
Particular characteristics of atopic eczema in tropical environments. The Tropical Environment...  686INVESTIGATION

Received 28 April 2017. 
Accepted 20 September 2017.
* Work conducted at the Universidad Nacional Mayor de San Marcos, Lima, Peru.
 Financial support: None.

1 Dermatology Department, Hospital Nacional Daniel Alcides Carrion, Universidad Nacional Mayor de San Marcos, Lima, Peru.
2 Dermatology Department, Hospital Nacional Dos de Mayo, Universidad Nacional Mayor de San Marcos, Lima, Peru.
3 Postgraduate Clinical Programs, Universidad del Valle, Cali, Colombia.

MAILING ADDRESS:

Milton Rodriguez
E-mail: milton_rz@hotmail.com

©2018 by Anais Brasileiros de Dermatologia

686

INTRODUCTION

1,2 

trunk, that usually lasts 8 weeks, with moderate to severe pruritus. 

3,4 -

5, 6 According-

type 6 and 7 (HHV-6 and HHV-7) in patients with PR, however, the 
4,7,8 

Current treatments consist on topical and systemic thera-
9 

Yet, Drago et al,10
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CHART 1: PRISMA checklist

Section/topic # Checklist item Reported on page # 

TITLE

 Title 1 1

ABSTRACT

 Structured summary 2

systematic review registration number

22

INTRODUCTION 

 Rationale 3 4

4

interventions, comparisons, outcomes, and study design (PICOS)

4

METHODS 

 Protocol and registration 5 4

 Eligibility criteria 6

rationale

5

7 4

 Search 8

such that it could be repeated

4

 Study selection 9 5

 Data collection process 10 5

 Data items 11 5

12 -

is to be used in any data synthesis

6

 Summary measures 13 6

14 -
2

6

15 -

cation bias, selective reporting within studies)

6

 Additional analyses 16 - 6

RESULTS 

 Study selection 17 6

 Study characteristics 18 6, Table1

19

(see item 12)

Fig. 7

20 Table 1

21 7

22 Fig. 7

 Additional analysis 23 -

ta-regression [see Item 16])

8

DISCUSSION 

24

consider their relevance to key groups (e.g., healthcare providers, users, and policy makers)

8, 9

 Limitations 25 11

 Conclusions 26 - 11-12

FUNDING 

 Funding 27 1

Source: Moher D, et al, 2009. 14
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-

dence to support acyclovir administration in PR. Recommendations 

during pregnancy, mostly based on expert opinions.11 We aimed to 

-

tions in patients with typical PR, both adults and children. 

METHODS

according to the Cochrane Collaboration recommendations and the 

PRISMA guidelines (Chart 1).12-14 Protocol was registered on PROS-

PERO (CRD42016049318). 

Search Strategy

A database search was independently conducted by two 

reviewers (MR and NT) in MEDLINE (accessed via PubMed), SCO-

PUS, EMBASE, SCIENCE DIRECT, LILACS and the Cochrane Cen-

October 2016. 15,16  

-

and experts’ opinion on the topic. In addition, we scanned bibliog-

-

-

searched at ClinicalTrials.gov

Eligibility criteria

-

-

Studies should have two or more study arms, at least one 

arm on acyclovir (with or without symptomatic treatment), and a 

control group (on placebo, symptomatic treatment, antibiotics or 

nothing). Symptomatic treatment consists on oral or topical antihis-

tamines, oral or topical steroids, and topical balsams.9,17

the smaller study population.

-

-

(combined therapy) vs. symptomatic treatment alone. 

Outcomes

-

-

CHART 2: Protocol search strategy

-

low: "pityriasis rosea"[MeSH Terms] AND "acyclovir"[MeSH 

Terms] AND “clinical trial”[MeSH Terms]

PUBMED

pityriasis rosea Gilbert) AND (Acyclovir OR Acycloguanosine 

COCHRANE

gilbert OR pityriasis rosea Gilbert) AND (Acyclovir OR acyclo-
vir OR Acycloguanosine OR Acic* OR acyc*)

SCOPUS 

pityriasis rosea Gibert) AND (Aciclovir OR Acycloguanosine 
OR Acic* OR acyc*) AND (clinical trial OR clinical trials,rand-
omized OR controlled clinical trials, randomized)

SCIENCEDIRECT

-
asis Rosea OR Pityriasis) AND (Acyclovir OR Acycloguanosine) 
AND (clinical trial) AND LIMIT-TO(topics, "patient,treat-
ment,acad dermatol,dermatology,skin,clinical")

BIREME

pityriasis rosea Gibert) AND (Aciclovir OR Acycloguanosine 
-

LILACS 

pityriasis rosea Gibert) AND (Aciclovir OR Acycloguanosine 
OR Acic* OR acyc*) AND (clinical trial OR clinical trials,rand-
omized OR controlled clinical trials,randomized)

Other resources

Clinicaltrials.gov:

(Pityriasis Rosea) AND (Acyclovir)

-

was initiated. 

Study selection 

Two reviewers (MR and NT) independently screened the 

An Bras Dermatol. 2018;93(5):686-95.
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FIGURE 1: 

They independently collected the data using a standardized data 

discussion with a third reviewer (HG). Authors were contacted by 

-

Data analysis

the heterogeneity was considerable, the pooled RR was calculated 

-

proach’.18 Statistical heterogeneity was assessed with the I2 statistic.19 

For secondary outcomes, dichotomous data was calculated 

-

Included trials were characterized with descriptive statistics 
® and 

RevMan 5.1®. 

Quality assessment

by two reviewers (MR and NT), considering the domains and crite-

ria suggested by the Cochrane Handbook v.5.1.0..12 Disagreements 

were discussed and resolved with a third reviewer (HG).

Other analysis

Subgroup analysis, publication bias and sensitivity analy-

sis -

ta-analysis. 

RESULTS

The literature search yielded 104 titles and abstracts, and 

-

ta-analysis (Figure 1). 

-

clovir and 165 controls. All studies had two arms, acyclovir and con-

5 times daily), while the rest used high doses (800mg 5 times dai-

ly).20,21 

except one (10 days).22 

Main outcome analysis

324 participants entered to the meta-analysis, 159 were allo-

2

2 10, 23

22

Comparison: Acyclovir vs. observation (one trial)

21

Comparison: Combined therapy vs. symptomatic treatment 

(two trials)

2

24
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Secondary outcome analysis

Comparison: Acyclovir vs. Placebo (two trials)

2

I2 10, 23

Comparison: Combined therapy vs. symptomatic treatment 

(one trial)

20

Comparison: Acyclovir vs. Placebo (one trial)

Acyclovir was not superior to decrease symptoms (e.g. 

-

207.32).10

treatment.22

Comparison: Combined therapy vs. symptomatic treatment 

(one trial)

20

Comparison: Acyclovir vs. Placebo (two trials)

(Figure 6).10, 25

available. 

DISCUSSION

with symptomatic treatment, acyclovir was not superior to control at 

week 4 (Figures 2 and 3). Several studies have linked PR to HHV-6 

and 7 as main etiology.5, 7 However, studies are not conclusive yet, 

as some have proposed other etiologies, such as other viruses (e.g. 

HHV-8, cytomegalovirus, Epstein-Barr virus, etc.), association with 
26 

-

HHV-7, as it lacks the thymidine kinase gene.27

et al. They 

in PR patients, and HHV-6 does respond to acyclovir.28
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FIGURE 2: A B. 
Trials included compared acyclovir vs. placebo

FIGURE 3: 

combined therapy vs. symptomatic treatment 
-

parison at week 4

A B

When acyclovir was compared with symptomatic treat-

-

duced (Figure 3).20, 24 Thus, symptomatic treatment has an important 

9, 11 

-
17 Only a single study showed 

oral antihistamine and steroids in clearing the PR rash within two 

weeks.29 The symptomatic treatment used in the studies included 

was oral antihistamine plus topical calamine or corticoid. We sug-

gest that oral antihistamines should be included as primary symp-

tomatic treatment, in association with topical steroids or calamine 

lotion.30

One study10 demonstrated that acyclovir was superior to 

-

1 to 4 with combined treatment.20 It is important to underline that 

PR.9 Other treatments, erythromycin and phototherapy, have been 

results.31 -

ed illness, most patients do not need to be treated. Other authors 

propose that patients with recalcitrant symptoms, such as pruritus, 

phototherapy and antivirals.9



FIGURE 4: A and two B
compared acyclovir vs. placebo

A
B

weeks.32

in randomization, allocation concealment and analysis, with the 

adverse events inherent to macrolides.33 Other studies suggested 

in PR due to Chlamydia, Legionella and Mycoplasma involvement, 

but not assertively. 34-36

macrolides, such as erythromycin, clarithromycin and azithromycin 

has not been proven.36-38 One study compared acyclovir vs. erythro-

22 

-
39 

Phototherapy with narrowband UVB and UVA1 has been 

proposed as methods to control PR severity and pruritus.40,41 Other 

FIGURE 5: A and two B
acyclovir vs. placebo

42, 43 -

at least one month. 27

31

Based on the results, we think that symptomatic treatment 

(oral antihistamines and topical steroids/calamine) may be consid-

disease.11, 17, 44 

Other outcomes

Acyclovir was not superior to placebo, neither combined to 

692 Rodriguez-Zuniga M, Torres N, Garcia-Perdomo H
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FIGURE 6: 

Trials included compared acy-
clovir vs. placebo

-

the meta-analysis had opposed results independently (Figure 6). 10, 25

-

et al.
45 Children have less preva-

-

this population. 

Adverse events

Adverse events were reported in both acyclovir and control 

groups (Table 2). In an observer-blinded trial, 8 patients on acyclo-

vir and antihistamines reported increased sleep, headache, nausea, 

vomiting and dysgeusia.20 These adverse events, although they are 

trials. 46 A triple-blinded trial reported abdominal pain and diarrhea 
 25,47 

-

ment (selection bias) and incomplete outcome data (attrition bias) 

Drago et al,10 -

-

ceived (Figure 7B).20, 24

Limitations

-

allocation concealment. However, we decided to include all trials 

since they represent interventional studies with similar established 

subgroup analysis was not possible. 

TABLE 2: 

Study

T C A C A

Drago 

2006

NR NR NR NR NR

Ehsani 

2010

NR NR NR NR NR

Rassai 

2011

NR NR NR NR NR

Amatya 

2012

8 8 0 Dyspepsia None

Ganguli 

2014

NR NR NR NR NR

Das 

2015

9 1 8 Increased 

sleep

Increased sleep, 

headache, nau-

sea, vomiting, 

dysgeusia

Singh 

2016

1 1 0 Abdominal 

pain and 

diarrhea

None



CONCLUSION

-

compared to placebo. 

-

histamines and topical steroids/calamine, plays an important role 

FIGURE 7:  Between 
 Within studies

A

B

when compared to combined treatment. We recommend the addi-

6

More trials need to be conducted in order to prove the 

-
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