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The ISAR-REACT 3A trial: Low heparin dose during elective PCl reduces
bleeding and thrombotic complications

EAE~N YY) Y IPCHAD R ADEHE LM I 4B ¥ { B! X 7 2K T X
o B HHE TRELFH % TH 5 ¥ 20105 European Society of CardiologyF &M & v k5
1 vty g TH%EZRIN, European Heart Jounalt » 7 4 VRRICHB I M7z, 2
DHIE % BHR S v TN T — LA —7 2 FN)L Dhistorical control ISAR-REACT 3A
(EEMA R 7 > b b L VTR | BEMOeRIH T 5 DR FHIRE !

Intracoronary Stenting and Antithrombotic Regimen: Rapid Early Action for Coronary
Treatment) k74 TILix. ~ %) FHE %140Ukgh L1001 BET 5 Z X DRE %R
B L7z b T4 TILICIZ2505 AN BE D REAANN LI, 2 EAHPCIF IKAED
100UkgD R —F ZD~/ %) v R E X7z, 30BEKDERD—RERTFELT S F
RA Vb (Bl N2 FBRE, M & UREDORE 0 @fTERRRIT] O Rt b
J Uthfn) #3IRFE(L. ISAR-REACT 3NBERAE ) VB I L. KAE~N
) VBECBOWTHEIUEY 5 72 (7.3%48.7%. P=0.045) . ZOfERIL. —RTV
FRA Y ORGaE L VEaOBEIFE TR WIBI LA XICL )ERIN
F2e SOLPTZATADEI12DEEIL, KAEN YY) VBELISAR-REACT 308k
DbivalirudinB £ L& 5 2 ¥ Th - 7= KRB 1) ~(Ibivalirudin ¥ FE L IEZH 1
D7 747 )TITEEKL 7.

With both bleeding and thrombotic complications having a negative effect on PCI outcomes, increasing efforts
have been made to improve PCI anticoagulation regimens. Although unfractionated heparin has been the
standard anti-thrombotic agent in interventional cardiology for decades, there is still no solid evidence from large
clinical trials to guide its dosing during PCI.

Two dosing regimens are currently recommended: an initial bolus dose of 70-100 U/kg bodyweight followed by
additional boluses under ACT (activated clotting time) guidance; and a single bolus dose of 100 U/kg (more
common in Europe). Recently, the direct thrombin inhibitor bivalirudin has emerged as an effective altemative
treatment to heparin in patients undergoing PCI.

However, most randomized trials with bivalirudin have been in comparison to a combination of heparin and
glycoprotein lib/llla inhibitors. The first trial to compare bivalirudin with heparin alone in biomarker-negative
patients undergoing contemporary PCl was the Intracoronary Stenting and Antithrombotic Regimen: Rapid Early
Action for Coronary Treatment (ISAR-REACT) 3 trial in which a bolus dose of 140 U/kg unfractionated heparin
was compared with bivalirudin. Although net clinical outcomes were comparable, there was an increased risk of
bleeding with this heparin dose compared to bivalirudin.

Now, the prospective, multicentre, single-arm, open-label, historical control ISAR-REACT 3A trial has assessed
the effect of a reduction in heparin dose (from 140 to 100 U/kg), which suggests, according to investigator Dr.
Stefanie Schulz from the Deutsches Herzzentrum, Munich, that in biomarker-negative patients "a reduced dose
of heparin represents a simple and safe method of lowering the bleeding risk after PCI without increasing the risk
of ischemic complications".

The trial enrolled a total of 2505 patients in three centers in Germany. All patients received a reduced bolus dose
of 100 U/kg heparin during PCI. At 30 days, the incidence of the primary net clinical outcome endpoint (a
composite of ischemic events [death, Ml and urgent target vessel revascularization] and bleeding) was
significantly reduced in the lower heparin dose group compared to the historical heparin group of ISAR-REACT 3
(7.3% vs. 8.7%, P=0.045). This was achieved by a non-significant reduction in both ischemic and bleeding
components of the primary endpoint.

A second objective of the trial was a comparison of the lower heparin dose group with the historical bivalirudin
group of ISAR-REACT 3. The lower heparin dose met the criterion of non-inferiority compared to bivalirudin, said
Dr Schulz.

Researchers presented the ISAR-REACT 3A study results during a Hotline session at ESC Congress 2010. It
was simultaneously published online in the European Heart Journal.
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