73 M
PMHx Gout on allopurinol

Admitted following collapse at home

L hemiparesis, L sided neglect. Fast AF.

Urgent CT head- clear for acute haemorrhage

Met the inclusion criteria for thrombolysis

Treated with alteplase.

24h later: patient’s condition deteriorated and CT head revealed acute haemorrhagic infarct involving the right basal ganglia with extension into the ventricular system and subarachnoid space.

The rest of the patient’s admission comprised:

Development of empyema which was drained, a persisting perisplenic collection causing sepsis and C. Difficile infection.

This case highlights the following issues:

1. Inclusion criteria for thrombolysis: patient factors, timescale, contraindications
2. Risk of haemorrhage after thrombolysis
3. Future of thrombolysis in stroke

Patient

· Patients older than 80 years

· All patients taking oral anticoagulants are excluded regardless of the international normalized ratio (INR)

· Patients with baseline NIHSS score > 25

· Patients with a history of stroke and diabetes

Contraindications

	Bleeding
	Pregnancy or <18 weeks post-natal

	Acute pancreatitis
	Severe liver disease

	Active lung disease with cavitation
	Oesophageal varices

	Recent trauma/ surgery (<2 weeks)
	Recent head trauma

	Cerebral neoplasm
	Recent haemorrhagic stroke

	Severe hypertension (>200/120)
	

	Suspected dissection
	

	Previous allergic reaction
	


Timescale: <4.5h
Trials

	NINDS trial
	Efficacy when administered <3h
	

	ECASS I, ECASS II & ATLANTIS
	Did not support thrombolysis beyond 3h
	

	ECASS III
	Efficacy up to 4.5h
	

	SITS-MOST, SITS-ISTR
	Promising results for safety and efficacy for 3h and 4.5h
	

	Overall it is effective up to 4.5h
	American guidelines amended 2009
	


1. US:2-4% of acute ischaemic stroke patients receive thrombolysis

2. 5.9% of patients treated with thrombolysis compared to 1.1% of placebo cases had intercerebral haemorrhage associated with neurologic deterioration [pooled analysis of 6 stroke trials]. Meta-analysis- overall symptomatic haemorrhage rate is 5.2%
3. Lou et al. developed the HAT score (2008)

	HAT Characteristic Points

History of diabetes mellitus or baseline

blood glucose >200 mg/dL upon admission
No 0

Yes 1

Pretreatment NIHSS score

<15 0

15–20 1

>20 2

Presence of easily visible hypodensity

on initial head CT scan

No 0

<1/3 of MCA territory 1

>1/3 of MCA territory 2


	NIHSS National Institues of Health Stroke Scale


4. Multicentre Stroke Survery Score

5. Still require validation (Recent paper in Int Stroke journal)

6. Factors that increase the risk of thrombolysis not just in terms of intracerebral haemorrhage but also hospital length of stay. Morbidity etc
7. There is still debate over the optimal dose of thrombolysis 100mg of t-PA had better reperfusion rates but also increased haemorrghage rates when compared to 50mg.

Neurology. 2011 Mar 30. [Epub ahead of print]

Does dementia increase risk of thrombolysis?: A case-control study.

Alshekhlee A, Li CC, Chuang SY, Vora N, Edgell RC, Kitchener JM, Kale SP, Feen E, Piriyawat P, Callison RC, Cruz-Flores S
The Future:

Given that a substantial proportion of patients treated with rt-PA have persistent disability and that one of the major reasons for this therapeutic failure is incomplete or slow thrombolysis, researchers have studied the use of transcranial ultrasound as a means of assisting rt-PA in thrombolysis. By delivering mechanical pressure waves to the thrombus, ultrasound can theoretically expose more of its surface to the circulating thrombolytic agent.
