UC Davis
Dermatology Online Journal

Title
Fixed drug eruption from atezolizumab

Permalink
https://escholarship.org/uc/item/8g76064d

Journal
Dermatology Online Journal, 28(1)

Authors

Kearns, Donovan
Gardner, Jeffrey T
Kerstetter, Justin

Publication Date
2022

DOI
10.5070/D328157064

Copyright Information

Copyright 2022 by the author(s).This work is made available under the terms of a Creative
Commons Attribution-NonCommercial-NoDerivatives License, available at
https://creativecommons.org/licenses/by-nc-nd/4.04

Peer reviewed

eScholarship.org Powered by the California Diqital Library

University of California


https://escholarship.org/uc/item/8g76064d
https://escholarship.org/uc/item/8g76064d#author
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://escholarship.org
http://www.cdlib.org/

Dermatology Online Journal || Case Presentation

Volume 28 Number 1| January 2022|
28(1):10

Fixed drug eruption from atezolizumab

Donovan Kearns', Jeffrey T Gardner II', Justin Kerstetter?, Betsy Furukawa'

Affiliations: 'Department of Dermatology, Loma Linda University, Loma Linda, California, USA, 2Department of Pathology, Loma

Linda University, Loma Linda, California, USA

Corresponding Author: Jeffrey T Gardner Il, 25865 Barton Road, Suite 101, Loma Linda, CA 92354, Tel: 909-558-2890, Email:

jgardner0346@gmail.com

Abstract

Fixed drug eruption (FDE) is a cutaneous drug
reaction that tends to recur in the same area (fixed
location) upon re-exposure to the offending agent.
We present a 48-year-old woman with FDE being
treated for metastatic breast cancer with
atezolizumab. We believe this is the first reported
case of FDE secondary to atezolizumab.
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Introduction

Fixed drug eruption (FDE) is a cutaneous drug
reaction that tends to recur in the same area (fixed
location) upon exposure to the offending agent [1].
Acute FDE typically presents with well circumscribed,
oval, dusky red or violaceous patches or plaques.
Some patients may develop a central vesicle or bulla
in the lesion. Lesions may appear anywhere
including mucous membranes. The condition is
believed to be caused by sensitization of
intraepidermal CD8+ T cells to a specific medication
[2]. Upon exposure to the drug, memory T cells react
to the antigen and release cytokines including IFNy,
triggering a localized inflammatory reaction
followed by epidermal injury. Although any drug
may elicit an FDE, nonsteroidal anti-inflammatory
drugs, acetaminophen, and antibiotics are among
the most common causative agents [3].

Case Synopsis
A 48-year-old woman with a history of treatment-
refractory breast cancer was referred to the

-1-

dermatology department with complaints of new-
onset pruritic rash. Weeks prior to this eruption, the
patient was given one dose each of aspirin,
ketorolac, hydrocodone-acetaminophen. In
addition, she was given an infusion of paclitaxel and
ondansetron and started on a course of amoxicillin-
clavulanate for 10 days. Our patient’s only home
medication was acetaminophen as needed. Days
prior to this rash, she was started on a chemotherapy
infusion of atezolizumab for the first time, along with
paclitaxel, acetaminophen, ondansetron, and
diphenhydramine given with her infusion. Physical
examination of the patient showed multiple
edematous and violaceous patches with a focal
eroded center on her arms, back, and legs, bilaterally.
Atezolizumab was held during her next infusion
cycle to see if it was causing the new rash. The next
infusion cycle weeks later (paclitaxel, ondansetron,
acetaminophen, diphenhydramine) without
atezolizumab was uneventful and the patient
developed no new lesions. A third infusion including
atezolizumab was given and within 2 hours the
patient had recurrence of the lesions at previous sites
on her arms and legs, as well as new lesions on her
head and back. Physical examination of the patient
showed multiple edematous, violaceous plaques
with a central vesicle, mixed with older crusted
lesions from her previous episode (Figure 1).
Histology from a punch biopsy of a lesion showed
intraepidermal necrotic keratinocytes with patchy
spongiosis and  eosinophilic  predominant
inflammation (Figure 2). A diagnosis of fixed drug
eruption secondary to atezolizumab was made after
correlating the biopsy results with the patient’s
clinical presentation.
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Figure 1. A) Bilateral lower extremities after second infusion of atezolizumab. B) Left posterior arm after second infusion of atezolizumab.

C) Left knee after second infusion of atezolizumab.

After treating the patient’s lesions with a
combination of topical and oral and corticosteroids
(short courses of prednisone 20mg daily), a plan was
coordinated with her medical oncologist to continue
atezolizumab with the use of pre-medication IV
methylprednisolone (16mg), diphenhydramine, and
famotidine. This regimen greatly reduced the size
and severity of lesions that arose with subsequent
atezolizumab infusions and the patient has since
tolerated its use with her scheduled chemotherapy
cycles.

Case Discussion

Atezolizumab is a fully humanized monoclonal
antibody used to treat several types of cancer [4],
including triple negative breast cancer, metastatic

urothelial carcinoma, and non-small-cell lung cancer
[5]. The medication is an immune checkpoint
inhibitor, which works by specifically targeting PDL1
(programmed cell death ligand 1) and thus blocking
the interaction between programmed cell death
protein (PD1) and B7 [4]. Blockage of this pathway
leads to increased survival of cytotoxic T cells and
increased levels of immune surveillance, which helps
to decrease tumor burden. The most commonly
reported side effects to atezolizumab are fatigue
(24.5%), decreased appetite (13.2%), nausea (12.3%),
and diarrhea (10.8%). Rash was reported to occur in
8.4% of patients who received the medication, but
unfortunately the exact type of eruption was not
specified in the data set. Thus, we are not aware of
any previous patients developing a fixed drug

Figure 2. H&E histopathology. A) Spongiosis and scattered intraepidermal necrosis keratinocytes, 20x; B) scattered intraepidermal
necrotic keratinocytes, 40x; and C) perivascular eosinophils, 40x.
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Table 1. Monoclonal antibodies reported to cause fixed drug eruption (including atezolizumab reported here).

Antibody
Drug Target Type Other reported cutaneous adverse drug reactions
Steven-Johnson syndrome, toxic epidermal necrolysis, drug rash
Atezolizumab [7] PDL1 Humanized with eosinophilia systemic symptoms (DRESS), exfoliative
dermatitis
Galcanezumab [8] CGRP ligand Humanized Injection site reactions
Adalimumab [9,10] TNFa Human Leukocytoclastcic vasculitis, urticaria, eczematous dermatitis and
pustular eruptions
Lymphomatoid drug eruption, erythema annulare centrifugum,
Ustekinumab [11] IL12/1L23 Human bullous pemphigoid, erythema multiforme, eczematous drug
eruptions

reaction in response to treatment with this drug.
Other PD1 inhibitors have been shown to cause
cutaneous side effects (Table 1) in as many as 49% of
patients receiving them, with 17% developing
lichenoid reactions and eczema and 15% developing
vitiligo [6]. Due to the drugs’ mechanism of action,
patients are at increased risk for T-cell mediated
diseases. It is possible that atezolizumab may lead to
increased risk for T-cell mediated delayed
hypersensitivity reactions, including fixed drug
eruptions. To our knowledge, this is the first
documented case of fixed drug eruption secondary
to treatment with atezolizumab.
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