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Abstract

Immune-related cutaneous adverse events (ircAE)
are commonly seen with immune checkpoint
inhibitors such as atezolizumab. Atezolizumab-
induced psoriasis has been previously reported as an
ircAE, especially in patients with pre-existing
psoriasis. The severity of the reaction influences
treatment of the cutaneous eruption. Biologics
should be considered as a treatment option for
severe refractory psoriasiform eruptions even in
patients with complex medical conditions like
chronic infections and malignancy. This is the first
reported case of successful treatment of
atezolizumab-induced psoriasiform eruption with
ixekizumab, a neutralizing IL17A monoclonal
antibody, to the best of our knowledge. Herein, we
present a 63-year-old man with a history of human
immunodeficiency virus and psoriasis who presented
with atezolizumab-induced psoriasiform eruption
while being treated for metastatic hepatocellular
carcinoma. After initiating ixekizumab, atezolizumab
was restarted without cutaneous eruption.
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Introduction

Psoriasiform drug eruption describes a group of
cutaneous disorders that clinically and histologically
simulate psoriasis, a commonly encountered,
chronic, immune-mediated inflammatory condition.
Anti-programmed death 1 or its receptor (PD1/PDL1)
immunotherapy, like atezolizumab, are commonly

associated with immune-related cutaneous adverse
events (ircAEs) such as psoriasiform drug eruptions
[1,2]. The severity of the ircAE is assessed using the
Common Terminology Criteria for Adverse Events
grading scale [2]. Typically, Grade 1-2 cutaneous
eruptions related to PD1/PDL1 inhibitors are mild-to-
moderate rashes that cover less than 30% of the
body surface area and are associated with mild
symptoms, such as pruritus, burning or tightness.
These lesions are usually reversible with high-
potency topical corticosteroids and phototherapy
[2,3]. In contrast, Grade 3-4 lesions cover greater than
30% of the body surface area and are associated with
severe symptoms or life-threatening consequences.
Therefore, the severity of the ircAE greatly influences
the approach to treatment. If patients experience
Grade 3 or 4 cutaneous eruptions, immune
checkpoint inhibitors may be discontinued and
biologic treatment may be pursued [2,3]. The
decision to treat with a biologic becomes difficult
when patients have concurrent complex medical
conditions like chronic infections and malignancy.
We report successful treatment of atezolizumab-
induced psoriasiform drug eruption with ixekizumab
in the setting of HIV and metastatic hepatocellular
carcinoma.

Case Synopsis

A 63-year-old man with a history of HIV and psoriasis
presented to the dermatology clinic for evaluation of
an acute diffuse eruption involving 80% of the body
surface area a week following the third cycle of
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Figure 1. Salmon-colored papules and plaques coalescing into
confluent plagues on the patient’s A) back, B) chest, and C) lower
extremities. D-F) Resolution of plaques following four months of
treatment with ixekizumab.

combination treatment with atezolizumab (PDL1
inhibitor) and bevacizumab (vascular endothelial
growth factor [VEGF] inhibitor) for metastatic
hepatocellular carcinoma. The patient’s previous
history of psoriasis consisted of limited scalp
involvement. The rash rapidly developed over the
course of a few days and was associated with severe
pruritus and skin tightness. Owing to the diffuse
involvement and severe symptoms, his oncologist
discontinued atezolizumab for the fourth cycle of
treatment and prescribed oral prednisone and
clobetasol for the rash.

On presentation to the dermatology clinic, physical
examination revealed multiple salmon-colored
papules and plaques coalescing into confluent
plagues on the patient’s upper extremities, trunk,
back, and lower extremities (Figure 1A-C). Skin
biopsy revealed parakeratosis and acanthosis with
neutrophils in the stratum corneum and dilated
papillary vessels with a perivascular inflammatory
cell infiltrate (Figure 2). With clinical correlation,
atezolizumab-induced psoriasiform drug eruption
was diagnosed. The patient’s lesions did not respond
to topical therapies and systemic corticosteroids, so
ixekizumab, a neutralizing IL17A monoclonal
antibody (loading dose of 160mg, followed by 80mg
once every two weeks), was started. The patient was
able to restart atezolizumab for the fifth treatment
cycle. Four months following initiation of
ixekizumab, the psoriasiform eruption had
completely resolved and the patient was able to

continue combination treatment with atezolizumab
without cutaneous eruption (Figure 1D-F).
Unfortunately, the patient passed away a few
months after follow-up due to complications related
to metastatic disease.

Case Discussion

Atezolizumab, a monoclonal antibody targeting
PD1/PDL1, has been approved in the United States
for treatment for various types of cancers, such as
urothelial carcinoma, non-small cell lung cancer, and
hepatocellular carcinoma [4-6]. Atezolizumab is
different from other anti-PD1 antibodies by blocking
the PDL1 and PD1 interaction as well as the PDL1 and
CD80 interaction [4]. Due to its interference with
PD1, atezolizumab and other PD1 inhibitors
commonly cause psoriasiform eruptions since
cytotoxic CD8 T cells are activated and promote
Th17,1L6, and IL17 development [1,7-9].

Figure 2. H&E histopathology of shave biopsy demonstrates
parakeratosis and acanthosis, 40x. Inset, higher magnification
reveals neutrophils in the stratum corneum, dilated vessels within
the papillary dermis, and a perivascular inflammatory cell
infiltrate, 100x.
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Table 1. Characteristics, treatment, and outcomes associated with atezolizumab-induced psoriasis.

Sex, age

(years), Indication for PD1

reference History of psoriasis inhibitor

Male, 53 [13] Yes Non-small cell lung
cancer

Male, 63 Metastatic

. Yes hepatocellular

This report .
carcinoma

Male, 65 [14] Yes Lung ca?r?cer (type
unspecificed)

Male, 70 [15] No Squzjlmous cell
carcinoma of the lung

Male, 75 [16] Yes Metastatic urothelial

carcinoma

In cases of unresectable or metastatic hepatocellular
carcinoma, atezolizumab is used in combination
with bevacizumab, a VEGF inhibitor [6]. Cutaneous
adverse events have been described with VEGF
inhibitors as well. Overall, cutaneous toxicities vary
within the drug class. However, bevacizumab has
been reported to increase the risk of hand-foot skin
syndrome, also known as palmar-plantar
erythrodysesthesia, when used in conjunction with
multikinase inhibitors [10]. Furthermore,
bevacizumab has been reported to cause cutaneous
tumor lysis syndrome during the treatment of
metastatic salivary duct carcinoma in combination
with temsirolimus [11]. It is unlikely that the
psoriasiform eruption described in the current case
is due to bevacizumab since VEGF inhibitors have not
been reported to cause psoriasiform eruptions.
Furthermore, VEGF inhibitors have been
hypothesized as a potential therapeutic agent for
psoriasis and Akman et al. describe complete
remission of psoriasis following bevacizumab
therapy for metastatic colon cancer [12].

Several cases documented atezolizumab-induced
psoriasis [13-16], (Table 1). Our case is the fifth
reported occurrence of atezolizumab-induced
psoriasis but the first to be treated with ixekizumab
(Table 1), to the best of our knowledge. Four (80%)
patients had a previous history of psoriasis,
indicating that personal psoriasis-related history can
be a significant risk factor for atezolizumab-induced

Anti-PD1
discontinued Treatment
Flumethasone ointment

Outcome

Yes Desloratadine 5mg daily Improved
Clobetasol ointment

Yes Prednisone 20mg daily Improved
Ixekizumab

No Phototherapy Improved
Calcipotriol-
betamethasone

No ) . Improved
dipropionate
combination ointment
Clobetasol cream

Yes Prednisone 30mg daily Improved

Bilastine 20mg BID

psoriasis (Table 1). The eruptions improved in all
patients by a variety of treatment modalities.
Atezolizumab was not discontinued in two patients
whose eruptions improved with either phototherapy
or topical corticosteroids (Table 1). Four (80%)
patients were treated with topical corticosteroids
and two out of four of those patients were also
treated with oral prednisone (Table 1).

In our case, the patient’s eruption did not improve
after a trial of clobetasol ointment and oral
prednisone. The patient started ixekizumab, which is
indicated as a monotherapy treatment option for
patients with refractory moderate-to-severe plaque
psoriasis [17]. Ixekizumab specifically binds and
inhibits IL17A, interfering with the formation of a
psoriasiform eruption by disrupting the psoriatic
inflammatory loop [17]. After initiating ixekizumab,
atezolizumab was restarted without another
cutaneous eruption. Additionally, ixekizumab has
been shown to effectively treat psoriasis in patients
with HIV by intervening with the formation of the
cutaneous eruption without interfering with the
effectiveness of antiretroviral therapy [18]. It should
be noted that patients with HIV receiving
antiretroviral therapies should have a low viral load
before initiating biologic treatment [19]. Overall, this
is the first reported case to utilize ixekizumab to treat

refractory  atezolizumab-induced  psoriasiform
eruption in the setting of complex medical
conditions.
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Conclusion

This case provides evidence that ixekizumab is a safe
and effective treatment for atezolizumab-induced
psoriasis in patients with complex medical
conditions who do not respond to typical
treatments. Furthermore, providers need to be
aware of potential psoriasis exacerbations when
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