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C
utaneous lichenoid drug eruptions (LDE) are a group of relatively 
uncommon adverse drug reactions (ADR) characterized by 
widespread erythematous to violaceous scaly papules that can be 

di�cult to di�erentiate from idiopathic lichen planus.1,2 The long latency 
period after drug exposure (mean: 15.7 weeks) and failure to resolve even 
after drug cessation add to the diagnostic challenge.1 Moreover, the rise of 
new therapies such as biologics, tyrosine kinase inhibitors, and immune 
checkpoint inhibitors (ICIs) has appeared to increase the prevalence of 
drug-induced lichenoid reactions.3 Other classes of medications that 
have been implicated include antibiotics, antihypertensives, diuretics, 
antimalarials, and nonsteroidal anti-in�ammatory drugs (NSAIDs).4 

Among the many culprit medications, antihistamines are rarely 
reported to cause LDEs, with only a few published case reports.4,5 
Treatment of LDEs involves discontinuation of the o�ending drug and 
symptomatic treatment until resolution of the rash.1 Current treatments 
for lichen planus often lead to suboptimal results.6 Targeted therapies 
such as Janus kinase (JAK) inhibitors and biologics have been reported in 
the literature and are attractive due to potentially superior e�cacy and 
safety.7,8 Herein, we present a case of cetirizine-induced LDE in a 40-year-
old female patient who failed systemic corticosteroids but was successfully 
treated with sequential upadacitinib and dupilumab therapy. The patient 
provided verbal informed consent and photo consent.

CASE PRESENTATION
A 40-year-old Asian female patient with a history of mild atopic 

dermatitis presented with a pruritic rash on the arms and trunk that had 
progressed over the last few years and was only partially responsive to 

topical corticosteroids. Patch testing (North American 80 Comprehensive 
Series) was notable for positivity to fragrance, Balsam of Peru, limonene, 
colophony, and nickel. The patient reported some improvement with 
allergen avoidance, but the rash never fully cleared. Approximately 9 
months later, she reported a widespread pruritic lichenoid eruption  
(Figure 1) that looked di�erent from her previous rash. The patient 
denied any recent illnesses and was not taking any medications other than 
over-the-counter cetirizine 10 mg daily, which she recently started for 
allergies, though she had taken it in the past without issue.

Punch biopsy of the most representative areas showed a lichenoid 
dermatitis with an abundance of eosinophils, highly suggestive of a drug-
induced lichenoid eruption (Figure 2). Cetirizine was discontinued, and 
the patient was started on prednisone 60 mg daily along with clobetasol 
cream, 0.05%, twice daily. After 11 days of prednisone treatment, the 
patient reported marginal improvements in her rash and itch and had 
di�culty sleeping because of the corticosteroids. At this point, the patient 
was started on samples of upadacitinib 15 mg daily (after baseline 
laboratory evaluation) and quickly tapered o� prednisone. After 14 days of 
upadacitinib treatment, she reported her itch had improved from a 6 out of 
10 (while on prednisone) to a 1 out of 10, but she still had extensive skin 
involvement. This prompted a dose escalation of upadacitinib to 30 mg 
daily. At her 3-week follow-up, her itch remained under good control, but 
she still had active skin disease. Dupilumab (600-mg loading dose, then 
300 mg every 2 weeks) was added, and at her 4-week follow-up, her skin 
was nearly completely clear except for mild postin�ammatory erythema 
(Figure 3). The patient was subsequently tapered o� upadacitinib and 
dupilumab over 2 additional months and her skin has remained clear.
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DISCUSSION
LDEs are becoming an important entity 

for dermatologists, given their increasing 
prevalence with the use of ICIs. However, as our 
case demonstrated, LDEs can occur even with 
over-the-counter antihistamines. While it is 
di�cult to establish causality, the time course, 
histopathology, clinical presentation, and absence 
of any other potential culprits all supported the 
likelihood that cetirizine was the most likely 
cause. Although the exact pathogenesis of LDE 
has yet to be fully elucidated, studies1 have shown 
that certain medications can alter skin proteins, 
increase their antigenicity, and thereby trigger a 
T-cell–mediated response via CD8+ cytotoxic T 
lymphocytes that target basal keratinocytes, while 
cytokine dysregulation (increased interferon γ 
signaling) results in further ampli�cation of the 
in�ammatory loop.1

While most LDEs can be treated with 
medications typically used for idiopathic lichen 
planus, there is still a large unmet need for highly 
e�ective and safe therapies. Not only was our 
patient an inadequate responder to high-dose 
systemic corticosteroids, but she was also unable to 
tolerate them due to severe sleep disruption. This 
is particularly relevant in the setting of ICI-induced 
LDE, given that cutaneous eruptions are often a 
positive prognostic sign of treatment response, and 
early use of systemic corticosteroids is associated 
with poorer clinical outcomes, highlighting the 
need for nonsteroidal alternatives.9

Several case reports have demonstrated 
the utility of dupilumab in generalized lichen 
planus.10,11 Furthermore, dupilumab is now part 
of the National Comprehensive Cancer Network 
(NCCN) Guidelines for treating LDEs from ICIs.12 
JAK inhibitors have also shown e�cacy even in 
refractory cutaneous, follicular, nail, and mucosal 
lichen planus, although there are limited data 
on LDEs.13 There are also reports of combination 
dupilumab and JAK inhibitor use for refractory 
cases of atopic dermatitis.14 Given the better 
overall safety pro�le of JAK inhibitors compared to 
traditional immunosuppressants,15 it can be argued 
that JAK inhibitors and biologics should supplant 
existing legacy medications, particularly systemic 
corticosteroids, for LDE treatment.

Admittedly, drug access can be an issue, and 
patients often have to rely on medication samples. 
In the author's (E.J.S.) experience, patients have 
been able to receive o�-label treatment for 
lichenoid dermatosis in certain cases after a letter 
of medical necessity and peer-to-peer appeals.

FIGURE 1. Initial presentation of lichenoid drug eruptions

FIGURE 2A. Hematoxylin and eosin stain, 10× magni�cation. Histopathology showing a lichenoid dermatitis with 

dense super�cial and deep dermal in�ammatory in�ltrate and abundant eosinophils.
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FIGURE 2B. Hematoxylin and eosin stain, 20× magni�cation

FIGURE 3. Presentation after 1 month of upadacitinib and dupilumab treatment


