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Haloperidol-Induced Acute' Generalized

Exanthematous Pustulosis:
A Rare Side Effect
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A cute generalized exanthematous pustulosis (AGEP) is
characterized by an acute onset formation of extensive
nonfollicular sterile pustules on erythematous background
combined with fever and peripheral blood leukocytosis.!
Characteristically, it starts in the main folds (axillary,
inguinal, and submammary areas) and spreads quickly
(within a few hours) on the trunk and limbs. AGEP is rare
with incidence of 1 to 5 cases per million per year.? The
cause of AGEP in 90% percent of the cases is associated with
ingestion of drugs like aminopenicillins, sulphonamides,
quinolones, or hydroxychloroquine.>* Other causes
include bacterial, viral, or parasitic infections; spider bites;
herbal medications; lacquer; mercury; and even psoralen
combined with ultraviolet A treatment.” It follows a benign
and self-limiting course, and treatment is mostly supportive.
Here, we discuss a case wherein the patient had acute onset
of pustules over the trunk and upper limbs after initiation
of tablet haloperidol. He was diagnosed with AGEP, after
which haloperidol was stopped and supportive treatment
was provided.

Case Report

A 35-year-old patient from urban India with no
significant past, personal, or family history of psychiatric,
autoimmune, or allergic disorder presented with chief
complaints of aggressive assaultive behavior, suspiciousness,
remaining aloof, and wandering tendency for the past year.
The mental status examination revealed a cooperative
patient with increased motor activity with an irritable affect,
delusion of grandiosity, and delusion of persecution along
with third-person auditory hallucinations. The diagnosis
was kept as schizophrenia. After receiving a 3-day course
of psychotropic injections, he was switched to tablet
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haloperidol 10 mg. Five days after initiation of treatment,
the patient developed acute-onset pustular lesions mainly
over the trunk and upper limbs associated with pruritis
(Figure 1). There was flexural accentuation and no mucosal
involvement. Investigations showed the total leukocyte
count as 15,900 mm?® and the neutrophils as 78%. The
liver function tests, renal function tests, serologic tests,
and routine stool examination were unremarkable. Tzanck
smear revealed inflammatory cells, and skin biopsy revealed
superficial and deep perivascular and periappendageal
infiltrate of lymphocytes and numerous eosinophils
(Supplementary Appendix 1). The papillary dermis showed
edema. AGEP validation score of the EuroSCAR study
group was 8.* The patient was diagnosed with AGEP, and
haloperidol was stopped, as it was considered the offending
drug. Tablet prednisolone 30 mg was started in tapering
doses along with tablet fexofenadine 120 mg for 10 days.
Topical calamine and fluocinolone acetate lotion were also
continued for 14 days. The lesions completely resolved
after 12 days on the above medication. Post recovery, the
patient was started on second-generation antipsychotic
tablet aripiprazole 5 mg, which was optimized to 20 mg/d.
The patient was discharged approximately 6 weeks after
admission, and at outpatient follow-up a month later, he
showed good tolerance to tablet aripiprazole and reported
no incidence of drug rashes.

Discussion

This is the first case, to the best of our knowledge,
reporting psychotropics to be the offending drug causing
AGEP. Haloperidol is a first-generation antipsychotic used
in the treatment of various psychiatric disorders. During the
onset of the lesion, the patient was only on tablet haloperidol
10 mg with no other concomitant medication. We were
unable to link the causation to the existing mechanism of
action or the chemical structure of haloperidol. However,
AGEDP is believed to be a delayed type of hypersensitivity
characterized by activation of drug-specific CD4and CD8 T
cells. After migration to the skin, these T cells use perforin/
granzyme B and Fas ligand to cause keratinocytes apoptosis,
resulting in epidermal vesicle formation.! Drug-specific
T cells along with other inflammatory cells also produce
various cytokines and chemokines, mainly CXCL8 (IL-8),’
a potent neutrophil-attracting chemokine, which lead to
neutrophil accumulation within the vesicles and subsequent
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Figure 1. Progression of Lesions in Acute Generalized Exanthematous Pustulosis:
(1A and 1B) Lesions on Day 5 Showing Presence of Widespread Pustules Over
Trunk and Upper Limbs With Flexural Accentuation, (1C) Lesions on Day 10
Showing Resolution With Crusting Over the Involved Body Parts, and (1D)
Complete Resolution of Lesions on Day 21

website.

formation of pustules. A correlation between mutations in
the IL-36RN gene, encoding the interleukine-36 receptor
antagonist (IL-36Ra), and the development of generalized
pustular eruptions after drug intake has also been found.®

Several diagnostic criteria have been proposed along
with a well-recognized scoring system elaborated by
the EuroSCAR project.*” The differential diagnoses
include generalized pustular psoriasis, pustular vasculitis,
autoimmune blistering disease, pustular eruption from
infections, Behcet’s disease, and others.® Although most can
be excluded without difficulty, some may be a diagnostic
challenge, especially differentiating between AGEP and
generalized pustular psoriasis. Our case adds to the existing
literature of offending agents behind AGEP and dermatologic
reaction to haloperidol.
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Appendix 1

Skin biopsy was taken from the site of lesion. The biopsy showed sparse
superficial and deep perivascular and periappendageal infiltrate of lymphocytes
and numerous eosinophils. Several eosinophils scattered in the interstitium of the
reticular dermis and around the deep vascular plexus. The papillary dermis
showed edema. The sections are displayed below.




