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A 66-year-old man had repeated stereotypical transient ischemic attacks (TIAs) of

dysarthria and left hemiparesis. His symptoms were considered capsular warning

syndrome (CWS), for which the responsible lesion was found on magnetic reso-

nance imaging to be in the right putamen expanding to the corona radiata. Although

administration of antithrombotic therapy including aspirin was ineffective, no

further TIAs occurred after a loading dose of clopidogrel was added. A loading

dose of clopidogrel combined with other antithrombotic therapy might be an effec-

tive treatment for CWS. Key Words: Antiplatelet—clopidogrel—stroke—transient

ischemic attack.
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Introduction

The capsular warning syndrome (CWS) is defined as

recurrent stereotypical episodes of motor and/or sensory

dysfunction without cortical symptoms.1 CWS carries a

significant risk of disabling stroke because as many as

42%-60% patients with CWS develop fixed deficits,1,2

but effective therapies remain controversial. A patient

with CWS whose clinical outcome was favorable after

administration of a loading dose of clopidogrel in

addition to other antithrombotic therapy is presented.
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Case Report

A 66-year-old man with untreated hypertension and

dyslipidemia suddenly developed dysarthria and left

hemiparesis at 1 AM, and his symptoms lasted for half

an hour; he then experienced 3 more of the same tran-

sient events. He was taken to our hospital at 8:30 AM

by ambulance during the fourth set of stereotypical

symptoms. His symptoms disappeared rapidly in the

emergency department. The diffusion-weighted imag-

ing done immediately after the fourth transient ischemic

attack (TIA) showed a slightly hyperintense lesion in the

right corona radiata (Fig 1, A). Despite administration

of aspirin (200 mg daily), cilostazol (200 mg daily),

atorvastatin (5 mg daily), argatroban, edaravone, and

plasma expander, several stereotypical TIAs occurred

repeatedly. His electrocardiogram, transthoracic echo-

cardiogram, and carotid ultrasonography were normal.

Diffusion-weighted imaging at 1:50 PM, soon after the

seventh TIA, showed acute infarcts in the right putamen

expanding to the corona radiata (Fig 1, C). Clopidogrel

with a loading dose (300 mg) was started after the

10th TIA. Three more attacks occurred for 2 hours;

however, he had no further TIAs thereafter. Overall, he

experienced 13 stereotypical TIAs with a duration of

2-52 minutes (18 6 12 minutes) over 2 days. He was
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Figure 1. (A) Diffusion-weighted imaging

(DWI, b value5 1000 s/mm2) and (B) magnetic

resonance angiography performed immediately

after the fourth transient ischemic attack (TIA)

show slightly hyperintense lesions in the right

corona radiata and a stenotic lesion in the intra-

cranial right internal carotid artery but no occlu-

sion in the right middle cerebral artery,

respectively. DWI 13 hours after the initial

TIA, immediately after the seventh TIA, reveals

an acute infarct in the right putamen expanding

to the corona radiata (C).
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discharged with no neurologic deficit after 16 days of

hospitalization.
Discussion

The present case is unique in that repetitive TIAs

ceased approximately 2 hours after administration of a

loading dose of clopidogrel in addition to other antith-

rombotic agents. Considering the rapid response, the clo-

pidogrel loading dose might have been the most effective

treatment for this patient.

Concerning treatment for patients with CWS, heparin1

or intravenous thrombolysis3,4 do not entirely prevent

further ischemic strokes or residual deficits. Clopidogrel

load in combination with aspirin was effective on

preventing from leading up to infarction in patients

with CWS in some reports,5,6 although clopidogrel load

alone was not so evident in the other report.4

When clopidogrel is started at a maintenance dose, it

takes several days for its antiplatelet effects to appear.

No benefit of the combination of clopidogrel and aspirin

for secondary prevention of ischemic stroke has been

shown.7 In contrast, a loading dose of clopidogrel has

been shown to produce a rapid pharmacodynamic action

within the first hours after administration.8 Indeed, in pa-

tients with acute coronary syndrome, a loading dose of

clopidogrel added to standard antithrombotic treatment

within 24 hours of symptom onset significantly reduced

subsequent ischemic events comparedwith aspirin alone.9

Moreover, use of the loading dose of clopidogrel and

aspirin for acute minor stroke or TIA within 24 hours of

onset has recently been reported to be superior to aspirin

alone and not to increase the incidence of hemorrhage.10

The clinical course of the present patient was consistent

with the pharmacodynamic action of the clopidogrel

loading dose. Combined antithrombotic therapy, includ-
ing a clopidogrel loading dose, might be a preferred

treatment for patients with CWS, although further studies

are necessary to clarify the best strategy.
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