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• Nilotinib is a 2nd generation TKI that is known to have

adverse reactions including vascular events (especially in

patients with increased risk for cardiovascular disease) (1),

psoriasis (2), thrombocytopenia, myalgia, headache (3), QT

prolongation and hyperbilirubinemia (5)

• Development of secondary malignancies (SM) while on TKI

over a 10-year period found that gastrointestinal, nose and

throat cancers were more common in these patients (6)

• Interestingly, the most common nonhematologic adverse

reaction with TKI involves the skin. These have been

documented as skin pruritis and rash as well as occasional

benign papillomas and panniculitis (4).

• The association of nonmelanotic skin cancers with nilotinib is

rare as seen in this case and two others (see table 1 below)
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• Chronic myeloid leukemia (CML) is a type of

myeloproliferative neoplasm and linked to

translocation between chromosomes 9 and 22

resulting in the over expression of BCR-ABL gene,

which increases cell proliferation

• Tyrosine kinase inhibitors (TKI) are the treatment of

choice for CML as it selectively inhibits BCR-ABL

• Patients on TKIs have been shown to be at higher

risk for secondary malignancies

Figure 1. Outlining the pathway of activation of MAPK in normal tissue and

SCC tissue

Methodology

• Case review through electronic medical record

• Extensive literature review

It is proposed that nilotinib induced BRAF inhibition may cause

paradoxical activation of oncogenic Ras pathway in pre-disposed

patients as ours, however further clinical investigation is

recommended
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Case Presentation

• 79-year-old male with CML who was on imatinib

therapy for 10 years experienced disease progression

to accelerated phase with WBC > 150,000 (7% blasts)

• Patient required hospitalization and therapy transition

to dasatinib then subsequently to nilotinib due to

dasatinib’s cardiopulmonary side effects

• Bone marrow biopsy showed hypercellular marrow

with myeloid hyperplasia

• Fluorescent in situ hybridization (FISH) confirmed

BCR/ABL gene in 52.6% of cells

• Patient developed multiple skin lesions that were

confirmed as squamous cell carcinoma (5 lesions

over 7 months), requiring removal via Mohs

microsurgery

• Current disease status is complete cytogenic response

(CCyR) with major molecular response (MMR)

Figure 2. Mechanism of action of nilotinib


