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Fig. 1 Brain MRI and MRA in March, September, and December in 2017.
When peripheral facial palsy occurred in March 2017, MR DWI (A) and FLAIR image (B) showed asymptomatic cerebral infarction. Brain MRA
(C) showed mild to moderate artery stenosis in the left M1 proximal, left posterior cerebral artery, and right middle cerebral artery inferior

trunk. When right hemiparesis occurred in September 2017, DWI (D) and FLAIR image (E) showed symptomatic cerebral infarction with no

obvious change in brain MRA (F) in contrast to that in March 2017. Nilotinib was switched to bosutinib, and clopidogrel 75 mg/day was started.

When right hemiparesis occurred in December 2017, DWI (G) and FLAIR image (H) showed symptomatic cerebral infarction with no obvious

change in brain MRA (I) in contrast to that in March 2017.
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Fig. 2 Cervical MRA in March, September, and December 2017.
Cervical MRA in March 2017 (A) revealed a mild bilateral internal carotid artery (ICA) stenosis. However, cervical MRA in September 2017 (B)
revealed a rapidly progressing severe left ICA stenosis when border-zone cerebral infarction in the left hemisphere occurred. Nilotinib was
switched to bosutinib, and clopidogrel 75 mg/day was started. Cervical MRA in December 2017 (C) showed a more progressed, severe bilateral
ICA stenosis when the border-zone cerebral infarction in left hemisphere recurred.

Fig. 3 Carotid ultrasound of bilateral internal carotid artery in December 2017.
Internal carotid artery on a longitudinal scan (left; A and B, right; D and E) and transverse scan (left; C, right; F). The plaque showed iso-
intense and concentrically narrowed ICA on both sides. Color-mode ultrasound revealed a severe stenosis of the lumen. Peak systolic velocity
(PSV) flow: right, 293.8 cm/sec and left, 184.6 cm/sec.



FOyydF—EHEE (TKD 2AIRPICHEZEZ#E )KL 72 16

(A) Carotid artery

Right Left

Right

59 : 421

(B) Cerebral artery
Left

I N
.

Fig. 4 Cervical and cerebral angiogram in December 2017.

(A) Cervical angiogram demonstrated bilateral internal carotid artery stenosis (NASCET; right, 72% and left, 84%). (B) Cerebral angiogram

demonstrated mild to moderate focal stenosis consistent with MR angiogram.
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Fig. 5 Cervical angiogram after cervical artery stenting.
Cervical angiogram in June 2018 demonstrated no residual artery
stenosis.
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Abstract

A case of recurrent cerebral infarction during treatment
with oral tyrosine kinase inhibitors for chronic myelogenous leukemia

Akihiko Nakaya, M.D.", Masahiro Ebitani, M.D.", Tatsuya Monzen, M.D.",
Takuro Nagno, M.D.?, Futoshi Saito, M.D.? and Yukihiro Yaoita, M.D.?

YDepartment of Neurology, Subaru Health Insurance Society Ota Memorial Hospital
“Department of Neurosurgery, Subaru Health Insurance Society Ota Memorial Hospital

A 76-year-old man, diagnosed with chronic myeloid leukemia in 2010, had been on nilotinib for 7 years. He presented
with right hemiparesis in September 2017. He had no history of hypertension, diabetes, hyperlipidemia, heart disease, or
smoking. Brain MRI revealed a border-zone infarction of the left cerebral hemisphere and a rapidly progressing severe
left internal carotid artery (ICA) stenosis. He was initiated on clopidogrel and bosutinib instead of nilotinib. He presented
with right hemiparesis once again in December 2017. Brain MRI revealed the border-zone infarction of the left cerebral
hemisphere and a more progressed, severe bilateral ICA stenosis. A carotid ultrasound demonstrated iso-intense and
concentrically narrowed ICA on both sides. Carotid artery stenting of the left ICA was performed in February 2018, and
clopidogrel was replaced by cilostazol to provide a drug-induced rush. Carotid artery stenting of the right ICA was
performed in June 2018 and cervical angiogram demonstrated that there were no residual artery stenoses in the bilateral
stent. In recent years, several case reports suggest that tyrosine kinase inhibitors (TKIs) are associated with progressive
artery stenosis and cause cerebral infarction. Brain imaging tests should be conducted to evaluate arterial stenosis
progression for patients with a history of taking TKI when an arterial vascular event occurs.

(Rinsho Shinkeigaku (Clin Neurol) 2019;59:418-424)
Key words: nilotinib, cerebral infarction, carotid artery stenosis, carotid artery stenting, tyrosin kinase inhibitor




