[
M- Focused Issue of This Month - [ Z£%2| 87|

S
FU

24 £ ZAM0INS] B U NAYS A2

—_ =

Antithrombotic and Neuroprotective Therapy
in Acute Ischemic Stroke

o MS-Z o | A3l At | Sung Hyuk Heo, MD - Dae-Il Chang, MD
Department of Neurology, Kyung Hee University College of Medicine
E-mail : dichang@khmc.or.kr

) Korean Med Assoc 2009; 52(4): 356 - 364

g HEF
ofgk WHEH F Ao ofal HAYst= At
2 AARS XBE o= AlY|E vl & 33}1:}3

| Abstract |

s, until now, many studies have failed to establish the clinical effect of numerous
Aneuroprotectives, antithrombotic therapy must be emphasized as one of critical options
among limited treatment strategies in acute ischemic stroke. Based on the accumulating
evidences that platelets and coagulating proteins play an important role in the thrombus
formation, antiplatelets and anticoagulants are served as antithrombotics. Recently, major
advances have been made in understanding the effects of antiplatelets and anticoagulants.
Large randomized clinical trials have highlighted the effectiveness and safety of early and
continuous antiplatelet therapy in reducing atherothrombotic stroke recurrence. Urgent
anticoagulation has been used often to prevent early recurrent stroke and to improve
neurological outcomes, however, its formal use in acute stroke has been the subject of debate
even in cardioembolic stroke. That's because anticoagulants also increase the risk of fatal or
disabling intracranial hemorrhage and it is difficult to monitor proper anticoagulation. Although
early administration of anticoagulants should be considered to prevent the secondary injury and
the propagation of thrombosis in patients with atherothrombotic stroke, more evidences are
needed especially in patients with infractions secondary to large artery thrombosis or
cardioembolism. This review discusses recent advances related to antithrombotic strategies and
putative neuroprotectives.
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Table 1. Characteristics of the two large trials of the early use of aspirin in acute ischemic stroke:

CAST and IST (Stroke 2000; 31: 1240-1249)

Design features CAST (n=20,655) IST (n=19,435)
Aspirin
Daily dose, mg 160 300
Maximum duration, wk 4 2
Control Placebo Open
Time from onset, h 0~48 0~48
Random allocation to heparin ~ No 50%

Recruitment period June 1993 to March 1997

Location China

January 1991 to May 1996
34 Other countries

IST was as 2X2 ‘factorial’ trial of aspirin, heparin, neither, or both: of those allocated to receive
heparin in IST, half were to receive 5,000U BID and half were to receive 12,500U unfractionated

heparin SC BID.
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Table 2. Recent trials of emergent lower-molecular-weight heparin and danaparoid for acute ischemic stroke

Study Medication Injection Stroke Delay Endpoint Results Total
method mechanism number
FISS* Fraxiparine SC AlS < 48hr Death or Fraxiparine 308
(=Nadroparin) dependency favorable
at 6 months
TOAST* Danaparoid v AlS < 24hr GOS and MBI Negative 1,281
at 3 months (LAD subgroup:
Danaparoid
favorable)
FISS-bis*  Nadroparin SC AIS < 24hr Mortality, Negative 767
neurological
impairment,
Bl, mRS
at 6 months
HAEST® Dalteparin SC AlIS with atrial < 30hr Recurrent Negative 449
fibrillation stroke at
14 days
TAIST® Tinzaparin SC AlS < 48hr mRS at Negative 1,486
6 months
TOPAS® Certoparin SC AlS < 12hr Blat3months  Negative 404
FISS-tris®™ Nadroparin SC LAD < 48hr Blat6 months  Negative 353

FISS: the Fraxiparine in Ischemic Stroke, Study, TOAST: the Trials of ORG 10172 in Acute Stroke Treatment, TAIST: Tinzaparin in
Acute Ischemic Stroke Trial, TOPAS: Therapy Of Patients with Acute Stroke, HAEST: Heparin in Acute Embolic Stroke Trial, GOS:
Glasgow Outcome Scale, MBI: Modified Barthel Index, AIS: acute ischemic stroke, LAD: large artery atherosclerotic disease.
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