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Dear editor
I read with admiration an article published in your prestigious journal on the rare 

adverse effects of clozapine (CLZ).1

I write to address a specific issue in this article. In the second paragraph of the 

section “Dermatological adverse effects”, it was stated that a 54-year-old patient with 

schizophrenia treated for 28 days with CLZ developed a generalized rash compatible 

with pityriasis rosea (skin rash that usually begins as one large circular or oval spot 

on your chest, abdomen, or back).

I wish to point out certain problems for coining pityriasis rosea (PR) as the diag-

nostic label in the patient concerned.

First, PR is a paraviral exanthem that might be associated with primary infections 

or endogenous reactivations of human herpesvirus-7, -6,2,3 or other viruses.4,5 The 

underlying immunopathogenesis of PR is likely to be entirely different from that in 

PR-like drug eruptions.6

Second, rashes with morphological and distributional resemblances to PR that may 

be caused by drugs are currently considered as a separate condition distinct from PR 

in ICD-10.7 Thus, we recommend a revision to “pityriasis rosea-like drug eruption” 

as the diagnostic label in the article.1

Third, quoting the diagnostic label as “PR-like drug eruption” is compatible with 

the current diagnostic criteria8,9 and the modern classification10 of PR.

Fourth, it was stated that PR is “…skin rash that usually begins as one large circu-

lar or oval spot on your chest, abdomen, or back, …”1 This statement refers to PR in 

general and is incorrect as only about 30%–40% of patients with PR have identifiable 

herald patches.6 Moreover, it gives us no information on the morphology, distribution, 

and time sequence of rash for the 54-year-old patient with schizophrenia.

The characteristics of PR-like drug eruptions are 1) absence of the herald patch, 

2) bright violet-red color of the rash with marked inflammation, 3) being more pruritic, 

4) dominance of eosinophils in the skin infiltrate, and 5) eosinophilia in the peripheral 

blood.11

From reading the article by De Fazio et al1 the readers could get a false impres-

sion that PR-like drug eruptions usually begin as one larger circular or oval spot. The 

reverse is true – there is usually no herald patch for PR-like drug eruptions. It is thus 

not an issue of nomenclature per se – it might lead to confusions to readers and other 

investigators as to the clinical manifestations of PR-like drug eruptions.

Fifth, most recent articles coin the term “PR-like drug eruptions” rather than 

“PR” for drug-induced PR-like rashes.12–15 I advocate that this convention should be 

followed.
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Finally, some patients with PR-like drug eruptions could 

have been recruited into clinical studies and trials (Villarama 

and Lansang, unpublished data, 2003).16,17 I recommend that 

such practices be discontinued.

Therefore, I hope that through this item of correspon-

dence, the status of PR-like drug eruption can be rectified.

Otherwise, I am extremely impressed by the high quality 

of the article by De Fazio et al1
 
and reading the article has 

been of immense educational value for me.

Disclosure
The author reports no conflicts of interest in this communi-

cation.
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Dear editor
We thank Dr Chuh for his comments and all suggestions 

addressed at improving the quality of our paper.

According to our review, the discussion about derma-

tological effects of clozapine treatment was focused on the 

rare causes of “pityriasis rosea (PR)-like eruption” defined 

as “a common cutaneous adverse reaction related to many 

drugs”.1

Moreover, we considered it to be useful to underline 

that numerous recent studies in search for the etiology of 

pityriasis rosea (PR) did not pinpoint a definite viral,2–4 other 

infectious,5 or other causes.6

Therefore, these clinical patterns are not all or nothing 

and appear with variable magnitudes of atypical PR rash.7,8 

The case report we have described in the review refers to “a 

generalized rash ‘compatible’ with pityriasis rosea”, or rather 

a “PR with atypical forms”, and even though the issue could 

be described in detail, it was useful to include in the discus-

sion what the latest literature has reported on this topic.

Disclosure
The authors report no conflicts of interest in this 

communication.
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