear whether these side effects first
occurred during the treatment of after the treatment had already
been completed.

DISCUSSION

Pityriasis rosea was first accurately described by the French
dermatologist Camille Melchior Gibert in 1860 (Percival 1932).
Many trials have been conducted to identify the cause of PR,
but the number of controlled trials of its treatment remains
rather small. The number of patients who undergo spontaneous
remission and do not seek medical attention is unknown. Given
that PR is a rather benign condition, in some patients where the
rash is asymptomatic or does not affect quality of life, awaiting
spontaneous remission may be acceptable. Unfortunately, those
who seek medical attention do so because of the severity of the
rash itself or due to the discomfort caused by pruritus. In PR there
seems to be no correlation between the extensiveness of the rash,
the severity of itch, and theirimpact on quality of life (Chuh 2005a).
Some people with extensive rash might not experience any itch at
all.

Summary of main results

We identified 11 new trials that met the inclusion criteria in
this review update. One of these trials failed to report outcomes
at week 2 and was therefore not analysed (Jairath 2015). In
general, risk of selection bias was unclear in about a third of
studies (random sequence generation) to over a half of studies
(allocation concealment), and low in the rest of the studies. Risk
of performance bias and reporting bias was high for 21% of the
studies. Other judgements related to risk of bias were for the most
part low risk of bias.

Several treatment modalities were studied in the current
review, both topical and systemic. Topical treatments included
calamine and emollient lotion. Systemic treatment included
oral antibiotics such as azithromycin, clarithromycin, and
erythromycin; the antiviral drug acyclovir; oral antihistamines
dexchlorpheniramine and cetirizine; oral corticosteroids
prednisolone and betamethasone; intravenously administered
glycyrrhizin and procaine; and ultraviolet B phototherapy. Pooling
of data for analysis was feasible for only three comparisons:
erythromycin compared to placebo, azithromycin compared to
placebo, and acyclovir compared to placebo, and for only a few
outcomes within each comparison. Meta-analyses comprised two
or maximum three trials.

Unless otherwise stated, all effectiveness outcomes were reported
by the participants and assessed within two weeks of treatment.

Clarithromycin was investigated in a single trial, which found that
it probably has no additional beneficial effect compared to placebo
in terms of achieving resolution of itch or good or excellent rash
improvement as rated by a medical practitioner (moderate-quality
evidence). Reductioninitch score was not measured. See Summary
of findings for the main comparison.

Based on the meta-analysis of two studies, we are uncertain
whether erythromycin has a beneficial effect compared with
placebo in terms of increasing the proportion of participants with
good or excellent rash improvement (low-quality evidence). This
meta-analysis also had considerable heterogeneity, possibly due
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to the differences in the treatment duration (one week versus two
weeks) or differences in participant characteristics (age, race and
ethnicity). The proportion of participants with resolution of itch was
not measured, but the reduction in itch score was measured in one
study and is probably higher with erythromycin (moderate-quality
evidence). See Summary of findings 2.

Azithromycin probably has no additional beneficial effect on the
resolution of itch or the reduction in itch score when compared
to placebo (one trial, moderate-quality evidence). Moreover, meta-
analysis of two trials showed that there may be no difference
between these treatments in the proportion of participants with
good or excellent rash improvement, as rated by a medical
practitioner (low-quality evidence). The pooled data showed
moderate heterogeneity, possibly due to differences in the race/
ethnicity and age of the participants, or in the duration of the
disease before diagnosis. Nevertheless, both trials showed lack of
difference between the intervention groups for this outcome. See
Summary of findings 3.

Regarding medical practitioner-rated good or excellent rash
improvement, pooled data from three trials showed that there is
probably a larger improvement in favour of acyclovir than placebo,
vitamins, or no treatment. Although the pooled data showed
moderate heterogeneity, we assessed the quality of the evidence
as moderate. One small trial indicated that the proportion of
participants with resolution of itch is probably higher with placebo
than with acyclovir (moderate-quality evidence), but reduction in
itch score was not measured. See Summary of findings 4.

Based on a single trial, it may be beneficial to add acyclovir to
standard care (calamine lotion and oral cetirizine) to reduce itch
severity and to achieve itch resolution (low-quality evidence). The
proportion of participants with good or excellent rash improvement
within two weeks, as rated by a medical practitioner, was not
measured in this trial. However, this study used a scoring system
for evaluating rash severity that included absence or presence
of erythema and scaling as well as the number of lesions, and
showed a difference in favour of acyclovir in reducing the rash
lesional score. The scoring system used in this trial seems objective
and the assessors of the outcome were blinded (moderate-quality
evidence); therefore, we included these results in the footnotes of
Summary of findings 5.

It is important to note that the trials comparing acyclovir either
to placebo or to other interventions used different dose regimens
and different interventions as control, which made it impossible to
compare different doses of acyclovir with regard to their efficacy;
however, this may have an impact on the clinical outcomes. No
studies compared different dose regimens of acyclovir.

None of the studiesincluded in this review reported serious adverse
events. The evidence was of low quality for the comparison of
acyclovir plus standard care compared to standard care alone;
it was moderate quality for the comparisons of clarithromycin
versus placebo, erythromycin versus placebo, azithromycin versus
placebo (or vitamins), and acyclovir versus placebo (or vitamins) or
no treatment.

The single trial comparing oral clarithromycin versus placebo
did not measure minor participant-reported adverse events
not requiring withdrawal of the treatment. In the other key
comparisons, the rates were very low with each treatment (< 3%),

and there were no significant differences between groups. These
results were mainly based on single studies with a small sample
size. Reported minor adverse events included gastrointestinal
upset, mild abdominal pain, diarrhoea, and headache (low- to
moderate-quality evidence).

None of the included studies measured our primary outcome of
proportion of participants with good or excellent rash improvement
within two weeks, as rated by the participant, or our secondary
outcome of improvement in quality of life as rated by the
participant by the use of questionnaires or other methods.
Uncertainty remains about the effects of treatments that have
not been appropriately assessed through controlled trials, some
of which are even used as standard treatment nowadays, such
as emollients, topical antihistamine creams, topical corticosteroid
creams, or ultraviolet B phototherapy.

Overall completeness and applicability of evidence

All but one of the clinical trials were performed in dermatology
departments (one was performed in a paediatric ward) where the
diagnosis of PR was made by one or more dermatologists and in
some cases even confirmed by biopsy. Consequently, thereis a high
degree of certainty that the participants in these trials indeed had
PR. Diagnostic criteria of PR have been suggested previously (Chuh
2003b), and validated in Chinese and Indian patients (Chuh 2003a),
but only five trials specifically mention the use of these criteria
(Villarama 2002; Amer 2006; Rassai 2011; Pandhi 2014; Singh 2016).

Lesional biopsy for histopathology was performed for all
participants in three studies (Lazaro-Medina 1996; Ganguly 2014;
Jairath 2015). Lesional histopathological changes in PR are non-
specific, and can be used to substantiate the diagnosis and exclude
important differential diagnoses.

Although participant age ranged from 2 to 60 years, most
participants in the included trials were young adults, adequately
representing the age group most commonly affected by PR (see
Characteristics of included studies tables).

Several treatment modalities commonly used by dermatologists
in practice to treat PR, such as topical corticosteroids of varying
potencies, emollients, oral antihistamines, or ultraviolet radiation
(UVB phototherapy), were not covered (or adequately evaluated) by
studies included in this review. Furthermore, although this review
identified some low- to moderate-quality evidence in favour of
acyclovir when compared to placebo, vitamins, no treatment, or
standard of care, different dose regimens of the drug were used in
the various studies and were not compared in any. Consequently,
the available evidence is insufficient to permit a conclusion on
the ideal dose regimen of acyclovir in the management of PR. No
studies addressed the use of other antivirals such as valacyclovir
or famciclovir, drugs used in the treatment of other herpetic
infections.

None of the included trials assessed the proportion of participants
with rash improvement within two weeks, as rated by the
participant, or the impact of the disease on the quality of life
measures.

Amongst the 14 studies included in this review, itch was
evaluated in nine studies (Lazaro-Medina 1996; Villarama 2002;
Ehsani 2010; Ahmed 2014; Pandhi 2014; Das 2015; Jairath
2015; Singh 2016; Sonthalia 2018). The study by Zhu 1992
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lumped symptoms (itch) and signs (rash) together and evaluated
them as a single outcome measurement. The key outcome of
complete resolution of itch within two weeks was evaluated in
seven trials assessing azithromycin versus placebo (Pandhi 2014),
clarithromycin versus placebo (Ahmed 2014), acyclovir versus
placebo (Singh 2016), acyclovir added to standard of care versus
standard of care alone (Das 2015), acyclovir versus erythromycin
(Ehsani 2010), prednisolone versus placebo (Sonthalia 2018),
and dexchlorpheniramine versus betamethasone versus their
combination (Lazaro-Medina 1996).

Six trials assessed reduction of itch scores at week 2 as rated by the
participant.

Regarding the outcome of rash improvement within two weeks as
rated by a medical practitioner, most trials reported this secondary
outcome as their main outcome, but used different measures
to assess it. There was some heterogeneity amongst studies in
the definition of good or excellent rash improvement, that is the
definitions of complete, partial, or no response.

Except for the studies of Akhyani 2003 and Zhu 1992, for which
there was insufficient information about adverse events, and the
Ahmed 2014 study, in which participants were not specifically asked
about adverse effects, the included studies seem to have assessed
adverse events adequately.

Quality of the evidence

In general, the amount of comparative trials of any intervention
for PR is small. The number of participants in the 14 studies
included in this review varied from 23 to 100. The existing body of
evidence does not permit a robust conclusion regarding the main
interventions and outcomes assessed in the current review. Nine
different topical and systemic interventions were included in this
review, most of them based on a single trial.

Risk of bias (Figure 4 and Figure 5) was low for random sequence
generation for all trials except four, for which it was unclear.
Allocation concealment was unclear for seven trials and low for
seven trials. Blinding of participants and personnel was assessed
as at high risk of bias in three trials, unclear risk in three trials, and
low risk in the remaining trials. Blinding of outcome assessment
was assessed as at low risk of bias in nine trials, unclear risk in four
trials, and high risk in one trial. Attrition bias was assessed as at low
risk of bias in all but two trials at unclear risk and one trial at high
risk. Reporting bias was low for most studies, except for two trials
at unclear risk and three trials at high risk.

We assessed the quality of the evidence as either moderate or low.
We downgraded outcomes by one or two levels for the following
reasons: small number of participants in each study (imprecision),
small number of events (imprecision), scarce number of trials
(imprecision), risk of bias (study limitations), or heterogeneity
amongst studies (inconsistency). Reasons for downgrading the
evidence for each comparison and outcome are noted in the
corresponding 'Summary of findings' tables (Summary of findings
for the main comparison; Summary of findings 2; Summary of
findings 3; Summary of findings 4; Summary of findings 5; Summary
of findings 6).

Potential biases in the review process

After thoroughly searching all relevant/available databases, trials
registers, conference proceedings, and literature, and after
attempting to obtain published or unpublished clinical trials
from the pharmaceutical industry, we performed the process of
data collection and analysis. This included five review authors
who independently analysed, selected, and extracted data for
inclusion in this version of the systematic review. All the criteria
for assessment had been clearly defined prior to the data entry. In
each step of the process, at least two review authors participated
independently, and all discrepancies were carefully weighted and
discussed until consensus was obtained. Hence, there is low risk
of bias related to the process of searching, study selection, data
collection, extraction, and analysis.

Agreements and disagreements with other studies or
reviews

The original version of the review published in 2007, Chuh 2007,
included only three RCTs. Based on the results of these trials, no
recommendation regarding the cost-effectiveness of interventions
could be made due to the lack of evidence for efficacy of
most treatment modalities. The only exception was erythromycin,
although the evidence for this treatment came from a single, small
trial. However, for the purpose of this update, we identified 11 new
studies for inclusion. Unlike the original version of the review, this
updated version found evidence that acyclovir, despite moderate
heterogeneity of the results, probably improves rash and itch in
PR. However, there remains a need for larger RCTs to confirm these
results.

Two other recently published systematic reviews focusing on
acyclovir are only partially in agreement with the findings of this
review. The authors of Chang 2019 are more affirmative about the
effects of acyclovir; however, two of the included studies are non-
randomised trials (Amatya 2012 and Drago 2006; see Characteristics
of excluded studies). Furthermore, unlike in our review, they pooled
data from Ehsani 2010 in which acyclovir was compared with
erythromycin, together with data from trials in which acyclovir was
compared with no treatment or placebo. On the other hand, the
choice of outcomes was such that unfavourable data from Singh
2016 were not pooled in the meta-analysis. The conclusion reached
by the Rodriguez-Zuniga 2018 review that acyclovir is superior to
placebo in terms of rash improvement is comparable with that
of our review. The main difference between these reviews and
our review was their inclusion of both randomised and quasi-
randomised trials, and selection of various time points for the
outcome assessments.

AUTHORS' CONCLUSIONS

Implications for practice

Pityriasis rosea (PR) is a self-limiting condition, and spontaneous
recovery is expected in 2 to 12 weeks without active treatment. It is
unusual for the face to be affected, and many people with PR do not
itch at all. The severity of itch and its effect on quality of life are not
necessarily correlated with the extent of the rash. When choosing
treatment options, the severity of itch, the extent and distribution
of the rash, and potential adverse effects of the treatment all need
to be taken into consideration. In most cases, the option of no
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treatment, and providing reassurance, may be a valid alternative
given the benign nature of PR.

The treatments currently used for PR are for the most part not
supported by well-designed clinical trials, and many different
types of treatment are used. Regarding the most commonly used
treatment options in the management of people with PR, this
review provides no information about which emollients or which
potency topical corticosteroids might be preferred for the topical
treatment of PR, and we found inadequate evidence about whether
oral antihistamines or phototherapy provides any clinical benefit
compared to no treatment. There is little, low- to moderate-quality
evidence on the favourable effects of acyclovir for the treatment
of PR. However, this evidence comes from trials with different
dose regimens of acyclovir; therefore, it is unclear which doses
of acyclovir perform best. Since the causative agent(s) of PR
have not yet been definitively identified, and the disease usually
follows a benign, self-limiting course, until sufficient evidence is
obtained regarding the origin of the disease, the treatment remains
symptomatic.

The current review update suggests that acyclovir probably
improves the rash in PR better than placebo, vitamins, or no
treatment, or when added to combined treatment regimens.
However, evidence for the effect of acyclovir on itch was
inconclusive. All of the trials assessing acyclovir were small, and
further adequately powered studies with similar methodology are
needed to corroborate these findings. The optimal dose of acyclovir
remains unknown.

Regarding the use of various macrolide antibiotics, none of
those reviewed (i.e. erythromycin, azithromycin, or clarithromycin)
showed any conclusive benéeficial effect on rash. Based on a single
trial, erythromycin is probably more beneficial in reducing the
severity of itching than placebo. There is probably no difference
between azithromycin and placebo (or vitamins) in resolution
of itch or reduction in itch score. Similarly, there is probably
no difference in resolution of itch between clarithromycin and
placebo.

None of theincluded studies in this review reported serious adverse
events (based on low- to moderate-quality evidence).

The single trial assessing oral clarithromycin versus placebo
did not measure minor participant-reported adverse events
not requiring withdrawal of the treatment. In the other key
comparisons, the rates were very low with each treatment (< 3%),
and there were no significant differences between groups (low-
to moderate-quality evidence). Reported minor adverse events
included gastrointestinal upset, mild abdominal pain, diarrhoea,
and headache.

The evidence of efficacy of other treatments is insufficient to draw
meaningful conclusions, but the absence of evidence of efficacy for
many treatments in PR does not necessarily imply that they are not
effective.

Implications for research

We recommend well-designed, adequately powered (using
a sample size calculation) randomised controlled trials to
investigate treatments for PR that are commonly used by
dermatologists. These interventions include topical corticosteroids
versus placebo, emollients versus placebo, ultraviolet radiation,

and antihistamines for people with PR who are symptomatic. Trials
should adhere to the CONSORT guidelines (Schulz 2010).

We advocate that further research should be conducted to validate
a set of diagnostic criteria for PR, which future clinical trials might
then adopt. Pityriasis rosea may present with atypical features,
and therefore the use of validated diagnostic criteria might aid in
standardising the inclusion of participants in future clinical trials
and allow the results to be compared. For participants with a typical
PR eruption, we do not think that biopsies for confirmation are
necessary. Insisting on lesional biopsy for all participants might
also lead to a lower recruitment rate in randomised controlled trials
and other types of research for PR, thus causing a potential threat
to external validity.

As there is no universally accepted active intervention for PR, we
suggest that future clinical trials for PR should include placebo as
a control, rather than merely comparing several potentially active
interventions against one another.

The time frame for assessing outcomes should preferably be
within two weeks, as spontaneous remission cannot be excluded
after two weeks. If the time frame for assessing outcomes is
beyond two weeks, the study should be adequately powered
to compare treatment versus placebo in order to demonstrate
meaningful reductions in average time course to resolution of rash
or symptoms.

None of the included studies measured our primary outcome
of proportion of participants with rash improvement within two
weeks as rated by the participant, but most studies measured
rash improvement by a medical practitioner. However, different
measures were used to assess this. Future studies should include
an assessment of rash improvement measured by the participant
and using a standardised outcome measure. Future trials should
consult the Cochrane Skin Outcomes Set Initiative (CSG-COUSIN) to
check for any core outcome measures.

Furthermore, trials should consider always clarifying the beginning
of the rash as the starting point of the disease. We advocate that,
apart from baseline assessment of the extensiveness of the rash,
the baseline assessment of symptoms (mainly itch) and effects on
quality of life should be well documented in any future clinical trials
on PR. We also advocate that validated quality of life indexes (e.g.
standardised questionnaires) should be adopted as measures of
this outcome. Without relevant information regarding the impact of
the treatment on quality of life, complete judgement regarding the
clinical importance and cost-effectiveness of interventions is not
possible due primarily to the benign and self-limiting course of the
disease.

Researchers should be alert to the fact that many people with PR
have little or no itch. A diagnostic label in Latin may be given,
but the condition may not bother the person at all. The potential
adverse effects of any intervention should be balanced against
potential benefit, if any, for this group of people.

None of the trials reported any severe side effects, and mild side
effects did not differ between study groups in any of the included
trials. These adverse events were measured in the short term; long-
term effects should also be taken into consideration.
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As shown, there is moderate-quality evidence for a beneficial effect
of acyclovirin good or excellent rash improvement in PR (compared
against placebo). Studies confirming this effect should therefore be
conducted to establish whether or not this treatment could become
standard of care. Since there is no ideal dose regimen of acyclovir
for PR, studies evaluating different dose regimens are needed.
Given the incidence of the disease, large studies evaluating dose-
response may not be possible, so even comparing dose regimens of
4 g per day to regimens of 2 g or less per day could provide a first
step in clarifying whether low- versus high-dose acyclovir provides
a better clinical response. Since evidence suggests the implication
of several members of the Herpesviridae family in PR, trials
evaluating other antivirals such as valacyclovir or famciclovir could
be justified, although the cost of such treatments is usually higher.
Uncertainty remains about the effects of treatments that have
not been appropriately assessed through controlled trials, some
of which are even used as standard treatment nowadays, such

as emollients, topical antihistamine creams, topical corticosteroid
creams, and ultraviolet B phototherapy.
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Methods

This was a randomised, double-blind, controlled trial that lasted for 13 months (July 2008 to July 2009).

Participants

Inclusion criteria of the trial:

Setting: Dermatology department of the Military Hospital in Rawalpindi, Pakistan

« patients aged 10 years and above, diagnosed with PR by 2 dermatologists, presenting within 2 weeks

of the onset of rash

Exclusion criteria of the trial:

« renal disease (creatinine clearance less than 30 mL/minute)

 diabetes
 hypersensitivity to macrolides
« pregnancy

« prior use of antibiotics, topical or systemic steroids within 2 weeks
« using bismuth, metronidazole, barbiturates, captopril, and ketotifen

Baseline characteristics:

« groups were comparable with respect to age, gender, duration of disease and number of lesions, itch-
ing, presence of herald patch, preceding history of upper respiratory tract infection, sexual contact,
and similar disease in family members

« VDRL was negative in all participants

Gender:
Male =33
Female =27

Age (mean/SD):

Intervention =23.3 (SD = 10.34) years

Compare =21.67 (SD = 7.42) years

Total number randomised: 60
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Ahmed 2014 (continued)

Losses to follow-up: none

Interventions

Intervention (N = 30):

Adults received oral clarithromycin 500 mg twice daily for 1 week, children aged 10 to 12 years received
250 mg twice daily for 1 week.

Control intervention (N =30):

Participants received similar-looking placebo pills containing glucose.

Outcomes

Primary outcome of the trial:
Response to treatment, defined 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;

« no response, when there was no regression or new lesions continued to appear even after 2 weeks.

Secondary outcome of the trial:
Resolution of itch at week 2

For all outcomes, interval of assessment was at weeks 1, 2, 4, and 6.

Funding source

Not reported

Notes Outcomes listed here as secondary were not defined as such in the original report, but were reported in
email correspondence with the study authors.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote (page 803): "Randomization was done by lottery method"
tion (selection bias)
Comment: randomisation method was considered adequate
Allocation concealment Low risk Quote (page 803): "A doctor not involved in the treatment or follow-up of the
(selection bias) patients was responsible for randomisation and concealment...
The outcomes A or B were recorded separately on individual paper cards
which were then placed in opaque sealed envelopes."
Comment: seems likely that allocation was concealed
Blinding of participants Low risk Quote (page 803): "Neither the patient nor the doctor who followed-up, knew
and personnel (perfor- to which group the patient belonged."
mance bias)
All outcomes Comment: participants and study personnel were blinded to group assign-
ment
Blinding of outcome as- Low risk Quote (page 803): "Neither the patient nor the doctor who followed-up knew
sessment (detection bias) to which group the patient belonged"
All outcomes
Comment: it seems that the doctor who followed up did the assessment
Incomplete outcome data  Low risk There were no dropouts.
(attrition bias)
All outcomes
Interventions for pityriasis rosea (Review) 43
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Selective reporting (re-
porting bias)

Low risk Although the protocol was not available and it was not registered in a prospec-
tive clinical trial, all prespecified outcomes were reported. No adverse events
were reported in the paper; however, the authors provided them by email.

Other bias

Low risk None found.

Akhyani 2003

Methods

This was a randomised, double-blind, placebo-controlled trial (of unknown total duration).

Participants

Setting: Dermatology department of the Razi Hospital, Tehran, Iran
Inclusion criteria of the trial:

« patients with PR (diagnosed by 3 dermatologists), presenting within 1 week of the onset of rash, who
consented to treatment

Exclusion criteria of the trial:

« allergy to erythromycin
« concern regarding other differential diagnoses such as syphilis, eczema, psoriasis

Baseline characteristics:

« the study included 24 female and 22 male participants aged between 11 and 36 years, but there are
no data on baseline imbalances between intervention groups.

Gender:

Intervention (male + female): 23
Compare (male +female): 23
Age (range):

11 to 36 years

Total number randomised: 46

Losses to follow-up: none

Interventions

Intervention (N =23): oral erythromycin 1 g daily for 1 week

Control intervention (N = 23): placebo capsules for 1 week

Outcomes

Response to treatment, defined as:

« complete, when there was no residual rash, no new rash, no redness in 2 weeks;
« partial, when there was decrease in new rash or improving some red spots in 2 weeks;
« no response, when there was no change within 2 weeks.

Interval of assessment was at weeks 1, 2, and 6.

Funding source

Not reported

Notes The abstract of this study was available in English, but the body of the study was in Persian. The full
translation was not available, but specific questions on methodology were answered by an Iranian col-
league.
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Akhyani 2003 (continued)
Risk of bias

Bias

Authors' judgement Support for judgement

Random sequence genera-  Unclear risk There was no information on how the random sequence was generated.
tion (selection bias)
Allocation concealment Unclear risk There was no information on allocation concealment.
(selection bias)
Blinding of participants Low risk The trial is reported as double-blind. Participants and researchers were blind-
and personnel (perfor- ed. Only the pharmacist was unblinded.
mance bias)
All outcomes
Blinding of outcome as- Low risk According to the report, participants and researchers were blinded. No specifi-
sessment (detection bias) cation as to how the blinding was performed.
All outcomes
Incomplete outcome data  Low risk There were no dropouts.
(attrition bias)
All outcomes
Selective reporting (re- Unclear risk Although the protocol was not available and it was not registered in a prospec-
porting bias) tive clinical trial, all prespecified outcomes were reported. However, there is
no information about adverse events.
Other bias Unclear risk There was insufficient information for judgement.
Amer 2006
Methods This was a double-blind, placebo-controlled trial (of unknown total duration).

Participants

Setting: General Pediatric Clinic, Adolescent Clinic and Emergency Department of Children’s Hospital
of Michigan, Detroit, USA

Inclusion criteria of the trial:
« diagnosis of typical PR agreed upon by 2 clinicians
Exclusion criteria of the trial:

« receipt of an antibiotic within 2 weeks of diagnosis of PR
« history of intolerance to azithromycin or erythromycin
« presence of lesions for > 3 weeks at the time of diagnosis

Baseline characteristics:

 thestudyincluded 16 male and 33 female black participants, aged between 2 and 18 years (mean age
was 8 years).

« there were more boys (42% vs 24%) in the placebo group.
« groups were comparable with respect to mean age, duration of lesions, and presence of pruritus.

Gender:
Male =16

Female =33

Interventions for pityriasis rosea (Review) 45
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Amer 2006 (Continued)

Age (mean/SD):

Intervention =8 years
Compare = 8.4 years

Total number randomised: 49

Losses to follow-up: none

Interventions Intervention (N = 25): azithromycin (oral) 12 mg/kg/day for 5 days

Control intervention (N = 24): placebo tablets or syrup similar in number/volume, identical-appearing
and similar-tasting for 5 days

Outcomes Primary outcome of the trial:
Rates of cure and of partial resolution, defined as:

« completely resolved PR, if areas involved previously were neither scaly nor raised and no new lesions
had appeared;

« partial resolution, if there was a decrease in lesion number, scaliness, or thickness but with active (i.e.
raised and scaly) lesions still present;

« no response (treatment failure), when there was no change in participant's skin appearance.

Both examining physicians had to agree on the lesion resolution status at each follow-up. Digital pho-
tographs of all lesions were taken at enrolment and each follow-up and were reviewed at the end of
study to look for missed areas of disagreement.

The authors also considered reporting on the following outcomes in the methods section:

« presence of pruritus
« presence of residual pigmentary changes
« medication adverse effects

Interval of assessment was at week 1, 2, and 4 for all outcomes.

Funding source The study was supported by a grant from Pfizer Inc.

Notes -

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Unclear risk Quote (page 1703): “Patients were randomly assigned”

tion (selection bias)
Comment: there was no information on the method of randomisation in the

original report. When contacted for clarification, the study authors did not pro-
vide any additional details.

Allocation concealment Unclear risk There was no information on the method used. When contacted for clarifica-
(selection bias) tion, the study authors did not provide any additional details.

Blinding of participants Low risk Quote (page 1703): “Only the study pharmacist was aware of study patients’

and personnel (perfor- treatment type... Placebo patients received an appropriate volume, or num-
mance bias) ber of tablets, of an identical-appearing and similar-tasting placebo”

All outcomes

Comment: blinding of participants was done
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Blinding of outcome as- Low risk Quote (page 1703): “Only the study pharmacist was aware of study patients’

sessment (detection bias) treatment type”

All outcomes
Quote (page 1704): "We reviewed our photographs at the end of study (before
we broke the code of treatment assignment) to look for missed areas of dis-
agreement."
Comment: outcome assessment was blinded

Incomplete outcome data  Low risk There were no dropouts.

(attrition bias)

All outcomes

Selective reporting (re- High risk The protocol was not available and it was not registered in a prospective clini-

porting bias) cal trial.
The study states that the presence of pruritus was measured at baseline and
each follow-up, but this information was not included in the results.
There was also no report on concomitant treatment used, although the study
states that this had been recorded at each follow-up.

Other bias Low risk None found.

Das 2015
Methods This was a randomised, placebo-controlled trial lasting for 5 months (May 2013 to September 2013).

Participants

Setting: Department of Dermatology, Medical College, Kolkata, West Bengal, India

Inclusion criteria of the trial:

« consenting adult patients (> 18 years) of either sex diagnosed with PR

Exclusion criteria of the trial:

« patients not willing to participate in the study

« pregnant or lactating women

« history of sensitivity to acyclovir or cetirizine

« advanced disease of vital organs

« suspicion of mimicking diseases (fungal infection, psoriasis, or eczema)

Baseline characteristics:

« groups were comparable with respect to age, sex, duration and severity of skin disease, and intensity

of itching.
Gender:
Male =14
Female=10

Age (mean/SD):

Intervention =32.5 (SD = 10.41) years

Compare =34 (SD = 12.06) years

Total number randomised: 24
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Losses to follow-up: none

Interventions

Intervention A (N = 12): acyclovir tablets 400 mg 3 times/day for 7 days along with standard of care
(calamine lotion and cetirizine 10 mg tablets once daily at bedtime for 4 weeks)

Intervention B (N = 12): standard of care (calamine lotion and cetirizine 10 mg tablets once daily at

bedtime for 4 weeks)

Outcomes

1. Decrease in itch assessed by participants (1-to-10 VAS)

2. Decrease in lesional score (calculated by addition of erythema score, scaling score, and number of

lesions score)

3. Decrease in pruritus score (scale 0 to 3)

4. Response to therapy in terms of appearance of new lesions, categorised as:
a. complete response: no new lesions, disappearance of all previous lesions, with or without residual
postlesional pigmentation;

b. partial response: a few new lesions, regression or disappearance of some previous lesions;

c. no response: no regression of lesions, appearance of new lesions.

5. Adverse events

Interval of assessment was at week 1, 2, 3, and 4 for all outcomes except for outcome 4, where it was at
the end of week 4 (email correspondence with study authors).

Funding source

None

Notes Clinical Trials Registry - India (CTRI/2013/12/004240)
Risk of bias
Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "Subjects were allocated, using a computer-generated randomisation
tion (selection bias) schedule (simple randomisation by 1:1 allocation), to one of two treatment
groups"
Comment: randomisation method was considered adequate
Allocation concealment Low risk Quote: "Allocation concealment was done by sequentially numbered opaque
(selection bias) envelopes."
Comment: it seems likely that allocation was concealed
Blinding of participants High risk There was no blinding of participants.
and personnel (perfor-
mance bias)
All outcomes
Blinding of outcome as- Low risk Quote: "Randomization and dispensing of medications were done by a person
sessment (detection bias) unrelated to the trial. The physician evaluating the effectiveness and safety
All outcomes parameters was thus unaware of the treatment group of the patient making
the trial observer-blind."
Comment: outcome assessment was blinded
Incomplete outcome data  Low risk There were no dropouts.

(attrition bias)
All outcomes
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Selective reporting (re-
porting bias)

Low risk The trial was registered with Clinical Trials Registry - India

(CTRI/2013/12/004240). Protocol was not available, but all prespecified out-

comes were reported.

Other bias Low risk None found.
Ehsani 2010
Methods This was a randomised clinical trial lasting for 12 months (May 2007 to April 2008).

Participants

Setting: Department of Dermatology, Razi Hospital, Tehran, Iran
Inclusion criteria of the trial:

« patients with PR, diagnosis confirmed by 2 academic dermatologists
« patients presenting within the first week of their disease
 extensive generalised lesions

Exclusion criteria of the trial:

« pregnant or breastfeeding women

« known sensitivity to acyclovir or erythromycin

« renal or hepatic impairment

« suspected fungal infection, psoriasis, or eczema
« secondary syphilis (positive VDRL and TPHA)

Baseline characteristics:

« the study included adult patients and children (mean age was 32.9 + 16 years)
« groups were comparable with respect to age, sex, and presence of pruritus

Gender:

Male=15

Female=15

Age (range):

Intervention =3 (< 25 years); 5 (25 to 35 years); 7 (> 35 years)
Compare =4 (<25 years); 6 (25 to 35 years); 5 (> 35 years)
Total number randomised: 30

Losses to follow-up: none

Interventions

Intervention A (N = 15): erythromycin 400 mg 4 times a day for 10 days

Intervention B (N = 15): acyclovir 4 g daily in 5 divided doses for 10 days

Outcomes

1. Response to treatment categorised as:

a. complete response: no new lesions followed by disappearance of all previous lesions, with or with-

out residual postlesional pigmentation;

b. partial response: few new lesions plus regression or disappearance of some previous lesions;

c. no response: no regression of lesions, along with appearance of new lesions.
2. Proportion of participants with itch
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Interval of assessment was at weeks 2, 4, and 8.

Funding source None
Notes -
Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Unclear risk Quote: "The patients were randomised"
tion (selection bias)
Comment: no information was provided on how the random sequence was
generated
Allocation concealment Unclear risk No information was provided on allocation concealment.
(selection bias)
Blinding of participants Unclear risk Quote: "Acyclovir and erythromycin used in the study were in similar white pill
and personnel (perfor- forms, with the same packaging."
mance bias)
All outcomes Comment: there is insufficient information, and it is unclear who was blinded
Blinding of outcome as- Unclear risk Quote: "Acyclovir and erythromycin used in the study were in similar white pill
sessment (detection bias) forms, with the same packaging."
All outcomes
Comment: there is insufficient information, and it is unclear who was blinded
Incomplete outcome data  Low risk There were no dropouts.
(attrition bias)
All outcomes
Selective reporting (re- Low risk Although the protocol was not available and it was not registered in a prospec-
porting bias) tive clinical trial, all prespecified outcomes were reported.
Other bias Low risk None found.
Ganguly 2014
Methods This was a randomised, double-blind, placebo-controlled trial lasting for 19 months (November 2006 to

May 2008).

Participants

Setting: Department of Dermatology, Venereology & Leprosy, Pondicherry Institute of Medical
Sciences, Pondicherry, India

Inclusion criteria of the trial:

« patients with clinical diagnosis of PR, irrespective of age and sex

Exclusion criteria of the trial:

« use of some form of systemic therapy for PR (e.g. corticosteroids, erythromycin)

« major systemic illnesses including renal impairment

« use of a drug known to cause PR-like eruption (allopurinol, arsenic, bismuth, barbiturate, gold, hy-
drochlorothiazide, organic mercurials, nimesulide, d-penicillamine, clonidine, isotretinoin, ketotifen,
captopril, metronidazole, omeprazole) in the preceding 2 weeks with absence of herald patch and
presence of eosinophilia
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Baseline characteristics:

« groups were comparable with respect to age, gender, and duration of disease.
Gender:

Male = unspecified

Female = unspecified

Age (mean/SD):

Intervention = unspecified

Compare = unspecified

Total number randomised: 73

Losses to follow-up: 13 in total, balanced between groups, reason for all dropouts was failure to at-
tend follow-up visit at week 1 or 2

Interventions

Intervention (N = 38): acyclovir tablets: adults 800 mg 5 times/day, children 20 mg/kg/dose 4 times/
day, for 7 days

Control intervention (N = 35): vitamin C tablets: adults 100 mg 5 times/day, children 50 mg 4 times/
day, for 7 days

Use of concomitant treatment: emollients and oral antihistamines were used for symptomatic treat-
ment of itch

Outcomes

1. Regression of skin lesions, evaluated as:
a. regressed; if erythema had decreased or disappeared in all lesions leaving desquamation or pig-
mentation;

b. partially regressed; if erythema had decreased in = 50% of lesions;

c. unchanged; if decrease in erythema was recorded in < 50% of lesions
2. Time taken for clearance of lesions
3. Appearance of new lesions
4. Adverse events

Interval of assessment was at week 1 and 2.

Funding source

Not reported

Notes

Risk of bias

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote (page 2): "simple randomisation by lottery"

Comment: randomisation method considered adequate

Allocation concealment
(selection bias)

Low risk Quote (correspondence with authors): "The randomisation was done by a se-
nior dermatologist other than the chief investigator who used the terms ‘treat-
ment A’ and treatment B’ on the prescription, according to the randomisation.
Therefore, the chief investigator and the dermatologist assigned to give treat-
ment were unaware of the drug prescribed to individual patients. The pharma-
cist dispensed tablet acyclovir in the described dose for ‘treatment A’ and vit-
amin Cin the described dose for ‘treatment B’ in identical containers. So, the
patients were also kept unaware of the therapeutic group to which they be-
long to (acyclovir or placebo)."
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Comment: it seems likely that allocation was concealed via the method de-

scribed
Blinding of participants Low risk As above - participants and study personnel were unaware of group assign-
and personnel (perfor- ment
mance bias)
All outcomes
Blinding of outcome as- Low risk Quote (correspondence with authors): "The meaning of ‘treatment A’ and
sessment (detection bias) ‘treatment B’ was disclosed to the chief investigator after completion of the
All outcomes trial."

Comment: outcome assessment was blinded

Incomplete outcome data  Low risk There were 13 dropouts, which were balanced between groups (8 in the inter-
(attrition bias) vention group and 5 in the control group), reasons for dropouts was the same
All outcomes (loss to follow-up).

Selective reporting (re- Low risk Although the protocol was not available and it was not registered in a prospec-
porting bias) tive clinical trial, all prespecified outcomes were reported. No adverse events

were reported in the paper; however, the authors provided them by email.

Other bias Low risk None reported.

Jairath 2015

Methods This was a randomised clinical trial (of unknown total duration).

Participants Setting: skin outpatient department of a tertiary care hospital in India
Inclusion criteria of the trial:
« new or relapsing cases of PR, or both
Exclusion criteria of the trial:

« patients with photosensitivity, eye disorders, history of mood swings, mania
« pregnancy and lactation

« positive serology for syphilis

« age less than 5 years

Baseline characteristics:

« groups were comparable with respect to age, gender, duration and severity of disease, and intensity
of pruritus.

Gender:

Male =52

Female =28

Age (mean/SD):
Intervention = 26.5 years
Compare =28.2 years

Total number randomised: 100
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Losses to follow-up: none

Interventions

Intervention (N = 50): fixed-dose narrowband UVB phototherapy of 250 mJ/cm? 3 times a week (on
non-consecutive days) for 4 weeks

Control intervention (N = 50): topical emollient

Outcomes

. Adverse events

Duration of disease

. Reduction in PR severity score (PRSS)
. Reduction in pruritus score

Interval of assessment for outcomes 1 and 2 was at week 4.

Funding source

None

Notes Although this study met the inclusion criteria, it was excluded from the analysis because the authors
did not provide information for outcomes at week 2.

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "were allocated into two groups by a computer-generated randomisa-
tion (selection bias) tion chart"
Comment: randomisation method was considered adequate
Allocation concealment Unclear risk There was no information on the allocation concealment.
(selection bias)
Blinding of participants High risk The authors stated that the study was double-blinded, but the blinding
and personnel (perfor- method is not specified, and lack of blinding is likely because control group
mance bias) was not irradiated.
All outcomes
Blinding of outcome as- High risk The authors stated that the study was double-blinded, but the blinding
sessment (detection bias) method is not specified. Also, lack of blinding is likely because the control
All outcomes group was not irradiated, and UVB-induced skin pigmentation would likely re-
veal which participants received the active treatment.
Incomplete outcome data  Low risk There were no dropouts.
(attrition bias)
All outcomes
Selective reporting (re- Low risk Although the protocol was not available and it was not registered in a prospec-
porting bias) tive clinical trial, all prespecified outcomes were reported.
Other bias Low risk None reported.

Lazaro-Medina 1996

Methods

This was a randomised, double-blind clinical trial lasting for 26 months (March 1993 to April 1995).

Participants

Setting: Section of Dermatology, Philippine General Hospital, Manila, the Philippines

Inclusion criteria of the trial:
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Lazaro-Medina 1996 (continued)

« patients of any age and gender diagnosed with PR
Exclusion criteria of the trial:

« patients with a history of intake of oral steroids, antihistamine, or combination of the 2 within the
week prior to consultation

« history of topical steroid use a week prior to consultation

« positive KOH preparation of skin scrapings

« no consent of biopsy

Baseline characteristics:

« groups were comparable with respect to age, gender, occupation status, and clinical features.
Gender:

Male =38

Female =47

Age (range): 20.1 to 23.6 years

Total number randomised: 85

Losses to follow-up: 14 in total during treatment period (first 4 weeks); unbalanced between groups (2
in group A, 2 in group B, 10 in group C), reasons per group unknown

Interventions

Intervention A (N = 27): oral dexchlorpheniramine 4 mg 2 times/day for 2 weeks, then once a day for
the following 2 weeks

Intervention B (N = 31): oral betamethasone 500 mcg 2 times/day for 2 weeks, then once a day for the
following 2 weeks

Intervention C (N = 27): oral betamethasone 250 mcg + oral dexchlorpheniramine 2 mg 2 times/day for
2 weeks, then once a day for the following 2 weeks

Outcomes

. Change in lesion count

. Proprotion of participants with pruritus
. Pigmentary changes

. Disease recurrence

aa b W N =

. Adverse events

Interval of assessment was at 3rd day and at week 1, 2, 3, 4, 8, and 12.

Funding source

Study was supported by Schering-Plough.

Notes

Risk of bias

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote (page 4): "randomised table provided by the statistician"

Comment: randomisation method was considered adequate

Allocation concealment
(selection bias)

Unclear risk Quote (page 4): "Upon inclusion in the study, the patient was placed in the
treatment group A, Bor C"

Comment: insufficient information
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Blinding of participants Unclear risk Quote (page 4): "Both investigators and patients were blinded to avoid bias"
and personnel (perfor-
mance bias) Comment: insufficient information
All outcomes
Blinding of outcome as- Unclear risk There was insufficient information for judgement.
sessment (detection bias)
All outcomes
Incomplete outcome data  High risk 14/85 missing within the treatment period (4 weeks from enrolment); unbal-
(attrition bias) anced between groups (2 missing in group A, 2 in group B, 10 in group C), rea-
All outcomes sons per group unknown.
Selective reporting (re- Low risk Although the protocol was not available and it was not registered in a prospec-
porting bias) tive clinical trial, all prespecified outcomes were reported.
Other bias Low risk None found.
Pandhi 2014
Methods This was a randomised, double-blinded, placebo-controlled trial lasting for 14 months (February 2010

to March 2011).

Participants

Setting: dermatology outpatient department of an urban hospital in north India
Inclusion criteria of the trial:

« clinical diagnosis of PR agreed upon by 2 dermatologists

Exclusion criteria of the trial:

« disagreement between the 2 dermatologists on the diagnosis of PR
« intake of an antibiotic within 2 weeks prior to the diagnosis of PR

« history of intolerance to azithromycin or erythromycin

« presence of lesions for more than 2 weeks

« absence of pruritus at the time of diagnosis

Baseline characteristics:

« groups were comparable with respect to age, sex, duration and severity of disease, and intensity of
itch.

Gender:

Male=36

Female =34

Age (mean/SD):

Intervention = 23 (SD = 8.96) years
Compare =23.6 (SD = 8.3) years
Total number randomised: 70

Losses to follow-up: 3 in total, 2 in the intervention group at week 4 and 1 in control group at week 6,
no reasons given
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Pandhi 2014 (continued)

Interventions

Intervention (N = 35): azithromycin tablets 12 mg/kg/day for 5 days

Control intervention (N = 35): multivitamin tablets similar to azithromycin in colour, shape, size, and

taste for 5 days

Outcomes

Primary outcome of the trial:

1. The mean decrease in itch using a 1-to-10 VAS

Secondary outcomes of the trial:

1. Reduction in PR severity score (PRSS)

2. Adverse events

Interval of assessment was at week 2, 4, and 6.

Funding source None

Notes -

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote (page 37): "Randomized table provided by a statistician for the genera-

tion (selection bias) tion of the randomisation sequence was used for group allocation."
Comment: randomisation method is considered adequate

Allocation concealment Low risk Quote (page 37): "A clinical nurse assigned oral azithromycin and placebo to ei-

(selection bias) ther Group A or Group B and dispensed test medications to participants. The
coded containers and the key for group allocation and computer generated
random numbers list were kept in an opaque and sealed envelope in a locked
cupboard, to which access was available only to the nurse."
Comment: allocation was likely concealed

Blinding of participants Low risk As above; participants received placebo.

and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Low risk Quote (page 37): "The dermatologists not involved in randomisation conduct-

sessment (detection bias) ed the subsequent clinical assessment."

All outcomes
Comment: outcome assessment was blinded

Incomplete outcome data  Low risk There were 2/35 dropouts in the treatment group at week 4 and 1/35in the

(attrition bias) placebo group at week 6. Intention-to-treat analysis was applied.

All outcomes

Selective reporting (re- Low risk Although the protocol was not available and it was not registered in a prospec-

porting bias) tive clinical trial, all prespecified outcomes were reported.

Other bias Low risk None known.
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Rassai 2011

Methods This was a randomised, investigator-blind trial lasting for 5 months (October 2006 to February 2007).

Participants Setting: Outpatient clinic of Department of Jondishapur University of Medical Sciences, Ahvaz, Iran
Inclusion criteria of the trial:

« clinical diagnosis of PR

» age between 12 and 60 years

« <1 month from the onset of PR

« no systemic or topical treatment for the existing or any other condition

Exclusion criteria of the trial:

« pregnant and breastfeeding women
« known hypersensitivity to acyclovir
« any serious systemic diseases

Baseline characteristics:

« the study included participants aged 10 to 60 years, mean age was 27.12 years.
« mean duration of disease prior to enrolment was 18.25 days.
« groupswere comparable with respect to age, sex, duration and severity of disease (number of lesions).

Gender:

Male = unspecified

Female = unspecified

Age (mean/SD/range):

Mean: 27.12 years

Range: 10 to 60 years

Total number randomised: 64

Losses to follow-up: 10 in total; numbers and reasons per group not specified

Interventions Intervention (N = 28): oral acyclovir 400 mg 5 times/day for 1 week
Control intervention (N = 26): no intervention, only follow-up

Use of concomitant treatment: participants were prohibited from using any other medication during
participation in the study.

Outcomes 1. Reduction in erythema
2. Reductioninscaling
3. Adverse events

For outcomes 1 and 2, all lesions were photographed and any change in scaling and erythema was
recorded.

Interval of assessment was at week 1, 2, 3, and 4.

Funding source Not reported
Notes It was unclear how many participants per group entered the study.
Risk of bias
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Rassai 2011 (Continued)

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote (page 25): "Randomization was performed by using a simple random ta-

ble."

Comment: randomisation method considered adequate

Allocation concealment Unclear risk There was no mention of allocation concealment.
(selection bias)
Blinding of participants High risk There was no blinding of participants. There was no placebo, only follow-up

and personnel (perfor-
mance bias)
All outcomes

for the control group.

Blinding of outcome as-
sessment (detection bias)
All outcomes

Unclear risk Quote (page 26): "The used medications were not revealed to their physi-

cians."

Comment: unclear if blinding of outcome assessment was achieved

Incomplete outcome data  Unclear risk There were 10 dropouts (15.6%), numbers and reasons per group were not
(attrition bias) specified.

All outcomes

Selective reporting (re- Low risk Although the protocol was not available and it was not registered in a prospec-

porting bias)

tive clinical trial, all prespecified outcomes were reported.

Other bias Low risk None found.
Singh 2016
Methods This was a randomised, triple-blinded, placebo-controlled trial lasting for 11 months (August 2012 to

June 2013).

Participants

Setting: Department of Dermatology and Venereology, SS Hospital, Institute of Medical Sciences, Ba-
naras Hindu University, Varanasi, Uttar Pradesh (India)

Inclusion criteria of the trial:

patients of both genders, aged 7 to 65 years

fulfilment of diagnostic criteria (Chuh 2003b)

witnessed informed consent, given by the patient or parents in case of minors
weight 40 kg or more

Exclusion criteria of the trial:

pregnancy
lactation

inability to come for weekly follow-up visits

any treatment taken for the disease within the past 1 week
any other illness as revealed by history

history of a drug reaction to acyclovir

positive potassium hydroxide test of skin scrapings
positive VDRL test

Baseline characteristics:
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 participants were aged 16 to 32 years.
« 8female, 19 male
« median duration of illness was 15 days.

« groups were comparable for all variables except for age (gender, weight, duration and severity of dis-
ease, presence of herald patch, itch).

« placebo participants were significantly younger.
« VDRL was negative in all participants.

Gender:

Male =19

Female=8

Age (mean/SD):

Intervention =24.43 (SD = 7.31) years
Compare = 18.31 (SD = 2.66) years
Total number randomised: 27

Losses to follow-up: none

Interventions

Intervention (N = 14): acyclovir 800 mg 5 times/day orally for 7 days
Control intervention (N = 13): identical-looking placebo tablets 5 times/day orally for 7 days

Use of concomitant treatment: no

Outcomes

Primary outcome of the trial: the number of days required for cure, after initiating treatment. The
Pityriasis Rosea Area and Severity Index (PRASI) was devised for the purpose of the study. Cure was de-
fined as complete absence of erythema (grade 0) and no or minimal scaling (grade 0 or 1).

Secondary outcomes of the trial:

. Participant's assessment of response to treatment (unsatisfied, satisfied, or very satisfied)
. 50% reduction in severity

. Adverse events

. Resolution of itch

. Severity of itch (graded on a 0-to-3 scale: none, mild, moderate, severe)

. Complete resolution of rash at week 2

o A~ W N

We received information regarding secondary outcomes 4 to 6 through email contact with the author.

Participants were examined weekly.

Funding source

KLM Laboratories Pvt Ltd Mumbai provided the study medications (after the trial was planned) and had
no other role in the study.

Notes Clinical Trials Registry - India (CTRI/2012/09/002995)
Risk of bias
Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "Patients were randomly assigned to the two treatment groups using
an online randomisation tool (http://www.randomizer.org/)"

Comment: randomisation method considered adequate
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Allocation concealment Low risk Quote: "Treatment allocation concealment was done using the sealed enve-

(selection bias) lope technique. Opaque envelopes were prepared for each patient by a per-
son who was not involved in the study. These contained the randomisation
codes, treatment A or treatment B. After a particular patient was enrolled into
the study, the envelope was opened to know which treatment was to be allo-
cated."
Comment: allocation was likely concealed

Blinding of participants Low risk Quote: "They were randomly assigned to receive either 800 mg acyclovir or

and personnel (perfor- identical-looking placebo tablets, to be taken five times a day for one week.

mance bias) Both tablets were packaged in identical blister packs."

All outcomes
Comment: participants, investigators, and statistician were blinded through-
out the entire trial

Blinding of outcome as- Low risk Quote: "The code of treatment groups was broken after statistical analysis of

sessment (detection bias) the data. The investigators and statistician were unaware of the contents of

All outcomes treatments A and B until the data was completely analysed."
Comment: participants, investigators, and statistician were blinded through-
out the entire trial

Incomplete outcome data  Low risk There were no dropouts.

(attrition bias)

All outcomes

Selective reporting (re- High risk The trial protocol was pre-registered, and the main outcome, number of days

porting bias) required for cure (disappearance of skin lesions), was reported. Secondary
outcome (50% reduction in severity) was not reported. PRASI score was not re-
ported.

Other bias Low risk None found.

Sonthalia 2018

Methods

This was a randomised, double-blinded, placebo-controlled trial lasting 2 years (March 2011 to March

2013).

Participants

Setting: advanced dermatology clinic-cum-research centre in the city of Gururgram in North India

Inclusion criteria of the trial:

« clinical and dermatoscopic diagnosis of PR
« onset of lesions within the past 5 days
+ age between 18 and 60 years

Exclusion criteria of the trial:

« patients presenting after 5 days of rash onset
« pregnant and lactating women

« any severe medical disorder (diabetes, hypertension, cardiac or renal disease)

« positive VDRL test

« positive antistreptolysin (ASLO) titre

« positive KOH 10% smear for fungal scraping

 any topical or oral treatment for PR in the past 7 days
« contraindication to oral steroids
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« recentintake of a drug known to precipitate PR

Baseline characteristics:

« groups were comparable with respect to age, sex, duration and severity of rash, and intensity of itch.
Gender:

Male=34

Female =36

Age (mean/SD):

Intervention = 26.03 (SD = 7.83) years

Compare =25.86 (SD =7.78) years

Total number randomised: 70

Losses to follow-up: 4 (2 per group)

Interventions

Intervention (N = 35): oral prednisolone 20 mg/day for 5 days, 15 mg/day for next 5 days, and 10 mg/
day for last 5 days, taken as a single dose after breakfast

Control intervention (N = 35): placebo tablets similar to prednisolone in colour, size, shape, and taste

Use of concomitant treatment: the only treatment allowed was a standard pharmaceutical formu-
lation containing calamine lotion with liquid paraffin for topical application. No oral antihistamine or
topical steroids were given/allowed to any participant.

Outcomes

Primary outcome of the trial:
1. Mean decrease in itch as assessed by participants using a 1-to-10 VAS
Secondary outcomes of the trial:

1. Reduction in PRSS assessed by the investigator (improvement in PRSS was graded based on the per-
centage reduction as minimal < 25%, good 26% to 50%, very good 51% to 75%, or excellent = 75%)

2. Adverse effects of treatment
3. Relapse at week 12

Interval of assessment was at week 1, 2, 4, 8, and 12.
Digital photographs were taken at presentation and at subsequent follow-up visits.

Participants were to be shifted out of the study if there was non-response at 15th day or worsening of
lesions or severe intolerance to the administered therapy.

Funding source Not reported

Notes -

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote (page 618): "A randomized table provided by a statistician for the gener-
ation of the randomization sequence was used for group allocation."

Comment: randomisation method considered adequate
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Allocation concealment Low risk Quote (page 618): "A pharmacy-controlled concealment of randomisation was
(selection bias) carried out. A clinical coordinator assigned oral prednisolone and placebo to
either Group A or Group B and dispensed test medications to participants. The
coded containers and the key for group allocation and computer generated
random numbers list were secured in a sealed envelope. Hence, the investiga-
tors as well as the patients were ‘blinded’ to the nature of treatment assigned
at any point of the trial."
Comment: allocation was likely concealed
Blinding of participants Low risk Quote (page 618): "A pharmacy-controlled concealment of randomisation was
and personnel (perfor- carried out. A clinical coordinator assigned oral prednisolone and placebo to
mance bias) either Group A or Group B and dispensed test medications to participants. The
All outcomes coded containers and the key for group allocation and computer generated
random numbers list were secured in a sealed envelope. Hence, the investiga-
tors as well as the patients were ‘blinded’ to the nature of treatment assigned
at any point of the trial."
Comment: investigators and participants were blinded to treatment groups
Blinding of outcome as- Low risk Quote (page 618): "A pharmacy-controlled concealment of randomisation was
sessment (detection bias) carried out. A clinical coordinator assigned oral prednisolone and placebo to
All outcomes either Group A or Group B and dispensed test medications to participants. The
coded containers and the key for group allocation and computer generated
random numbers list were secured in a sealed envelope. Hence, the investiga-
tors as well as the patients were ‘blinded’ to the nature of treatment assigned
at any point of the trial."
Quote (page 618): "The dermatologists not involved in randomisation con-
ducted the subsequent clinical assessment."
Comment: outcome assessment was blinded
Incomplete outcome data  Unclear risk There were 2/35 dropouts in each group. Intention-to-treat analysis was ap-
(attrition bias) plied to some of the outcomes but not all.
All outcomes
Selective reporting (re- High risk The protocol was not available, it was not registered in a prospective clinical
porting bias) trial, and some of the prespecified outcomes were not clearly reported even
after several attempts at contacting the authors.
Other bias Low risk None found.

Villarama 2002

Methods

This was a randomised, double-blind, placebo-controlled trial (of unknown total duration).

Participants

Setting: outpatient dermatology clinic in the Philippines

Inclusion criteria of the trial:

 patients diagnosed with classic PR based on clinical features

Exclusion criteria of the trial:

« atypical presentation of PR

« history, signs, and symptoms of other skin disorders like psoriasis, leprosy, pityriasis lichenoides
chronica, cutaneous drug eruptions, syphilis, fungal infections, or contact dermatitis
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Villarama 2002 (continued)

« use of any systemic medication within 1 week prior to consult

« use of topical corticosteroids at any time during the condition

« history of hypersensitivity to erythromycin

« history of gastrointestinal ulcers or hepatic disease

« pregnant and lactating women

 age below 12 years (due to the unavailability of a placebo for the syrups preparation of erythromycin
stearate)

Baseline characteristics:

« groups were comparable with respect to age, sex, duration of disease, lesion count, intensity of itch,
history of upper respiratory tract infection, and ASO positivity.

Gender:

Male=18

Female =22

Age (mean/SD):

Intervention = 24.65 (SD = 1.2) years

Compare =27.1 (SD = 1.69) years

Total number randomised: 40

Losses to follow-up: 6 in total, 3 per each group

+ 1 participant self-medicated with oral corticosteroid and antihistamine during the first week of treat-
ment.

« 5 participants were lost for follow-up visit after the first week of treatment.

Interventions

Intervention (N = 20): oral erythromycin stearate 250 mg 4 times/day for 2 weeks

Control intervention (N =20): matching placebo capsules containing flour instead of active ingredi-
ent, identical in physical appearance, weight, and external packaging, 4 times/day

Use of concomitant treatment: no other oral or topical medication was allowed.

Outcomes

Primary outcome of the trial:

1. Curerate, defined as decrease in erythema, size, scaling of lesions, further categorised as:

a. complete cure: total disappearance of all existing lesions, complete resolution of erythema and
scaling in existing patches with or without residual pigmentation, lack of appearance of new le-
sions;

b. partial: regression in size, scaling, erythema, and number of existing lesions, absence of new le-
sions;

c. no cure: no change in pre-existing lesions or appearance of new lesions

Secondary outcomes of the trial:

1. Reduction in pruritus score (1-to-10 VAS)
2. Adverse events

Interval of assessment was at weeks 2, 4, and 6.

Funding source Not reported
Notes -
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Villarama 2002 (continued)

Risk of bias

Bias

Authors' judgement

Support for judgement

Random sequence genera-  Low risk Quote (page 5): "Arandomisation list using a computer-generated table of ran-
tion (selection bias) dom numbers was prepared prior to the start of the trial."
Comment: randomisation method considered adequate
Allocation concealment Low risk Quote (page 5): "Separate investigators took charge of recording patient as-
(selection bias) signments, labelling the study drugs and dispensing of test medications."
Comment: allocation concealment was likely achieved
Blinding of participants Low risk Quote (page 5): "The clinical evaluator and the patients were blinded to treat-
and personnel (perfor- ment groups. Separate investigators took charge of recording patient assign-
mance bias) ments, labelling the study drugs and dispensing of test medications."
All outcomes
Quote (page 6): "The physical appearance, weight and external packaging of
the study drugs were identical."
Comment: clinical evaluator and participants were blinded to treatment
groups
Blinding of outcome as- Low risk Quote (page 5): "Laboratory personnel and data analyst were likewise blind-
sessment (detection bias) ed", in addition to above.
All outcomes
Comment: outcome assessment was blinded
Incomplete outcome data  Low risk There were 6/40 dropouts at week 2 (3 per group). Worst-case scenario (no
(attrition bias) cure) was assumed for dropouts.
All outcomes
Selective reporting (re- Low risk Although the protocol was not available and it was not registered in a prospec-
porting bias) tive clinical trial, all prespecified outcomes were reported.
Other bias Low risk None found.
Zhu 1992
Methods This was a randomised trial (of unknown total duration).

Participants

Setting: dermatology department in a university hospital, China

Inclusion criteria of the trial:

« patients with PR

Exclusion criteria of the trial: no information provided
Baseline characteristics:

« 15 male and 8 female patients

« agerange was 19 to 45 years, mean age was 27.2

« duration of disease was 7 to 12 days

« groups were comparable with respect to age, sex, disease duration, and rash distribution.

Gender:
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Male=15

Female=8

Age (mean/SD):

Intervention = unspecified
Compare = unspecified

Total number randomised: 23

Losses to follow-up: none

Interventions Intervention A (N = 12): potenline (glycyrrhizin) 80 mL in 500 mL of 10% glucose intravenous solution,
once daily, duration unclear; it seems until cure was achieved or up to 10 days (1 treatment cycle)

Intervention B (N = 11): procaine 300 to 600 mg in 500 mL of 10% glucose intravenous solution, once
daily, duration unclear; it seems until cure was achieved or up to 10 days (1 treatment cycle)

Use of concomitant treatment: participants were not given any other oral or topical drugs

Outcomes 1. Efficacy in terms of resolution of skin lesions and symptoms, categorised as:
a. cure: complete resolution of symptoms and skin lesions;

b. effective: symptoms improved, with a 70% reduction of skin lesions;

c. no effect: symptoms only slightly improved after 10 days of treatment, no improvement of skin
lesions or relapsed

2. Time for cure

Interval of assessment was not specified; it seems that each participant was followed until cure (com-
plete resolution) was achieved.

Funding source Unknown

Notes The study report was originally written in Chinese. Only a translation of the abstract was available.
Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Unclear risk Quote: "patients were randomly assigned"

tion (selection bias)
Comment: there was no information on how the random sequence was gener-

ated
Allocation concealment Unclear risk There was no information on allocation concealment.
(selection bias)
Blinding of participants Unclear risk The study was not blinded, but information was insufficient to permit a judge-
and personnel (perfor- ment as to whether the outcome was likely to be influenced by lack of blind-
mance bias) ing. Both groups received some form of intravenous therapy.
All outcomes
Blinding of outcome as- Unclear risk The study was not blinded, but information was insufficient to permit a judge-
sessment (detection bias) ment as to whether the outcome was likely to be influenced by lack of blind-
All outcomes ing.
Incomplete outcome data  Low risk There were no dropouts.
(attrition bias)
All outcomes
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Zhu 1992 (continued)

Selective reporting (re- Unclear risk Insufficient information
porting bias)
Other bias Unclear risk Insufficient information

ASO: anti-streptolisyn O
KOH: potassium hydroxide

PR: pityriasis rosea

PRSS: Pityriasis Rosea Severity Score

SD: standard deviation

TPHA: Treponema pallidum hemagglutination assay

UVB: ultraviolet B

VAS: visual analogue scale

VDRL: The Venereal Disease Research Laboratory test

Characteristics of excluded studies [ordered by study ID]

Study

Reason for exclusion

Amatya 2012

The trial was not randomised. Participants were assigned to groups alternatively (correspondence
with authors).

Arndt 1983 According to the report "Treatments were given to the right side of the body only; the left side was
draped and shielded" (paragraph 3, page 381). There was no randomisation.

Chen 1994 There was no mention of randomisation.

Drago 2006 The trial was neither randomised nor double-blind. Objectivity was achieved by counting the le-
sions.

Grobe 1984 There was no mention of randomisation.

Gutowski 1950

There was no mention of randomisation.

Kalbarczyk 1957

There was no mention of randomisation.

Karpouzis 2003

There was no mention of randomisation.

Leenutaphong 1995

According to the report "UVB irradiation was given to the right side of the body only; the left side
was draped and shielded. Later, 1J of UVA irradiation was given to the left side as a placebo" (para-
graph 2, page 997). There was no randomisation.

Merchant 1974

According to the report "Sixty-six patients presented to the Madigan Army Medical Center Derma-
tology Clinic with pityriasis rosea were treated with ultraviolet light. One-half of their anterior and
one-half of their posterior trunk was treated with ultraviolet light. The other half was used as an
untreated control". There was no mention of randomisation.

Rasi 2008 There was no mention of randomisation.

Roxas According to the report, 36 participants were alternatively assigned to study and control groups.
This is pseudo-randomisation.

Salin 1957 There was no mention of randomisation.

Interventions for pityriasis rosea (Review)
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Study Reason for exclusion

Sharma 2000 According to the report "Patients were allocated by alternate assignment to either the treatment or
the placebo group" (paragraph 2, page 242). This is pseudo-randomisation.

Valkova 2004 According to the report "The irradiation sessions were held in a conventional UV cabin (Waldmann
7001K). Two groups of patients were formed. The first one comprised 24 (23.8%) people. The initial
dose of the irradiation was 80% minimal erythema dose (MED). It was increased according to the
degree of the preceding erythema. Only the right half of the body was irradiated with UVB. UVA (1
J/cm2) was given as a placebo to the left half of the body. The second group consisted of 77 (76.2%)
patients. The UVB irradiation was applied to the whole body. The initial UVB dose was determined
according to the phototype". There was no mention of randomisation.

Yamashita 1988 There was no mention of randomisation.

UVA: ultraviolet A
UVB: ultraviolet B

DATA AND ANALYSES

Comparison 1. Clarithromycin versus placebo

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 The proportion of participants with resolution of itch within2 1 28 Risk Ratio (M-H, Ran- 0.84[0.47,
weeks as rated by the participant dom, 95% Cl) 1.52]
2 The proportion of participants with good or excellent rashim- 1 60 Risk Ratio (M-H, Ran- 1.13[0.89,
provement within 2 weeks as rated by a medical practitioner dom, 95% Cl) 1.44]
Analysis 1.1. Comparison 1 Clarithromycin versus placebo, Outcome 1 The proportion
of participants with resolution of itch within 2 weeks as rated by the participant.

Study or subgroup Clarithromycin Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Ahmed 2014 9/16 8/12 -.- 100% 0.84[0.47,1.52]
Total (95% Cl) 16 12 100% 0.84[0.47,1.52]

Total events: 9 (Clarithromycin), 8 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.57(P=0.57)

Favours Placebo  0-01 0.1

T
|
|

10

100 Favours Clarithromycine
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Analysis 1.2. Comparison 1 Clarithromycin versus placebo, Outcome 2 The proportion of participants
with good or excellent rash improvement within 2 weeks as rated by a medical practitioner.

Study or subgroup Clarithromycin Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Ahmed 2014 26/30 23/30 . 100% 1.13[0.89,1.44]
Total (95% Cl) 30 30 b 100% 1.13[0.89,1.44]
Total events: 26 (Clarithromycin), 23 (Placebo) ‘
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.99(P=0.32) ‘
Favours Placebo  0-01 0.1 1 10 100 Favours Clarithromycin
Comparison 2. Erythromycin versus placebo
Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 Reduction in itch score within 2 weeks as rated by the par- 1 34 Mean Difference (IV, Ran- 3.95[3.37,
ticipant dom, 95% Cl) 4.53]
2 The proportion of participants with good or excellentrash 2 86 Risk Ratio (M-H, Random, 4.02[0.28,
improvement within 2 weeks as rated by a medical practi- 95% Cl) 56.61]
tioner
3 Minor participant-reported adverse events not requiring 1 34 Risk Ratio (M-H, Random, 2.0[0.20,
withdrawal of the treatment: Gastrointestinal upset 95% Cl) 20.04]
Analysis 2.1. Comparison 2 Erythromycin versus placebo, Outcome
1 Reduction in itch score within 2 weeks as rated by the participant.

Study or subgroup Erythromycin Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI
villarama 2002 17 5.7(0.7) 17 1.8(1) . 100% 3.95[3.37,4.53]
Total *** 17 17 ¢ 100% 3.95[3.37,4.53]

Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=13.43(P<0.0001)

Favours placebo -10 -5 0 5 10 Favours erythromycin

Analysis 2.2. Comparison 2 Erythromycin versus placebo, Outcome 2 The proportion of participants
with good or excellent rash improvement within 2 weeks as rated by a medical practitioner.

Study or subgroup Erythromycin Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Akhyani 2003 21/23 13/23 E 3 56.34% 1.62[1.1,2.36]
. . . .
Favours Placebo  0-01 0.1 1 10 100 Favours Erythromycin
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Study or subgroup Erythromycin Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Villarama 2002 13/20 1/20 —— 43.66% 13[1.87,90.21]
Total (95% Cl) 43 43 e — 100% 4.02[0.28,56.61]

Total events: 34 (Erythromycin), 14 (Placebo)
Heterogeneity: Tau?=3.2; Chi*=7.3, df=1(P=0.01); 1°=86.31%
Test for overall effect: Z=1.03(P=0.3)

Favours Placebo  0-01 0.1 1 10 100 Favours Erythromycin

Analysis 2.3. Comparison 2 Erythromycin versus placebo, Outcome 3 Minor participant-
reported adverse events not requiring withdrawal of the treatment: Gastrointestinal upset.

Study or subgroup Erythromycin Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
villarama 2002 217 117 e 100% 2[0.2,20.04]
Total (95% Cl) 17 17 e — 100% 2[0.2,20.04]

Total events: 2 (Erythromycin), 1 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.59(P=0.56)

Favours Erythromycin 0.05 02 1 5 20 Favours Placebo

Comparison 3. Azithromycin versus placebo (or vitamins)

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 The proportion of participants with resolution of itch 1 70 Risk Ratio (M-H, Random, 0.83[0.28,
within 2 weeks as rated by the participant 95% Cl) 2.48]
2 Reduction in itch score within 2 weeks as rated by the par- 1 70 Mean Difference (IV, Ran- 0.04 [-0.35,
ticipant dom, 95% Cl) 0.43]
3 The proportion of participants with good or excellentrash 2 119 Risk Ratio (M-H, Random, 1.02[0.52,
improvement within 2 weeks as rated by a medical practi- 95% Cl) 2.00]
tioner
4 Minor participant-reported adverse events not requiring 2 119 Risk Ratio (M-H, Random, 5.82[0.72,
withdrawal of the treatment: Stomach ache 95% Cl) 47.10]
5 Minor participant-reported adverse events not requiring 1 49 Risk Ratio (M-H, Random, 4.81[0.24,
withdrawal of the treatment: Diarrhoea 95% Cl) 95.25]
Interventions for pityriasis rosea (Review) 69
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Analysis 3.1. Comparison 3 Azithromycin versus placebo (or vitamins), Outcome 1 The
proportion of participants with resolution of itch within 2 weeks as rated by the participant.

Study or subgroup Azithromycin Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

Pandhi 2014 5/35 6/35 —.— 100% 0.83[0.28,2.48]
Total (95% Cl) 35 35 ¢ 100% 0.83[0.28,2.48]
Total events: 5 (Azithromycin), 6 (Placebo) ‘

Heterogeneity: Not applicable ‘

Test for overall effect: Z=0.33(P=0.74) ‘

Favours Placebo 0.005 0.1 1 10 200 Favours Azithromycin

Analysis 3.2. Comparison 3 Azithromycin versus placebo (or vitamins),
Outcome 2 Reduction in itch score within 2 weeks as rated by the participant.

Study or subgroup Azithromycin Placebo (or Mean Difference Weight Mean Difference
Vitamins)
N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI
Pandhi 2014 35 0.5(0.8) 35 0.5(0.9) R 100% 0.04[-0.35,0.43]

Total *** 35 35 ¢ 100% 0.04[-0.35,0.43]

Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.2(P=0.84) ‘

Favours Placebo (or vit) 0.4 0.2 0 0.2 0.4 Favours Azithromycin

Analysis 3.3. Comparison 3 Azithromycin versus placebo (or vitamins), Outcome 3 The proportion of
participants with good or excellent rash improvement within 2 weeks as rated by a medical practitioner.

Study or subgroup Azithromycin Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Amer 2006 22/25 17/24 B 68.24% 1.24[0.93,1.67]
Pandhi 2014 6/35 9/35 — 31.76% 0.67[0.27,1.67]
Total (95% CI) 60 59 - 100% 1.02[0.52,2]

Total events: 28 (Azithromycin), 26 (Placebo)
Heterogeneity: Tau?=0.15; Chi*=2.23, df=1(P=0.14); 1>=55.19%
Test for overall effect: Z=0.06(P=0.96)

Favours Placebo 0.02 0.1 1 10 50 Favours Azithromycin

Analysis 3.4. Comparison 3 Azithromycin versus placebo (or vitamins), Outcome 4 Minor
participant-reported adverse events not requiring withdrawal of the treatment: Stomach ache.

Study or subgroup Azithromycin Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Amer 2006 2/25 0/24 L 49% 4.81[0.24,95.25]
Pandhi 2014 3/35 0/35 —B| ) 51% 7[0.37,130.69]
Favours Azithromycin ~ 0:01 0.1 1 10 100 Favours Placebo
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Study or subgroup Azithromycin Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Total (95% Cl) 60 59 e 100% 5.82[0.72,47.1]
Total events: 5 (Azithromycin), 0 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.03, df=1(P=0.86); 1>=0%
Test for overall effect: Z=1.65(P=0.1)
Favours Azithromycin ~ 0:01 0.1 1 10 100 Favours Placebo

Analysis 3.5. Comparison 3 Azithromycin versus placebo (or vitamins), Outcome 5 Minor
participant-reported adverse events not requiring withdrawal of the treatment: Diarrhoea.

Study or subgroup Azithromycin Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Amer 2006 2/25 0/24 e 100% 4.81[0.24,95.25)
Total (95% Cl) 25 24 e — 100% 4.81[0.24,95.25]
Total events: 2 (Azithromycin), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.03(P=0.3)

Favours Azithromycin ~ 0.01 0.1 1 10 100 Favours Placebo

Comparison 4. Acyclovir versus placebo (or vitamins) or no treatment

Outcome or subgroup title No. of No. of Statistical method Effect

studies partici- size
pants

1 The proportion of participants with resolution of itch within 2 1 21 Risk Ratio (M-H, Ran- 0.34[0.12,

weeks as rated by the participant dom, 95% Cl) 0.94]

2 The proportion of participants with good or excellent rash im- 3 141 Risk Ratio (M-H, Ran- 2.45[1.33,

provement within 2 weeks as rated by a medical practitioner: Rash dom, 95% Cl) 4.53]

by erythema only

3 The proportion of participants with good or excellent rash im- 1 54 Risk Ratio (M-H, Ran- 1.52[1.14,

provement within 2 weeks as rated by a medical practitioner: dom, 95% Cl) 2.01]

Scaling only

4 Minor participant-reported adverse events not requiring with- 3 141 Risk Ratio (M-H, Ran- 0.31[0.01,

drawal of the treatment dom, 95% Cl) 7.02]

Interventions for pityriasis rosea (Review)
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Analysis 4.1. Comparison 4 Acyclovir versus placebo (or vitamins) or no treatment, Outcome 1
The proportion of participants with resolution of itch within 2 weeks as rated by the participant.

Study or subgroup Acyclovir Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Singh 2016 311 8/10 B 100% 0.34[0.12,0.94]
Total (95% CI) 11 10 - 100% 0.34[0.12,0.94]
Total events: 3 (Acyclovir), 8 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=2.08(P=0.04)

Favours Placebo ~ 0.001 0.1 1 10 1000

Favours Acyclovir

Analysis 4.2. Comparison 4 Acyclovir versus placebo (or vitamins) or no treatment,
Outcome 2 The proportion of participants with good or excellent rash improvement
within 2 weeks as rated by a medical practitioner: Rash by erythema only.

Study or subgroup Acyclovir Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Ganguly 2014 26/30 10/30 - 52.83% 2.6[1.54,4.4]
Rassai 2011 22/28 7/26 —— 43.04% 2.92[1.51,5.66]
Singh 2016 0/14 2/13 < 4.14% 0.19[0.01,3.56]
Total (95% CI) 72 69 S 100% 2.45[1.33,4.53]
Total events: 48 (Acyclovir), 19 (Control)
Heterogeneity: Tau?=0.11; Chi?>=3.31, df=2(P=0.19); 1>=39.49%
Test for overall effect: Z=2.86(P=0)

Favours Control ~ 0-01 0.1 1 10 100

Favours Acyclovir

Analysis 4.3. Comparison 4 Acyclovir versus placebo (or vitamins) or no
treatment, Outcome 3 The proportion of participants with good or excellent rash
improvement within 2 weeks as rated by a medical practitioner: Scaling only.

Study or subgroup Acyclovir Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Rassai 2011 28/28 17/26 ] 100% 1.52[1.14,2.01]
Total (95% Cl) 28 26 <& 100% 1.52[1.14,2.01]

Total events: 28 (Acyclovir), 17 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=2.89(P=0)

Favours Control

0.01

10 100

Favours Acyclovir

Interventions for pityriasis rosea (Review)

Copyright © 2019 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

72



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Analysis 4.4. Comparison 4 Acyclovir versus placebo (or vitamins) or no treatment, Outcome
4 Minor participant-reported adverse events not requiring withdrawal of the treatment.

Study or subgroup Acyclovir Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Ganguly 2014 0/30 0/30 Not estimable
Rassai 2011 0/28 0/26 Not estimable
Singh 2016 0/14 113 e 100% 031(0.01,7.02]
Total (95% CI) 72 69 e — 100% 0.31[0.01,7.02]

Total events: 0 (Acyclovir), 1 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=0.73(P=0.46)

Favours Acyclovir 001 0.1 1 10 100 Favours Placebo

Comparison 5. Acyclovir + calamine + cetirizine versus calamine + cetirizine

Outcome or subgroup title No. of No. of Statistical method Effect size

studies partici-

pants

1 The proportion of participants with resolution of itch 1 24 Risk Ratio (M-H, Random, 4.5[1.22,
within 2 weeks as rated by the participant 95% Cl) 16.62]
2 Reduction in itch score within 2 weeks as rated by the 1 24 Mean Difference (IV, Ran- 1.26 [0.74,
participant dom, 95% Cl) 1.78]
3 Reduction in lesional score within 2 weeks as rated by 1 24 Mean Difference (IV, Ran- 3.24[2.61,
the participant dom, 95% Cl) 3.87]
4 Minor participant-reported adverse events not requiring 1 24 Risk Ratio (M-H, Random, 7.0[0.40,
withdrawal of the treatment: Headache 95% Cl) 122.44)
5 Minor participant-reported adverse events not requiring 1 24 Risk Ratio (M-H, Random, 2.0[0.21,
withdrawal of the treatment: Sleepiness 95% Cl) 19.23]
6 Minor participant-reported adverse events not requiring 1 24 Risk Ratio (M-H, Random, 5.0[0.27,
withdrawal of the treatment: Nausea and vomiting 95% Cl) 94.34]
7 Minor participant-reported adverse events not requiring 1 24 Risk Ratio (M-H, Random, 3.0[0.13,
withdrawal of the treatment: Dysgeusia 95% Cl) 67.06]

Analysis 5.1. Comparison 5 Acyclovir + calamine + cetirizine versus calamine + cetirizine, Outcome
1 The proportion of participants with resolution of itch within 2 weeks as rated by the participant.

Study or subgroup Acyclovir + Calamine + Risk Ratio Weight Risk Ratio
Calamine + Cetirizine
Cetirizine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

Das 2015 9/12 212 B 100% 45[1.22,16.62]

Favours Cala+Ceti  0.01 0.1 1 10 100 Favours Acy+Cala+Ceti
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Study or subgroup Acyclovir + Calamine + Risk Ratio Weight Risk Ratio
Calamine + Cetirizine
Cetirizine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Total (95% Cl) 12 12 —— 100% 4.5[1.22,16.62]

Total events: 9 (Acyclovir + Calamine + Cetirizine), 2 (Calamine + Cetirizine)
Heterogeneity: Not applicable
Test for overall effect: Z=2.26(P=0.02)

Favours Cala+Ceti 001 0.1 1 10 100 Favours Acy+Cala+Ceti

Analysis 5.2. Comparison 5 Acyclovir + calamine + cetirizine versus calamine +
cetirizine, Outcome 2 Reduction in itch score within 2 weeks as rated by the participant.

Study or subgroup Acy+Cala+Ceti Cala+Ceti Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI
Das 2015 12 1.8(0.6) 12 0.6(0.7) -+ 100% 1.26(0.74,1.78]
Total *** 12 12 0 100% 1.26[0.74,1.78]

Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=4.73(P<0.0001)

Favours Cala+Ceti S5 25 0 25 5 Favours Acy+Cala+Ceti

Analysis 5.3. Comparison 5 Acyclovir + calamine + cetirizine versus calamine + cetirizine,
Outcome 3 Reduction in lesional score within 2 weeks as rated by the participant.

Study or subgroup Acy+Cala+Ceti Cala+Ceti Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI
Das 2015 12 6.1(0.8) 12 2.8(0.8) . 100% 3.24[2.61,3.87]
Total *** 12 12 L 2 100% 3.24[2.61,3.87]

Heterogeneity: Not applicable
Test for overall effect: Z=10.04(P<0.0001)

Favours Cala+Ceti S5 25 0 25 5 Favours Acy+Cala+Ceti

Analysis 5.4. Comparison 5 Acyclovir + calamine + cetirizine versus calamine + cetirizine, Outcome
4 Minor participant-reported adverse events not requiring withdrawal of the treatment: Headache.

Study or subgroup Acyclovir+Cala Calamine Risk Ratio Weight Risk Ratio
+Cetirizine +Cetirizine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Das 2015 312 0/12 R 100% 7[0.4,122.44]
Total (95% Cl) 12 12 e — 100% 7[0.4,122.44]

Total events: 3 (Acyclovir+Cala+Cetirizine), 0 (Calamine+Cetirizine)
Heterogeneity: Not applicable
Test for overall effect: Z=1.33(P=0.18)

Favours Acy+Cala+Ceti 001 0.1 1 10 100 Favours Cala+Ceti
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Analysis 5.5. Comparison 5 Acyclovir + calamine + cetirizine versus calamine + cetirizine, Outcome
5 Minor participant-reported adverse events not requiring withdrawal of the treatment: Sleepiness.

Study or subgroup Acyclovir+Cala Calamine Risk Ratio Weight Risk Ratio
+Cetirizine +Cetirizine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Das 2015 212 12 B 100% 2[0.21,19.23]
Total (95% CI) 12 12 ——e 100% 2[0.21,19.23]
Total events: 2 (Acyclovir+Cala+Cetirizine), 1 (Calamine+Cetirizine)
Heterogeneity: Not applicable
Test for overall effect: Z=0.6(P=0.55)
Favours Acy+Cala+Ceti  0:01 0.1 1 10 100 Favours Cala+Ceti

Analysis 5.6. Comparison 5 Acyclovir + calamine + cetirizine versus calamine + cetirizine, Outcome 6 Minor
participant-reported adverse events not requiring withdrawal of the treatment: Nausea and vomiting.

Study or subgroup Acyclovir+Cala Calamine Risk Ratio Weight Risk Ratio
+Cetirizine +Cetirizine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Das 2015 2/12 0/12 e 100% 5[0.27,94.34]
Total (95% Cl) 12 12 e — 100% 5[0.27,94.34]

Total events: 2 (Acyclovir+Cala+Cetirizine), 0 (Calamine+Cetirizine)
Heterogeneity: Not applicable
Test for overall effect: Z=1.07(P=0.28)

Favours Acy+Cala+Ceti 001 0.1 1 10 100 Favours Cala+Ceti

Analysis 5.7. Comparison 5 Acyclovir + calamine + cetirizine versus calamine + cetirizine, Outcome
7 Minor participant-reported adverse events not requiring withdrawal of the treatment: Dysgeusia.

Study or subgroup Acyclovir+Cala Calamine Risk Ratio Weight Risk Ratio
+Cetirizine +Cetirizine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Das 2015 112 0/12 e 100% 3[0.13,67.06]
Total (95% Cl) 12 12 e —— 100% 3[0.13,67.06]

Total events: 1 (Acyclovir+Cala+Cetirizine), 0 (Calamine+Cetirizine)
Heterogeneity: Not applicable
Test for overall effect: Z=0.69(P=0.49)

Favours Acy+Cala+Ceti 001 0.1 1 10 100 Favours Cala+Ceti
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Comparison 6. Acyclovir versus erythromycin

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 The proportion of participants with resolution of itch 1 14 Risk Ratio (M-H, Random,  13.22[0.91,
within 2 weeks as rated by the participant 95% Cl) 192.02]
Analysis 6.1. Comparison 6 Acyclovir versus erythromycin, Outcome 1 The proportion
of participants with resolution of itch within 2 weeks as rated by the participant.
Study or subgroup Acyclovir Eryhtromycin Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Ehsani 2010 8/8 o/6 e 100% 13.22(0.91,192.02]
Total (95% Cl) 8 6 e — 100% 13.22[0.91,192.02]
Total events: 8 (Acyclovir), 0 (Eryhtromycin)
Heterogeneity: Not applicable
Test for overall effect: Z=1.89(P=0.06)
Favours Erythromycin ~ 0.01 0.1 1 10 100 Favours Acyclovir
Comparison 7. Prednisolone versus placebo
Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants

1 The proportion of participants with resolution of itch 1 68 Risk Ratio (M-H, Random, 2.91[1.78,
within 2 weeks as rated by the participant 95% Cl) 4.76]
2 Reduction in itch score within 2 weeks as rated by the par- 1 70 Mean Difference (IV, Ran- 0.31[-0.05,
ticipant dom, 95% Cl) 0.67]
3 The proportion of participants with good or excellentrash 1 70 Risk Ratio (M-H, Random, 1.62[1.23,
improvement within 2 weeks as rated by a medical practi- 95% Cl) 2.13]
tioner
4 Minor participant-reported adverse events not requiring 1 70 Risk Ratio (M-H, Random, 5.0[0.25,
withdrawal of the treatment: Mild gastric hyperacidity 95% Cl) 100.53]
5 Minor participant-reported adverse events not requiring 1 70 Risk Ratio (M-H, Random, 3.0[0.13,
withdrawal of the treatment: Anxiety and palpitations 95% Cl) 71.22]
6 Minor participant-reported adverse events not requiring 1 70 Risk Ratio (M-H, Random, 0.33[0.01,
withdrawal of the treatment: Belching 95% Cl) 7.91]
7 Minor participant-reported adverse events not requiring 1 70 Risk Ratio (M-H, Random, 0.33[0.01,
withdrawal of the treatment: Stye 95% Cl) 7.91]
8 The proportion of participants with relapse at 12 weeks 1 70 Risk Ratio (M-H, Random, 6.0 [0.76,

95% Cl) 47.29]
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Analysis 7.1. Comparison 7 Prednisolone versus placebo, Outcome 1 The proportion

of participants with resolution of itch within 2 weeks as rated by the participant.
Study or subgroup Prednisolone Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Sonthalia 2018 32/34 11/34 B 100% 2.91[1.78,4.76]
Total (95% Cl) 34 34 R 2 100% 2.91[1.78,4.76]

Total events: 32 (Prednisolone), 11 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=4.24(P<0.0001)

Favours Placebo ~ 002 0.1 10

50 Favours Prednisolone

Analysis 7.2. Comparison 7 Prednisolone versus placebo, Outcome
2 Reduction in itch score within 2 weeks as rated by the participant.

Study or subgroup Prednisolone Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
Sonthalia 2018 35 0.9 (0.7) 35 0.6 (0.8) 100% 0.31[-0.05,0.67]
Total *** 35 35 1 100% 0.31[-0.05,0.67]

Heterogeneity: Not applicable
Test for overall effect: Z=1.71(P=0.09)

__._
il

-0.5 0

Favours Placebo

0.5 Favours Prednisolone

Analysis 7.3. Comparison 7 Prednisolone versus placebo, Outcome 3 The proportion of participants

with good or excellent rash improvement within 2 weeks as rated b

y a medical practitioner.

Study or subgroup Prednisolone Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Sonthalia 2018 34/35 21/35 — 100% 1.62[1.23,2.13]
Total (95% Cl) 35 35 ‘ 100% 1.62[1.23,2.13]

Total events: 34 (Prednisolone), 21 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=3.42(P=0)

0.2 0.5

Favours Placebo

Favours Prednisolone

Analysis 7.4. Comparison 7 Prednisolone versus placebo, Outcome 4 Minor participant-

reported adverse events not requiring withdrawal of the treatment:

Mild gastric hyperacidity.

Study or subgroup Prednisolone Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Sonthalia 2018 2/35 0/35 e 100% 5[0.25,100.53]

Favours Prednisolone 001 0.1 10

100

Favours Placebo
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Study or subgroup Prednisolone Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Total (95% CI) 35 35 ’- 100% 5[0.25,100.53]

Total events: 2 (Prednisolone), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.05(P=0.29)

Favours Prednisolone

0.01

10 100 Favours Placebo

Analysis 7.5. Comparison 7 Prednisolone versus placebo, Outcome 5 Minor participant-
reported adverse events not requiring withdrawal of the treatment: Anxiety and palpitations.

Study or subgroup Prednisolone Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Sonthalia 2018 1/35 0/35 e 100% 3[0.13,71.22]
Total (95% CI) 35 35 e — 100% 3[0.13,71.22]
Total events: 1 (Prednisolone), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.68(P=0.5)

Favours Prednisolone ~ 0.01 0.1 1 10 100

Favours Placebo

Analysis 7.6. Comparison 7 Prednisolone versus placebo, Outcome 6 Minor participant-
reported adverse events not requiring withdrawal of the treatment: Belching.

Study or subgroup Prednisolone Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Sonthalia 2018 0/35 1/35 e 100% 0.33[0.01,7.91]
Total (95% Cl) 35 35 e — 100% 0.33[0.01,7.91]
Total events: 0 (Prednisolone), 1 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.68(P=0.5)

Favours Prednisolone 001 0.1 1 10 100

Favours Placebo

Analysis 7.7. Comparison 7 Prednisolone versus placebo, Outcome 7 Minor
participant-reported adverse events not requiring withdrawal of the treatment: Stye.

Study or subgroup Prednisolone Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Sonthalia 2018 0/35 1/35 e 100% 0.33[0.01,7.91]
Total (95% ClI) 35 35 e — 100% 0.33[0.01,7.91]
Total events: 0 (Prednisolone), 1 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.68(P=0.5)

Favours Prednisolone 001 0.1 1 10 100

Favours Placebo
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Analysis 7.8. Comparison 7 Prednisolone versus placebo, Outcome
8 The proportion of participants with relapse at 12 weeks.

Study or subgroup Prednisolone Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Sonthalia 2018 6/35 135 - B 100% 6[0.76,47.29]
Total (95% CI) 35 35 e 100% 6[0.76,47.29]

Total events: 6 (Prednisolone), 1 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.7(P=0.09)

Favours Prednisolone ~ 002 0.1 1 10 50 Favours Placebo

Comparison 8. Dexchlorpheniramine versus betamethasone

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 The proportion of participants with resolution of itch within2 1 54 Risk Ratio (M-H, Ran- 0.91[0.51,
weeks as rated by the participant dom, 95% ClI) 1.63]
2 The proportion of participants with good or excellentrashim- 1 54 Risk Ratio (M-H, Ran- 0.66[0.42,
provement within 2 weeks as rated by a medical practitioner dom, 95% Cl) 1.06]

Analysis 8.1. Comparison 8 Dexchlorpheniramine versus betamethasone, Outcome 1 The
proportion of participants with resolution of itch within 2 weeks as rated by the participant.

Study or subgroup Dexchlor- Betamethasone Risk Ratio Weight Risk Ratio
pheniramine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Lazaro-Medina 1996 11/25 14/29 —.— 100% 0.91[0.51,1.63]
Total (95% CI) 25 29 ¢ 100% 0.91[0.51,1.63]

Total events: 11 (Dexchlorpheniramine), 14 (Betamethasone) ‘
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.31(P=0.75) ‘

1

Favours Betamethasone 0.1 02 0.5 2 5 10 Favours Dexchlorphenirami

Analysis 8.2. Comparison 8 Dexchlorpheniramine versus betamethasone, Outcome 2 The proportion of
participants with good or excellent rash improvement within 2 weeks as rated by a medical practitioner.

Study or subgroup Dexchlor- Betamethasone Risk Ratio Weight Risk Ratio
pheniramine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Lazaro-Medina 1996 12/25 21/29 B 100% 0.66[0.42,1.06]
Favours Bethamethasone 0.1 02 0.5 1 2 5 10 Favours Dexchlorphenirami
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Study or subgroup Dexchlor- Betamethasone Risk Ratio Weight Risk Ratio
pheniramine
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Total (95% CI) 25 29 P 100% 0.66[0.42,1.06]

Total events: 12 (Dexchlorpheniramine), 21 (Betamethasone)
Heterogeneity: Not applicable
Test for overall effect: Z=1.73(P=0.08)

Favours Bethamethasone 0-1 02 0.5 1 2 5 10 Favours Dexchlorphenirami

Comparison 9. Dexchlorpheniramine versus dexchlorpheniramine + betamethasone

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 The proportion of participants with resolution of itch within2 1 42 Risk Ratio (M-H, Ran- 0.83[0.44,
weeks as rated by the participant dom, 95% Cl) 1.56]
2 The proportion of participants with good or excellentrashim- 1 42 Risk Ratio (M-H, Ran- 8.16[1.17,
provement within 2 weeks as rated by a medical practitioner dom, 95% Cl) 57.05]

Analysis 9.1. Comparison 9 Dexchlorpheniramine versus dexchlorpheniramine + betamethasone, Outcome
1 The proportion of participants with resolution of itch within 2 weeks as rated by the participant.

Study or subgroup Dexchlor- Be- Risk Ratio Weight Risk Ratio
pheniramine tametha+Dex-
chlor
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Lazaro-Medina 1996 11/25 9/17 —.— 100% 0.83[0.4,1.56]
Total (95% Cl) 25 17 * 100% 0.83[0.44,1.56]

Total events: 11 (Dexchlorpheniramine), 9 (Betametha+Dexchlor)
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.58(P=0.56)

Favours betameth+dexchlor 01 02 0.5 1 2 5 10 Favours dexchlorphenirami

Analysis 9.2. Comparison 9 Dexchlorpheniramine versus dexchlorpheniramine
+ betamethasone, Outcome 2 The proportion of participants with good or
excellent rash improvement within 2 weeks as rated by a medical practitioner.

Study or subgroup Dexchlor- Betameth+Dex- Risk Ratio Weight Risk Ratio
pheniramine chlor
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Lazaro-Medina 1996 12/25 117 B 100% 8.16[1.17,57.05]
Total (95% CI) 25 17 ——— 100% 8.16[1.17,57.05]
Total events: 12 (Dexchlorpheniramine), 1 (Betameth+Dexchlor)
Favours betameth+dexchlor 0.02 0.1 1 10 50 Favours dexchlorphenirami
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Study or subgroup Dexchlor- Betameth+Dex- Risk Ratio Weight Risk Ratio
pheniramine chlor
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

Heterogeneity: Not applicable
Test for overall effect: Z=2.12(P=0.03)

Favours betameth+dexchlor 0.02 0.1 1 10 50 Favours dexchlorphenirami

Comparison 10. Betamethasone versus dexchlorpheniramine + betamethasone

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 The proportion of participants with resolution of itch within2 1 46 Risk Ratio (M-H, Ran- 0.91[0.51,
weeks as rated by the participant dom, 95% ClI) 1.64]
2 The proportion of participants with good or excellentrashim- 1 46 Risk Ratio (M-H, Ran- 12.31[1.81,
provement within 2 weeks as rated by a medical practitioner dom, 95% Cl) 83.52]

Analysis 10.1. Comparison 10 Betamethasone versus dexchlorpheniramine + betamethasone, Outcome
1 The proportion of participants with resolution of itch within 2 weeks as rated by the participant.

Study or subgroup Betamethasone = Betameth+dex- Risk Ratio Weight Risk Ratio
chlor
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Lazaro-Medina 1996 14/29 9/17 —.— 100% 0.91[0.51,1.64]
Total (95% Cl) 29 17 ¢ 100% 0.91[0.51,1.64]

Total events: 14 (Betamethasone), 9 (Betameth+dexchlor) ‘
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.31(P=0.76) ‘

1

Favours betameth+dexchlor 0-1 02 0.5 2 5 10 Favours betamethasone

Analysis 10.2. Comparison 10 Betamethasone versus dexchlorpheniramine
+ betamethasone, Outcome 2 The proportion of participants with good or
excellent rash improvement within 2 weeks as rated by a medical practitioner.

Study or subgroup Betamethasone = Betameth+dex- Risk Ratio Weight Risk Ratio
chlor
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Lazaro-Medina 1996 21/29 117 B 100% 12.31[1.81,83.52]
Total (95% CI) 29 17 —~ll—— 100% 12.31[1.81,83.52]
Total events: 21 (Betamethasone), 1 (Betameth+dexchlor)
Heterogeneity: Not applicable
Test for overall effect: Z=2.57(P=0.01)
Favours betameth+dexchlor 0.005 0.1 1 1o 200 Favours betamethasone
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Comparison 11. Glycyrrhizin versus procaine

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 The proportion of participants with good or excellent rash im- 1 23 Risk Ratio (M-H, Ran- 1.36[0.93,
provement within 2 weeks as rated by a medical practitioner dom, 95% Cl) 1.98]

Analysis 11.1. Comparison 11 Glycyrrhizin versus procaine, Outcome 1 The proportion of participants
with good or excellent rash improvement within 2 weeks as rated by a medical practitioner.

Study or subgroup Glycyrrhizin Procaine Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Zhu 1992 12/12 8/11 e 100% 1.36[0.93,1.98]
Total (95% CI) 12 11 - 100% 1.36[0.93,1.98]
Total events: 12 (Glycyrrhizin), 8 (Procaine)
Heterogeneity: Not applicable
Test for overall effect: Z=1.58(P=0.11)
Favours Procaine 0.1 0.2 0.5 1 2 5 10 Favours Glycyrrhizin
Comparison 12. Ultraviolet phototherapy versus emollient
Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 Minor participant-reported adverse events not requiring 1 100 Risk Ratio (M-H, Ran- 63.00 [3.96,
withdrawal of the treatment: Hyperpigmentation dom, 95% Cl) 1002.01]
2 Minor participant-reported adverse events not requiring 1 100 Risk Ratio (M-H, Ran- 17.0[1.01,
withdrawal of the treatment: Hypopigmentation dom, 95% Cl) 286.82]
3 Minor participant-reported adverse events not requiring 1 100 Risk Ratio (M-H, Ran- 7.0[0.37,
withdrawal of the treatment: Burning sensation dom, 95% Cl) 132.10]

Analysis 12.1. Comparison 12 Ultraviolet phototherapy versus emollient, Outcome 1 Minor
participant-reported adverse events not requiring withdrawal of the treatment: Hyperpigmentation.

Study or subgroup nbUVB Emollient Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Jairath 2015 31/50 0/50 . | 100% 63[3.96,1002.01]
Total (95% Cl) 50 50 | 100% 63[3.96,1002.01]
Total events: 31 (nbUVB), 0 (Emollient)
Heterogeneity: Not applicable
FavoursnbuvB  0.01 0.1 1 10 100 Favours Emollient
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Study or subgroup nbUVB Emollient Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% Cl M-H, Random, 95% CI

Test for overall effect: Z=2.94(P=0)

Favours nbUVB

0.01 0.1 1 10 100

Favours Emollient

Analysis 12.2. Comparison 12 Ultraviolet phototherapy versus emollient, Outcome 2 Minor
participant-reported adverse events not requiring withdrawal of the treatment: Hypopigmentation.

Study or subgroup nbUVB Emollient Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Jairath 2015 8/50 0/50 =) 100% 17[1.01,286.82]
Total (95% ClI) 50 50 e 100% 17[1.01,286.82]
Total events: 8 (nbUVB), 0 (Emollient)
Heterogeneity: Not applicable
Test for overall effect: Z=1.97(P=0.05)

Favours nbuvB 001 0.1 1 10 100 Favours Emollient

Analysis 12.3. Comparison 12 Ultraviolet phototherapy versus emollient, Outcome 3 Minor
participant-reported adverse events not requiring withdrawal of the treatment: Burning sensation.

Study or subgroup nbUVB Emollient Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Jairath 2015 3/50 0/50 e 3 100% 7[0.37,132.1]
Total (95% Cl) 50 50 ——e N —— 100% 7[0.37,132.1]
Total events: 3 (nbUVB), 0 (Emollient)
Heterogeneity: Not applicable
Test for overall effect: Z=1.3(P=0.19)

Favours nbUvB  0.01 0.1 1 10 100 Favours Emollient

APPENDICES

Appendix 1. Cochrane Skin Group Specialised Register/CRS search strategy

(pityriasis and (rosea or Gibert or Vidal or circinata or marginata or maculata))

Appendix 2. CENTRAL (Cochrane Library) search strategy

#1 pit?riasis and (rosea or Gibert or Vidal or circinata or marginata or maculata)

#2 MeSH descriptor: [Pityriasis Rosea] this term only
#3 #1 or #2

Appendix 3. MEDLINE (Ovid) search strategy

1. randomised controlled trial.pt.
2. controlled clinical trial.pt.
3.randomized.ab.

4. placebo.ab.

5. clinical trials as topic.sh.
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6. randomly.ab.

7. trial.ti.
8.1lor2or3or4or5o0r6or7

9. exp animals/ not humans.sh.
10.8not9

11. Pityriasis Rosea/

12. pit?riasis rosea.mp.

13. (pit?riasis and Gibert).mp.

14. (pit?riasis and Vidal).mp.

15. pit?riasis circinata et marginata.mp.
16. pit?riasis maculata et circinata.mp.
17. (pit?riasis and circinata).mp.

18. (pit?riasis and marginata).mp.

19. (pit?riasis and maculata).mp.
20.0r/11-19

21.10and 20

[Lines 1-10: Cochrane Highly Sensitive Search Strategy for identifying randomised trials in MEDLINE: sensitivity- and precision-maximizing
version (2008 revision)]

Appendix 4. Embase (Ovid) search strategy

1. pityriasis rosea/

2. pit?riasis rosea.mp.

3. (pit?riasis and Gibert).mp.

4. (pit?riasis and Vidal).mp.

5. pit?riasis circinata et marginata.mp.
6. pit?riasis maculata et circinata.mp.
7. (pit?riasis and circinata).mp.

8. (pit?riasis and marginata).mp.

9. (pit?riasis and maculata).mp.

10. or/1-9

11. crossover procedure.sh.

12. double-blind procedure.sh.

13. single-blind procedure.sh.

14. (crossover$ or cross over$).tw.

15. placeboS$.tw.

16. (doubl$ adj blind$).tw.

17. allocatS.tw.

18. trial.ti.

19. randomised controlled trial.sh.
20. randomS.tw.

21.0r/11-20

22. exp animal/ or exp invertebrate/ or animal experiment/ or animal model/ or animal tissue/ or animal cell/ or nonhuman/
23. human/ or normal human/

24.22 and 23

25.22 not 24

26.21 not 25

27.10and 26

Appendix 5. LILACS search strategy
(pityriasis OR pitiriasis) AND (rosada OR rosea OR gibert OR vidal OR circinata OR marginata OR maculata)

In LILACS we searched using the Controlled clinical trials topic-specific query filter.

Appendix 6. Search strategy for trials registers

Pityriasis rosea
Pityriasis Vidal
Pityriasis Gibert
Pityriasis circinata
Pityriasis marginata
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Appendix 7. Search strategy for adverse effects (PubMed)

(Drug hypersensitivity [mh] OR Drug toxicity [mh] OR Product surveillance, postmarketing [mh] OR safety [mh] OR adverse effects
[Subheading] OR chemically induced [Subheading] OR Adverse [tw] OR side effect* [tw] OR toxicity [tw] OR chemically-induced [tw] OR
safety [tw]) AND (Pityriasis rosea [mh] OR Pityriasis rosea [tw] OR Pityriasis marginata [tw])

WHAT'S NEW

Date Event Description
28 October 2019 New citation required and conclusions Studies assessing several new interventions, such as
have changed azithromycin, clarithromycin, acyclovir, prednisolone, and UVB

phototherapy, have been included. The authors have changed.

28 October 2019 New search has been performed This update included 11 new studies with 613 additional partic-
ipants. We incorporated new MECIR standards into this update
of the review. We used GRADE methodology to assess evidence
quality and draw conclusions about our certainty in the review

findings.
HISTORY
Protocol first published: Issue 1, 2005
Review first published: Issue 2, 2007
Date Event Description
1 October 2015 New search has been performed Converted to new review format
2 August 2007 New search has been performed Minor update
21 February 2007 New citation required and conclusions Substantive amendment

have changed
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DIFFERENCES BETWEEN PROTOCOL AND REVIEW

In the original protocol, intravenous Chinese medicine was not included, but since it was described in the first version of this review, we
added it to Types of interventions.

The original protocol did not mention time points, but in the previous version of this review, the authors state in the 'Timing of outcome
assessment' section, "We chose 2 weeks as people without any active treatment usually have spontaneous recovery in between 2 and 12
weeks". Since this concept has not changed, we decided to use the same timing of outcome.

We modified outcomes in line with current Cochrane advice to have only two primary outcomes: one harm, and one benefit. The primary
outcomes in this review are the proportion of participants with good or excellent rash improvement within two weeks, as rated by the
participant, and serious adverse events, that is serious enough to require withdrawal of the treatment. The latter was considered a
secondary outcome in the protocol, and the proportion of participants with resolution of itch, as rated by the participant, previously a
primary outcome, became a secondary outcome.

In the original protocol, the participant-rated global assessments of rash and itch improvement were the primary outcome measures when
available. Ifinformation for these outcomes was not available, the medical practitioner global rating would be used. If information for both
measures was available, both would be taken into account. No attempt would be made to combine these measures, as they are often not
well correlated. Since itch improvement at week 2 became a secondary outcome, and in line with current Cochrane guidelines, this was
no longer necessary or desirable.

The Methods have been updated since the protocol was published to align with the new Cochrane standards (e.g. the 'Risk of bias' tool
has been updated) (Higgins 2011).

For this update, we did not search BIOSIS Previews, as the team no longer had access to this database. In our search for additional
unpublished literature, we did not contact the pharmaceutical industry for this update, but we included additional trials registers, as listed
in the Methods sections.

The protocol stated that the results would be expressed in odds ratios and as number needed to treat where appropriate, for a range of
plausible control event rates; in this new review, the results are presented as risk ratios and 95% confidence intervals for dichotomous
outcomes whenever this was possible.

In this update we added to the Methods how we handled continuous outcome data with missing standard deviations from change in
baseline mean values. We used the method described in the Cochrane Handbook for Systematic Reviews of Interventions where a correlation
coefficient is used to calculate the missing standard deviations, using a coefficient of 0.7. We also ran sensitivity analyses using the values
of 0.5and 0.8.
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