
Supplementary data  

Search strategy and selection criteria  

We searched the Cochrane Library, MEDLINE and EMBASE databases for articles published up to 21 

March 2018, without language or publication-type restrictions. The search was limited to studies 

involving human subjects. Search strategy: (i) regarding dabigatran, search terms were ‘Pradaxa’ OR 

‘dabigatran’ OR ‘non vitamin k dependent’ OR ‘new oral anticoagulant’, (ii) regarding idarucizumab, 

search terms were ‘idarucizumab’ OR ‘praxbind’ OR ‘reversal’ OR ‘antidote’; (iii) regarding stroke, we 

used ‘stroke’ OR ‘ischemic stroke’ OR ‘acute stroke’. All three term groups were combined to collect 

results. DG, ES, MR and AM independently performed the literature search. Reference lists of all 

eligible papers were screened for further articles missed during the original search. We also searched the 

Cochrane Central Register of Controlled Trials, ClinicalTrials.gov and Google Scholar [4], and looked 

at the most relevant meeting proceedings on this topic. Study selection was unblinded. The titles and 

abstracts of the retrieved articles were screened to exclude irrelevant articles and avoid duplications. 

Full text of the remaining articles was evaluated, with any disagreement being resolved through a 

discussion between the reviewers.  

Data collection  

All available data from each paper were collected, with special regard to: i) demographics, ii) 

dabigatran dose, iii) aPTT, thrombin time, iv) procedure of idarucizumab administration, v) time 

between dabigatran reversal and thrombolysis, vi) time of thrombolysis form clinical onset, vii) 

clinical syndrome, viii) NIHSS, ix) outcome (mRS, adverse event), x) site of thrombosis, xi) last 

dose dabigatran intake. 

 

 

 

 

 

 



Case series 

Case 1 – A man in his 70’s was admitted for a transient ischemic attack occurred the day of 

admission, characterized by dysarthria and mild right upper limb motor deficit lasting 30 minutes. 

Personal history revealed type 2 diabetes, dyslipidemia, previous smoking, chronic obstructive 

pulmonary disease (COPD), 2 previous ischemic strokes (left-sided one years before and right-sided 

nine years before) treated with IVT, with mild sequelae (mRS 1), and NVAF diagnosed, for which 

he received  dabigatran 110 mg bid for a few months.  

A few hours after admission the patient developed severe dysarthria, right hemiparesis and 

confusion (NIHSS 12). Computed tomography (CT) was unremarkable. Trans-cranial-Doppler 

(TCCD) excluded intracranial vessel occlusion. Lab tests highlighted prothrombin time (PT) 15.2 

seconds (normal range: 10-13.5), activated partial thromboplastin time (aPTT) 47 seconds (normal 

range: 24-35), and international normalized ratio (INR) 1.4. Last dabigatran was taken about 20 

hours before. Idarucizumab 5 mg i.v. was given, followed by IVT with 0.9 mg/kg rt-PA , 180 min 

after symptoms onset. Two hours after the end of IVT the NIHSS score dropped to 4 and, after 12 

hours only mild dysarthria and postural instability persisted. Control brain MRI excluded 

haemorrhagic transformation or ischemic lesion demarcation. Carotid ultrasound was unremarkable, 

while transthoracic echocardiography only revealed atrial dilation. After 6 days the patient restarted 

oral anticoagulation with apixaban; 90 days functional outcome was good  (mRS: 1). 

Case 2 – A man in  his 80’s with COPD, taking dabigatran 110 mg bid for NVAF, was admitted for 

a sudden onset of global aphasia and right hemiplegia 3 hours after last dabigatran intake. At 

admission NIHSS was 22. Head CT scan only showed left middle cerebral artery hyperdensity with 

no other sign of ischemia. Left MCA occlusion was confirmed with TCCD; carotid ultrasound was 

unremarkable. Lab test revealed prolonged aPTT (53 sec), with normal prothrombin time and INR. 

Patient age, premorbid status (mRS 3) and logistic issues did not allow eligibility for endovascular 

procedures. Thus, 4 hours after symptoms onset, we infused idarucizumab 5 g i.v., followed by rtPA 

0.9 mg/kg. Immediately after the administration of idarucizumab, the whole coagulation panel 



returned within limits. After thrombolysis, patient status remained unchanged. Control brain CT 

revealed a left hemispheric ischemic lesion, with deep haemorrhagic infarction. The clinical and 

neuro-radiological picture remained unchanged for the following 9 days. During the 10
th

 day of 

hospitalisation, sudden respiratory distress and heart failure led to death.  

 

 


