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Introduction

Basal cell carcinoma (BCC) is the most common skin 

cancer1. The gold standard therapy for BCC is surgery. Mohs 

micrographic surgery is the treatment of choice for those BCCs 

with high risk for recurrence because Mohs micrographic 

surgery provides the highest cure rates2. Ibrutinib is an agent 

that irreversibly inhibits “Bruton’s kinase” which is an essential 

tyrosine kinase for B lymphocyte signalization. Ibrutinib is 

used for the treatment of chronic lymphocytic leukemia (CLL) 

and other B cell lymphomas3. Traditional oral anticoagulants 

and antiplatelet drugs including aspirin, warfarin and 
clopidogrel are very well-known drugs that cause bleeding 
complications during dermatologic surgery and are routinely 
checked before surgery in daily practice4. However, it is not 
well known that ibrutinib has similar bleeding side effects.

Case Report

A 68-year-old female patient was admitted to our clinic with 
the complaint of a hemorrhagic ulceration on her upper 
cutaneous lip which appeared 4-months ago. She had a 

Bazal hücreli karsinom (BCC) en sık görülen deri kanseridir. BCC tedavisinde, altın standart yöntem cerrahidir. Nüks açısından yüksek riskli 
BCC’de en yüksek kür oranlarını sağladığı için önerilen cerrahi yöntem Mohs mikrografik cerrahisidir. Aspirin, warfarin, klopidogrel gibi bazı 
ilaçların dermatolojik cerrahi sırasında kanama komplikasyonlarına neden olduğu çok iyi bilinmektedir. Buna karşılık ibrutinibinin de bu ilaçlara 
benzer kanama yan etkilerine sahip olduğu iyi bilinmemektedir. Burada Mohs mikrografik cerrahisi uygulanan BCC’li bir hastada ibrutinib 
nedeniyle gelişen hematom ve ekimoz sunulmuştur.
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Öz

Basal cell carcinoma (BCC) is the most common skin cancer. The gold standard therapy is surgery in the treatment of  BCC. The recomended 
surgical method is Mohs micrographic surgery, as it  provides the highest cure rates in high-risk BCC in terms of recurrence. It is well known 
that certain drugs such as aspirin, warfarin and clopidogrel cause bleeding complications during dermatologic surgery. In contrast, it is not well 
known to have bleeding side effects similar to these drugs. Herein, we present ibrutinib-associated hematoma and ecchymosis in a patient with 
BCC who underwent Mohs micrographic surgery.
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diagnosis of CLL for 3 years and was using 420 mg/day ibrutinib for 

her CLL. Dermatologic examination revealed a black crusted ulcerated 

plaque of 1.2x1.1 cm diameter with elevated shiny borders on the right 

side of the upper cutaneous lip (Figure 1). The pathology of a 4 mm 

punch biopsy specimen was reported as BCC with micronodular and 

focal infiltrative subtype. 

This BCC was accepted as high-risk due to its perioral anatomical 

localization and its aggressive histopathological features. Thus, the 

patient was offered Mohs micrographic surgery and she agreed. 

Preoperative platelet counts were in normal values and ibrutinib 

treatment was not discontinued before surgery. Mohs micrographic 

surgery was applied as described in the literature5. Clear surgical margins 

were reached after one stage of Mohs micrographic surgery. The defect 

was repaired with a pedicled island flap from the adjacent cheek without 

any intraoperative complication. Despite proper intraoperative bleeding 

control and multiple subcutaneous suturing against dead space during 

the repair, extensive swelling on the right upper mucosal lip and right 

cheek was noticed at the postoperative 24th hour control (Figure 2). On 

postoperative 7th day, the swelling on the right side of the mucosal lip 

subsided while ecchymosis has widened to the right side of the chin 

and the neck (Figure 3). Ecchymosis spontaneously regressed almost 

totally on the 10th day. The follow-up visit on the postoperative 90th day 

revealed a good cosmetic result (Figure 4).

Informed consent was obtained from our patient.

Discussion 

It is well documented that the complication rate of dermatologic surgery 

is very low6,7. Although there are no life-threatening bleeding events 

associated with cutaneous surgery reported in the literature, it was 

shown that patients taking both warfarin and clopidogrel have a higher 

Figure 1. A pink papule about 1.2x1.1 cm diameter with elevated 
borders on the right side of upper lip

Figure 2. Widespread ecchymosis with extensive edema on the flap at 
postoperative 24th hour

Figure 3. Extending ecchymosis to the chin and the neck on 
postoperative 7th day

Figure 4. Good cosmetic result on postoperative 90th day
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risk of bleeding. Other factors that increase the risk of hemorrhage are 
complex repairs that utilizes flaps, grafts or partial closures7.
Ibrutinib therapy was associated with an increased risk of bleeding in 
previous trials8. When compared with other standard chemotherapeutic 
drugs the increased risk of bleeding with ibrutinib was significantly 
higher9. Although ibrutinib is well-tolerated, major bleeding events 
including subdural hematomas, hematuria and gastrointestinal bleeding 
were reported in up to 5% to 6% of patients10. Subcutaneous and 
mucosal bleeding including contusions, epistaxis, petechial bleeding 
and ecchymosis are the most common bleeding events associated 
with ibrutinib9. Although the situation about the preoperative 
discontinuation of ibrutinib treatment is not clear, it is suggested to 
consider withholding ibrutinib for at least 3 to 7 days pre and post-
surgery depending upon the type of surgery and the risk of bleeding8. 
Recently, Parra et al.11 reported 2 patients who had ecchymosis on 
ibrutinib treatment after Mohs micrographic surgery for their squamous 
cell carcinomas located on their foreheads. Although ibrutinib was 
withheld for 3 days before Mohs micrographic surgery, extensive 
bilateral periorbital ecchymosis and hematoma at the site of the flap 
developed on postoperative 3rd day in the first patient. In the second 
patient ibrutinib treatment was not discontinued, and ecchymosis down 
to the chin has developed. Similarly to our case, no immediate bleeding 
complications were encountered intra-operatively and spontaneous 
resolution occurred in the follow up period in both patients11. 
Dermatologists are aware of questioning drugs that are likely to cause 
bleeding complications before cutaneous surgery. Aspirin, warfarin, 
clopidogrel, and even some herbals like ginseng, gingko, garlic and 
ginger are almost always questioned before dermatologic surgery and 
the patients are informed how to proceed. It should be kept in mind 
that bleeding complications are not rare in patients who are taking 
ibrutinib.  
With the awareness of the potential bleeding side effects of ibrutinib, 
we believe that it is wise for dermatologic surgeons to include ibrutinib 
in the checklist of drugs that may cause bleeding complications during 
cutaneous surgery, and act accordingly.
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