Posting of this PDF is not permitted. | For reprints or permissions, contact
permissions@psychiatrist.com. | © 2025 Physicians Postgraduate Press, Inc.

Case Report

Probable Lumateperone-Associated
Urticarial Rash in a Patient
With Schizophrenia

Neetu Garg, MBBS; Shobit Garg, MD, DPM; and Mohan Dhyani, MD

medication approved by the US

Food and Drug Administration
in 2019 for the treatment of
schizophrenia in adults.! It exhibits
a multimodal mechanism of action,
functioning as a 5-hydroxytryptamine
receptor 2A antagonist, a presynaptic
partial agonist and postsynaptic
antagonist at dopamine D2 receptors,
and a serotonin reuptake inhibitor.
Unlike many other antipsychotics, it
has minimal affinity for histaminic
H1, muscarinic M1, and adrenergic
a-1 receptors, which is thought to
contribute to its favorable profile
regarding weight gain, metabolic
disturbances, and orthostatic
hypotension.!? This report details an
instance of acute generalized urticaria
in a patient immediately following

| umateperone is an antipsychotic

Figure 1.

the initial dose of lumateperone, a
reaction that has not been extensively
documented.

Case Report

A 43-year-old man from a lower-
middle socioeconomic stratum
with a pre-existing diagnosis of
hypothyroidism presented with
a 12-year history of schizophrenia. His
clinical picture was characterized by
second- and third-person auditory
hallucinations, delusions (persecutory,
infidelity, and referential), fearfulness,
soliloquy, unprovoked anger, and
sleep disturbances. These symptoms
had reportedly exacerbated over the
past year. Despite an ongoing regimen
of blonanserin (12 mg/d), propranolol
(30 mg/d), and trihexyphenidyl
(2 mg/d), persistent auditory

Urticarial Rash Showing Hives and Erythema Distributed Across the

Back and Upper Limbs

hallucinations were the significant
issue. Past treatment records
reported a slurring of speech and
hypersalivation with high-potency
antipsychotics such as haloperidol and
risperidone. No prior history of any
drug-induced allergy or anaphylaxis
or prior admission to a mental
health facility was reported.
The patient’s personal history was
suggestive of continued nicotine
intake in a harmful use pattern.

In an effort to achieve better
symptom control, lumateperone
42 mg/d was introduced, while his
existing medications were discontinued
(12 hours before initiation). Following the
first dose of lumateperone, the patient
developed an acute urticarial rash
(across both upper limbs and his back),
specifically presenting with intense
pruritus, multiple hives, generalized
erythema, formation of wheals, and
positive dermographism (Figure 1).

Despite this reaction, the patient
took the second dose of lumateperone
on the following day. This resulted
in an exacerbation of the rash,
with increased severity and extent
of the lesions. Given the acute
onset immediately following the
administration of a new medication, an
adverse drug reaction to lumateperone
was suspected. The medication was
immediately discontinued. The patient
was treated with intramuscular
diphenhydramine (50 mg), which led
to the complete resolution of his
symptoms within hours. The causality
was assessed using the Naranjo Adverse
Drug Reaction Probability Scale.® The
resulting score of 7 categorized this as
a “probable” adverse drug reaction. The
patient was subsequently started on a
different antipsychotic agent with no
further cutaneous reactions.
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Discussion

Our patient’s score of 7 on the
Naranjo Adverse Drug Reaction
Probability Scale suggests a probable
adverse drug reaction. The temporal
relationship between the
administration of lumateperone
and the onset of the urticarial rash,
coupled with the resolution of
symptoms upon its discontinuation
and treatment with an antihistamine,
strongly supports this association. No
other new medications, foods, or
environmental exposures were
identified as potential causes.*

While the incidence of urticaria in
lumateperone’s preapproval clinical
trials was low,’ this case highlights the
potential for such cutaneous reactions
in clinical practice. Lumateperone’s
low affinity for histamine H1 receptors
does not preclude the possibility of
hypersensitivity reactions, which
can be mediated by other pathways.?
Furthermore, the affinity of a drug
for a receptor is distinct from its action
at that receptor. An alternative
consideration could be an interaction
with the patient’s recently
discontinued trihexyphenidyl, which
has anticholinergic and some
antihistaminic properties, potentially
creating a complex pharmacologic
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state upon introduction of a new
agent. Notably, lumateperone-induced
urticarial rash is a listed
contraindication.’

This case underscores the
importance for clinicians to maintain
a high index of suspicion for adverse
drug reactions, even with newer
medications that may have a more
targeted receptor profile. Prompt
recognition and withdrawal of the
offending agent are critical for patient
safety.

Garg et al
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