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Sir,

Pyoderma gangrenosum (PG) is a rare neutrophilic 
dermatosis  of  undetermined et iology.  The 
pathophysiological mechanism is not fully understood. 
It is most often associated with systemic diseases: 
inflammatory bowel diseases, hematologic disorders, 
and solid tumors [1]. Drug-induced PG is an 
uncommon cutaneous reaction with no specific clinical 
or histopathologic features [2]. Herein, we describe a 
new case of ibrutinib-induced PG in a patient with 
B-cell chronic lymphocytic leukemia.

A 64-year-old male with a history of B-cell chronic 
lymphocytic leukemia was diagnosed three years 
earlier, treated with chemotherapy for two years, 
and achieved an incomplete remission. Thus, he 
was started on the Bruton tyrosine kinase inhibitor 
ibrutinib at the recommended dose of 420  mg/day 
with significant improvement. After eight months, 
the patient consulted for several painful, palpable, 
red-to-violaceous skin lesions in the lower limbs and 
feet. The lesions began one month after ibrutinib 
initiation with a vesicular appearance and evolved into 
nodules and painful ulcers with violaceous borders, 
sometimes associated with pustules (Figs. 1a and 1b). 
He also presented dyschromic and cribriform scars 
on his right leg (Fig. 2). A biopsy of the ulcer margin 
and pustules revealed massive lymphocyte and 
neutrophil infiltration with few apoptotic bodies. 
No histopathologic signs of vasculitis were observed 
(Fig. 3). The complete blood count did not reveal any 

leukocytosis, and the bacterial and fungal cultures 
were negative. After consultation with hematologists 
and pharmacologists, PG was diagnosed, and ibrutinib 
was suspected as the causative agent. In addition to 
ibrutinib discontinuation, the patient received topical 
corticosteroids, and an improvement in the skin lesions 
was observed.

PG is a neutrophilic dermatosis clinically defined by 
painful ulcers with a violaceous border, usually located 
in the lower limbs. It may also appear as aseptic pustules 
or, less frequently, nodules [1]. Histopathology is not 
specific; its main purpose is to exclude other potential 
diagnoses. PG typically imitates an abscess or cellulitis 
by displaying considerable neutrophilic infiltration, 
bleeding, and epidermal necrosis. Sometimes, vessel 
wall infiltration may be noticed [3]. Innovative 
therapies that focus on B-cell receptors and their 
signaling pathways are quickly improving the treatment 
options for B-cell malignancies. Ibrutinib is an example 
of a drug that has been approved for the treatment of 
mantle cell lymphoma, chronic lymphocytic leukemia, 
and other malignant hematologic conditions. It acts 
by inhibiting Bruton tyrosine kinase (BTK), which is 
necessary for B cells to survive and reproduce [4]. The 
most commonly reported side effects are cytopenia, 
diarrhea, fatigue, bruising, and upper respiratory tract 
infections. Only several cases of ibrutinib-induced 
neutrophilic dermatosis, including two cases of PG, 
have been reported in the literature [5,6]. Ibrutinib has 
a good safety profile and few adverse effects because 
of its BTK receptor specificity. The epidermal growth 
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factor receptor, which is expressed in the basal layer 
of the epidermis, is another target of its function. 
Inhibition of this receptor has a negative effect on tissue 
regeneration and is responsible for a pro-inflammatory 
reaction that may explain the occurrence of PG, which 
is more common in areas susceptible to repeated 

trauma [3]. Another theory contends that host immune 
cells are exposed to peptides conjugated to ibrutinib 
through the major histocompatibility complex, which 
triggers a T cell-directed immune response leading to 
tissue damage and destruction [2].

Ibrutinib, a BTK inhibitor, could lead to neutrophilic 
dermatosis, which is explained by the drug-induced 
immune process. Ibrutinib-dose tapering, low-dose 
corticosteroids, and dapsone remain the most effective 
options to treat this condition and prevent recurrence. 
Switching from ibrutinib to another medication could 
be suggested in the case of resistance.

Consent

The examination of the patient was conducted according to the 
principles of the Declaration of Helsinki.
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and other clinical information to be included in the journal. The 
patients understand that their names and initials will not be 
published and due effort will be made to conceal their identity, 
but that anonymity cannot be guaranteed.
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Figure 2: Dyschromic and cribriform scars.

Figure 3: Pustule with lymphocyte and neutrophil infiltration and few 
apoptotic bodies.

Figure 1: (a) Painful ulcers with a violaceous border and perilesional 
pustule. (b) Painful ulcers on the hands.
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