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IsalaIsala kliniekenkliniekenPCI has never been shown to reduce Mortality, Except in subsets PCI has never been shown to reduce Mortality, Except in subsets of AMI ptsof AMI pts
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A A simplesimple pair of ECG and pair of ECG and initialinitial angiogramangiogram are are effectiveeffective in in assessmentassessment

of of reperfusionreperfusion successsuccess, and in , and in predicting longpredicting long--term clinical outcometerm clinical outcome
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PredictorsPredictors of of ImpairedImpaired MyocardialMyocardial PerfusionPerfusion
PrePre--proceduralprocedural TIMITIMI--3:3: Independent determinant of survivalIndependent determinant of survival
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ZwolleZwolle MultivariateMultivariate AnalysisAnalysis (n=1527)(n=1527)

PredictorsPredictors Odds RatioOdds Ratio [95% CI][95% CI]

PrePre--TIMI 0/1TIMI 0/1 2.652.65 [1.89[1.89--3.70]3.70]

Anterior MIAnterior MI 2.152.15 [1.64[1.64--2.80]2.80]

TimeTime--delaydelay (min)(min) 1.061.06 [1.03[1.03--1.10]1.10]

KillipKillip class > 1class > 1 1.781.78 [1.15[1.15--2.74]2.74]

Age Age (yrs)(yrs) 1.011.01 [1.00[1.00--1.02]1.02]

De Luca, Suryapranata et al. Am Heart J 2005De Luca, Suryapranata et al. Am Heart J 2005
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MetaMeta--AnalysisAnalysis:: AdjunctiveAdjunctive IIbIIb//IIIaIIIa InhibitorInhibitor onon 11--yr yr MortalityMortality
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van van ‘‘t t HofHof et al. et al. EurEur Heart J 2005Heart J 2005

“The Higher The Risk - The Greater The Benefits”

ONgoing Tirofiban In Myocardial Infarction Evaluation - 1
EarlyEarly ((PrePre--hosphosp)) vsvs LateLate ((CathlabCathlab)) TirofibanTirofiban forfor STEMISTEMI11
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11
ONgoing Tirofiban In Myocardial Infarction Evaluation - 1
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ToTo assessassess safetysafety & & efficacyefficacy of high bolus of high bolus TirofibanTirofiban vsvs Placebo Placebo onon the the 
extentextent of of MyocardialMyocardial ReperfusionReperfusion in STEMI in STEMI ptspts transferredtransferred forfor PCIPCI22

ONON--TIMETIME--22 MulticenterMulticenter Randomized TrialRandomized Trial
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Acute Myocardial InfarctionAcute Myocardial Infarction
Identified in Ambulance or Referral CenterIdentified in Ambulance or Referral Center

ClopidogrelClopidogrel 600mg + Aspirin 500mg 600mg + Aspirin 500mg i.vi.v + Heparin 5000 IU+ Heparin 5000 IU

Angiogram + PCIAngiogram + PCI

PlaceboPlaceboHighHigh--bolus bolus TirofibanTirofiban
((25 25 µµgrgr/kg)/kg)

PCI centerPCI centerAngiogram + PCIAngiogram + PCI

TirofibanTirofiban 18h18h
((0.15 0.15 µµgrgr/kg/min)/kg/min)

TirofibanTirofiban
Only as BailOnly as Bail--OutOut

ONgoing Tirofiban In Myocardial Infaction Evaluation - 222
ONON--TIMETIME--22 MulticenterMulticenter Randomized TrialRandomized Trial
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Primary:Primary:
Residual STResidual ST--segment deviation segment deviation (>3mm)(>3mm) 1 hr post1 hr post--PCIPCI

Key Secondary:Key Secondary:
Combined occurrence of Death, ReCombined occurrence of Death, Re--MI, urgent TVR, MI, urgent TVR, 
or or thromboticthrombotic BailBail--out at 30 days followout at 30 days follow--upup
Safety (major bleeding)Safety (major bleeding)

Study EndpointsStudy Endpoints

ONgoing Tirofiban In Myocardial Infaction Evaluation - 222
ONON--TIMETIME--22 MulticenterMulticenter Randomized TrialRandomized Trial
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TirofibanTirofiban PlaceboPlacebo
Baseline DataBaseline Data (n=491)(n=491) (n=493)(n=493)

AgeAge ((meanmean, , yryr)) 6262 6262
TIMI risk >3 TIMI risk >3 (%)(%) 2828 3232
No AMI No AMI (%)(%) 66 66
PCI PCI performedperformed (%)(%) 8888 9090
CABG CABG (%)(%) 33 33
ConservativeConservative (%)(%) 99 77
SympSymp--11stst contactcontact (min)(min) 7272 7979
MedicationMedication--AngioAngio (min)(min) 5555 5555
Transport Transport distancedistance (km)(km) 2525 2525

Inclusion Site:Inclusion Site:
Ambulance*Ambulance* 9595%%
Referral HospReferral Hosp 33%%
PCI PCI CenterCenter 22%%

ONgoing Tirofiban In Myocardial Infaction Evaluation - 222
ONON--TIMETIME--22 MulticenterMulticenter Randomized TrialRandomized Trial

** Without any physician on boardWithout any physician on boardP=NS



IsalaIsala kliniekenklinieken

ECG ECG andand AngioAngio TirofibanTirofiban PlaceboPlacebo
ResultsResults (n=491)(n=491) (n=493)(n=493) PP

Readable ECGReadable ECG (%)(%) 95.595.5 94.194.1 0.3580.358

Residual STResidual ST--devdev (mm)(mm) 3.33.3 4.84.8 0.0020.002

STST--dev > 3mmdev > 3mm (%)(%) 36.636.6 44.344.3 0.0260.026

ComplCompl STST--ResolResol (%)(%) 37.337.3 30.230.2 0.0310.031

TIMITIMI--flow 0flow 0--22 (%)(%) 5.95.9 9.19.1 0.0580.058

AbrubtAbrubt closureclosure (%)(%) 0.20.2 2.22.2 0.0040.004

Distal EmboliDistal Emboli (%)(%) 9.09.0 11.811.8 0.1550.155 0
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Placebo Tirofiban 

Cumulative Cumulative STST--DeviationDeviation (mm)(mm)

P=0.84P=0.84 P=0.028P=0.028 P=0.022P=0.022 P=0.002P=0.002

BaselineBaseline PrePre--PCIPCI 60 60 minmin 90 90 minmin

Primary EndpointPrimary Endpoint:: Residual STResidual ST--Deviation Deviation >3mm>3mm

ONgoing Tirofiban In Myocardial Infaction Evaluation - 222
ONON--TIMETIME--22 MulticenterMulticenter Randomized TrialRandomized Trial
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ONON--TIMETIME--22 MulticenterMulticenter Randomized TrialRandomized Trial

Primary EndpointPrimary Endpoint:: Residual STResidual ST--Deviation Deviation >3mm>3mm



IsalaIsala kliniekenklinieken

3030--daysdays TirofibanTirofiban PlaceboPlacebo
ClinicalClinical F/U F/U (n=491)(n=491) (n=493)(n=493) PP

DeathDeath (%)(%) 2.32.3 4.04.0 0.1440.144

ReRe--MIMI (mm)(mm) 2.72.7 2.92.9 0.8630.863

Stroke Stroke (%)(%) 0.20.2 1.51.5 0.0690.069

Urgent TVRUrgent TVR (%)(%) 4.04.0 4.84.8 0.5460.546

BailBail--OutOut (%)(%) 19.919.9 28.528.5 0.0020.002

BleedingBleeding (%)(%) 4.04.0 2.92.9 0.3630.363

CombinedCombined (%)(%) 28.028.0 33.333.3 0.0130.013 Time (days)
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Secondary EndpointSecondary Endpoint:: Clinical Outcome at 30Clinical Outcome at 30--daysdays

ONgoing Tirofiban In Myocardial Infaction Evaluation - 222
ONON--TIMETIME--22 MulticenterMulticenter Randomized TrialRandomized Trial
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ConclusionConclusion
EarlyEarly initiationinitiation of a of a highhigh--bolusbolus TirofibanTirofiban ((onon top of top of 
600mg 600mg ClopidogrelClopidogrel)) in in prepre--hospitalhospital setting is safe and setting is safe and 
attractiveattractive forfor earlyearly facilitationfacilitation of PCI of PCI in STEMI in STEMI ptspts

ImprovesImproves STST--segmentsegment resolutionresolution beforebefore && afterafter PCIPCI
ReductionReduction in in combinedcombined secondarysecondary clinicalclinical endpointendpoint
No increase in major bleeding complicationsNo increase in major bleeding complications
LongLong--term Mortality benefit ?term Mortality benefit ?

ONgoing Tirofiban In Myocardial Infaction Evaluation - 222
ONON--TIMETIME--22 MulticenterMulticenter Randomized TrialRandomized Trial


