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tPA is an Effective,
Proven Therapy for Acute
Stroke

Tations. In order to improve :
NEUROLOGY/CLINICAL POLICY outcomes, IV tPA should be offered to acute ischemic stroke
paticnts who mect National Institute of Neurological Disorders
Clinical Policy: Use of Intravenous tPA for the Management of and Stroke (NINDS) inclusion/exclusion eriteria and can be

B ! 3 i = B rreated within 3 hours after symptom onser.*
Acute Ischemic Stroke in the Emergency Department
s Level B recomme:

s dlincal policy s The resull of @ colabaoratve project of the Amenican Gologe of Ememgency Physiciars and he outcomes, IV tPA should be considered in acute ischemic stroke]
Amencan Academy of Hewiogy.

paticnts who meet European Cooperative Acute Stroke Study
(ECASS) Il indlusion/exclusion criteria and can be treated
between 3 to 4.5 hours after symptom onset.”
*The cffectivencss of tPA has been less well established in

s without the systems in place to safcly administer the

Ann of EM 2013




MEDICINE

MAST-I Lancet 1995

Intravenous Thrombolysis With
Recombinant Tissue Plasminogen
Activator for Acute Hemispheric Stroke
The European Cooperative Acute Stroke Study (ECASS)

ECASS | JAMA 1995

Tx Time < 6 hours
Streptokinase
No Benefit

Tx Time < 6 hours
Streptokinase
No Benefit

) i Intracerebral Hemorrhage
Normal CT Sgan (bright white area)
Slice of Brain CT Scan Slice of Brain

Volume 333 DECEMBER 14, 1995

TISSUE PLASMINOGEN ACTIVATOR FOR ACUTE ISCHEMIC STROKE
THE NATIONAL INSTITUTE OF NEURGLOGICAL DNSORDERS AND STROKE re-PA STROK

Two Studies

Part 1 - 291 patients Part 2 - 333 patients
Time < 3 hours Time < 3 hours
Outcome - 24 hours Outcome - 90 days
No Benefit NNT =8

ICH 6.4% vs. 0.6%
NNH = 16

E STUDY GROUP®
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THROMBOLYTIC THERAPY WITH STREFTOKINASE
IN ACUTE ISCHEMIC STROKE

Tiee Muticentin Acurs Staoes T — Eunor STuov Grous®

MAST-E NEJM 1996

Streptokinase for Acute Ischemic Stroke
With Relationship to Time
of Administration

ASK JAMA 1996

The riPA (Al 18 to eMour Acwte Stroke Trial, Part A (ADITég) ¢ Hesults
of a Dowhle-Blind, Pacobo-Comtrolbed, Multicomier Siwd:

ATLANTIS A Stroke 2000

! plaseiny with acute isch
stroke selected by MRI perfusion-diffusion weighted
imaging or perfusion CT (DIAS-2): a prospective,
randomised, double-blind, placebo-controlled study

DIAS-2 Lancet Neurol 2009

Tx Time < 6 hours
Streptokinase

Tx Time < 4 hours
Streptokinase

Tx Time < 6 hours
Alteplase

Tx Time 3 - 9 hours
Desmoteplase
No Benefit

J CATEGORIES OF SCIENTIFIC MISCONDUCT.
1

Questionable
Research Practices:
Cooking data~ mining
data. concealing con-
flicts of interest.

Falsification
Distorting data.

Fabrication
Making up data.

hersgy wih trevancus tpiets I aculs ehaaet stuoks Tx Time < 6 hours
(ECASS I}
Alteplase

ECASS Il Lancet 1998 No Benefit

Tx Time < 6 hours

Recombinant Tissue-Type Plasminogen
Alteplase

Activator (Alteplase) for Ischemic Stroke
3 to 5 Hours After Symptom Onset

ATLANTIS B JAMA 1999

Thrombolysis with Alteplase 3 to 4.5 Hours
after Acute Ischemic Stroke

Treatment Time: 3 - 4.5 hours

Outcome: More favorable neuro outcome, no mortality
difference

NEJM 2008




Modified Rankin Scale

0 - No Symptoms
1 - No significant disability
2 - Slight disability
3 - Moderate disability (can walk unassisted)
4 - Moderately Severe disability
5 - Severe disability
6 - Dead

The benefits and harms of intravenous thrombaolysis with
it i lasmi i within & hof

ndomised controlled trial

Treatment Time: O - 6 hours

Outcome: No diff in primary outcome

Short Term Mortality Incr by 4%

Lancet 2012

Modified Rankin Scale

0 - No Symptoms
1 - No significant disability
2 - Slight disability
3 - Moderate disability (can walk unassisted)
4 - Moderately Severe disability
5 - Severe disability
6 - Dead

No Benefit Harm Benefit
MAST-I MAST-E NINDS Il
ECASS | ASK ECASS IlI
NINDS | ATLANTIS B
ECASS Il ATLANTIS A
DIAS

IST-3

Learn more at StrokeAssociation,org or 1-888-4-STROKE.
4 ,




The benefits and harms of intravenous thrombaolysis with
it i lasmi i within & hof

[¥5T-3]}: & randomised controlled trial

3 164 [140-242)
1 ] 2600 i 730050407
OSP4 NS00 (42 E%) 13085153

Lancet 2012

Thrombaolysis (different doses, routes of administration and
agents) for acute ischaemic stroke

Jrams M Wosllon. P Ko, ling Li®

NO EVIDENCE THAT ONE LYTIC AGENT
BETTER THAN ANOTHER

Cochrane Database 2013

Thrombolysis for acute ischaemic stroke

Jaarina M Waslliw!, Veronica Murray?, Ervind erge, Geegory ] ded Zegpa®

NO DIFFERENCE ACROSS TIME WINDOWS

Cochrane Database 2009

TRIAL FOUR
STRATECIES FOR ACUTE MYOCARIAL INFARCTION

T 6

NEJM 1993

Volume 333 DECEMBER 14, 1695

TISSUE PLASMINOGEN ACTIVATOR FOR ACUTE ISCHEMIC STROKE




No Benefit Harm Benefit

MAST-| MAST-E NINDS Il

ECASS | ASK ECASS Il

NINDS | ATLANTIS B

ECASS I ATLANTIS A

DIAS

IST-3

Use of Tissue-Type Plasminogen Activator
for Acute Ischemic Stroke . in the
The Cleveland Area Experience
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Lewin B. Merpemsers

JAMA 2000 Neuro Crit Care 2007

Review, Historical Context, and Clarifications of the NINDS
rt-PA Stroke Trials Exclusion Criteria
Part 1: Rapidly Improving Stroke Symptoms

Stroke 2013




TPA for TIA: The case for “off-label” use of thrombolytics l. l
Sobel Richard M MD, MPH, Wu Danicl T MD, Hester Kristina MD, - J J
Anda Kim RN

1 IN ':l SEIEN“STS admits to using

Am J EM 2013 qguestionable research practices.

No Benefit Harm Benefit
MAST-I MAST-E NINDS Il
ECASS | ASK ECASS Il

Send Questions to Twitter
NINDS | ATLANTIS B

@IFVSEW
ECASS I ATLANTIS A
DIAS

IST-3
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