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Rash Associated with Ibrutinib Therapy for
Chronic Lymphocytic Leukemia
Abstract
Ibrutinib is used in the treatment of chronic myeloid leukemia. While patients
taking the drug have developed rashes, there are few case reports and studies
documenting this adverse effect. We present a case of rash associated with
Ibrutinib therapy in a patient with chronic lymphocytic leukemia.
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Introduction
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Ibrutinib is a Bruton Tyrosine Kinase (BTK) inhibitor used for
the treatment of chronic lymphocytic leukemia, mantle cell
lymphoma, Waldenström’s Macroglobulinemia and refractory
B cell lymphoma [1-7]. Skin and subcutaneous tissue disorders
have been mentioned as some of the adverse effects of the drug,
which were seen in up to 32% of the patients [4,5,8]. We present
a case of rash associated with Ibrutinib therapy.



Case Presentation
A 59-year-old Caucasian male was referred to the emergency
department by his primary care physician for a rash involving
skin, palms and oral mucosa. He initially noticed the rash 5 days
prior and visited his doctor, who diagnosed him with varicella
zoster and started him on oral acyclovir. However, he returned
back to the clinic 2 days later as the rash worsened. The rash
initially appeared on the palms as mostly reddish raised lesions.
Later, he noticed some black colored blisters. More lesions
started to appear on the trunk of the body, lower extremities, as
well as around his mouth. He experienced pruritus in the areas
where the rash developed and had difficulty eating because of
the lesions on his lips. There was also associated swelling of the
lips and bilateral hands. He was working outdoors 2 days prior to
the appearance of the rash, but denied any changes to the rash
with exposure to sunlight. He denied fever, weight loss, pain in
joints, swelling of joints, pain on the rash, cough, rhinorrhea, and
discharge from the eyes. He had not traveled or been exposed to
any sick contacts recently. There were also no new medications,
clothes, exposure to chemicals, cosmetics or new food items. He
had no history of similar rashes, allergies in the past, or family
history of skin disorders.
Past medical history was significant for carcinoma of thyroid,
chronic lymphocytic leukemia and depression. He has had a
complete thyroidectomy with lymph node dissection in 2007,
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bilateral hip replacement and hernia repair. He denied drinking
alcohol, smoking tobacco or using any recreational drugs.
Home medications included Ibrutinib 420 mg daily, Zyprexa 15
mg daily, Unithyroid 200 mcg daily, and Depakote 500 mg daily.
He has been on Ibrutinib for CLL for the last 2 years, and had
tolerated it well without any major adverse effects.
Upon physical examination, he appeared nontoxic, afebrile and
hemodynamically stable. Skin examination revealed a generalized
maculopapular rash over the entire upper and lower extremities,
back and chest. His palms had multiple hemorrhagic bullae. His
hands and lips were swollen. The lips were very dry with mucosal
break. No lesions were seen inside the mouth. There was one
open blister on the heel of the right foot. The pictures of the rash
before (A, C, E) and after treatment (B, D, F) are shown in Figure 1.
Examinations of all other systems were normal.

© Under License of Creative Commons Attribution 3.0 License | This article is available in: http://skin-diseases-and-skin-care.imedpub.com/archive.php

1

ARCHIVOS DE MEDICINA
Skin Diseases & Skin Care
ISSN 1698-9465

(A)

(B)

(C)

(D)

(E)

(F)

2017
Vol. 2 No. 1 : 19

Figure 1 Progression of rash in the patient. (A,C,E) patient at presentation. (B,D,F) on discharge.

Laboratory tests showed a low platelet count of 111, with the
rest of the complete blood count and chemistry within normal
limits. The blood culture, hand foot mouth diseases serology
and viral serology were negative. The patient was admitted to
medicine floor. He was started on IV Acyclovir and continued
to be on it until all possible viral etiologies were ruled out.
Department of Infectious Diseases and Oncology were consulted
for expert opinions. As both the specialties opined that the cause
of the rash was most likely Ibrutinib, it was discontinued. He was
started on IV steroids and antihistamines.
A skin punch biopsy result showed superficial and deep
perivasculitis with lymphocytes and eosinophils. Minimal
spongiotic changes in epidermis were noted. The differential
diagnosis includes drug reaction, insect bite and less likely,
immune bullous disorder.
The rash started to become less prominent and bullae reduced
in size in the next three days. Some bullae burst open, releasing
blood. Antibiotic coverage was given to prevent superimposed
infection, and the skin was healing without any evidence of
infection. The rash became less pruritic. The swelling of the
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lips and hand subsided. He was able to tolerate food. He was
discharged with follow up appointments with his private
oncologist.

Discussion and Conclusion
Ibrutinib is a kinase inhibitor indicated for the treatment of
Mantle cell lymphoma, Chronic Lymphocytic Leukemia (CLL)/
Small Lymphocytic Lymphoma (SLL), Chronic Lymphocytic
Leukemia (CLL)/Small Lymphocytic Lymphoma (SLL) with 17p
deletion, and Waldenström's Macroglobulinemia (WM) [2-7,9].
A database search showed one single center experience [1]
and one case report [9] of rashes associated with Ibrutinib. The
conclusion of the single center study was that the late onset non
palpable rash was mild, which required no dose adjustment of
Ibrutinib, whereas the early onset palpable purpuric rash varied
in severity and resulted in temporary discontinuation of the drug
[1]. The rash described in the case report [9] were edematous
papules with peripheral-to-central pattern of spread is similar
to that in the patient we have presented here. The differences
between the rashes already reported and the rash in our patient
is that the median time of onset of the rashes described were 15
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days and 80 days of drug initiation for palpable and non-palpable
rashes respectively and they were mostly purpuric [1], whereas
in our patient it was 2 years after initiation of treatment and he
had multiple hemorrhagic bullae which have not been described
in the single center study [1], the case report [9], or other studies
[8,10,11]. As the number of cases being treated by Ibrutinib
is increasing, and as there are more patients who are on it for
longer time, the identification of similar rashes will be helpful in
formulating guidelines for the identification of various types of
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rashes associated with Ibrutinib, their appropriate management,
and to determine when drug discontinuation is indicated.

Consent
Written consent for the use of clinical photos was signed by the
patient.

Disclosure
The authors declare that there is no conflict of interest regarding
the publication of this paper.
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