
Introduction

Acute generalized exanthematous pustulosis (AGEP)
is caused in 90% of the cases by systemic medication. It
typically presents with at least dozens of non-follicular ste-
rile pustules occurring on a diffuse, edematous erythema
predominantly in the folds and/or on the face. Patients
may report a burning or itching sensation. The onset is
most often acute and pustules typically resolve spontane-
ously within less than 15 days. It typically takes 1–3 weeks
after introduction of a new drug until skin symptoms arise,
which has been suggested to be the result of a primary sen-
sitization. A second group of patients, especially those
under antibacterial drugs, may present skin symptoms
after a shorter latency of 2–3 days. The overall prognosis
is good although high fever or superinfection may some-
times lead to life-threatening situations in patients of old
age or poor general condition. Histopathology characteris-
tically reveals spongiform subcorneal and/or intraepider-
mal pustules, a marked edema of the papillary dermis, and
eventually vasculitis, eosinophils and/or focal necrosis of
keratinocytes.

A wide range of drugs has been reported of causing the
reaction, especially antibiotics, calcium channel blockers,
carbamazepine and paracetamol. One case of AGEP indu-
ced by the newer antipsychotic olanzapine has recently
been published. We report a second case of olanzapine in-
duced pustular eruption documented within the drug safety
program in psychiatry AMSP (Arzneimittelsicherheit in
der Psychiatrie).

Case report

Mrs A, 56 years old, Caucasian, has a psychiatric histo-
ry since the age of 25 (dysthymic and subsequently depres-
sive), and a bipolar disorder has been diagnosed at the age
of 52. She had no history of severe somatic disorder, and in
particular no record of allergic reactions. Being treated
since 7 month with fluoxetine 20 mg and mirtazapine 30
mg, she was currently hospitalized due to a mixed episode,
presenting increased drive, logorrhea, disturbances of con-
centration, and shortened sleep, with concomitant periods
of dysphoria and lack of confidence.

At first, a treatment with midazolam 7.5 mg, cloraze-
pate 5 mg and clotiapine 40 mg was added. During the first
7 days of hospitalization, the symptomatology worsened,
the patient presenting increasingly flight of ideas, exagge-
rated self-esteem, and especially irritability. Olanzapine 10
mg and valproate 1000 mg were added to the preexisting
medication, and clotiapine discontinued.

Five days after the introduction of olanzapine and val-
proate, multiple 1-mm pustules appeared on the whole
body, concentrated especially on her neck and face (Fig. 1).
Within 2 days, the eruption was increasingly accompanied
by erythema and pruritus. No fever, chills, nausea, vomit-
ing, arthralgias or myalgias were recorded.

A biopsy was performed during a dermatological con-
silium. Histopathology revealed a slight acanthosis, exo-
cytosis of lymphocytes, and intraepidermic polynuclear
granulocytes. Locally, the polynuclear granulocytes formed
subcorneal pustules. Furthermore, an inflammatory in-
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filtration with polynuclear granulocytes and lymphocytes
surrounding the follicular structures, as well as a papillary
dermal edema were found.

After 7 days of treatment, olanzapine and valproate
were stopped. Concomitantly, cetirizine 20 mg p.o. and
methylprednisolone 500 mg i.v. were given once. During
the following week betamethasone cream was applied, and
the pustular eruption resolved completely.

Discussion

The exact mechanism of AGEP caused by drugs re-
mains uncertain. It has, among others, bee proposed that
the drug or its metabolites interact with antibodies leading
to immune complexes, which in turn may activate the com-

plement system, leading to the chemoattraction of neu-
trophils.

AGEP has been associated with various medications.
We report the second case induced by olanzapine. The hi-
stology was similar to that in previous reports of pustular
drug eruption, and especially to the previously published
case with olanzapine. A major role of olanzapine in causing
the eruption is strongly supported by the onset, which was
temporally strongly associated with the start of olanzapine,
and the remission that followed discontinuance of the drug.
The same may be true for valproate, which was introduced
and discontinued simultaneously to olanzapine. Whereas
no previous AGEP has been reported for valproate, a con-
tributing role therefore seeming less likely, it cannot, con-
versely, definitely been ruled out.
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Fig. 1: Left neck with multiple 1 to 2 mm pustules on eryt-
hematous and edematous plaques.


