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The The PROSPECT PROSPECT TrialTrial
700 pts with ACS700 pts with ACSpp

UA (with ECGUA (with ECGΔΔ)) oror NSTEMI NSTEMI oror STEMI >24ºSTEMI >24º
undergoing PCI of 1 or 2 major coronary arteriesundergoing PCI of 1 or 2 major coronary arteriesundergoing PCI of 1 or 2 major coronary arteriesundergoing PCI of 1 or 2 major coronary arteries

at up to 40 sites in the U.S. and Europeat up to 40 sites in the U.S. and Europe

Metabolic SMetabolic S..
•• Waist circumWaist circum

BiomarkersBiomarkers
•• Hs CRPHs CRP

PCI of culprit lesion(s)PCI of culprit lesion(s)
Waist circumWaist circum

•• Fast lipidsFast lipids
•• Fast gluFast glu

Hs CRPHs CRP
•• ILIL--66
•• sCD40LsCD40L

MPOMPOSuccessful and uncomplicatedSuccessful and uncomplicated•• HgbA1CHgbA1C
•• Fast insulinFast insulin
•• CreatinineCreatinine

•• MPOMPO
•• TNFTNFαα
•• MMP9MMP9

Formally enrolledFormally enrolled
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•• LpLp--PLA2PLA2
•• othersothersyy
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VHVH--IVUS ClassificationIVUS Classification
VH-TCFA ThCFA PIT Fibrotic Fibrocalcific

C l ifi d thi k FA FibroatheromaN l ifi d thi k FA Calcified thick cap FA
Single

FibroatheromaNon calcified thick cap FA

No DC
DC outside 

of NC
DC superficial 

to NC
DC inside 

of NC

Multiple



PROSPECT: MACEPROSPECT: MACE
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PROSPECT:PROSPECT: MACEMACE
33--year followyear follow--up, non hierarchicalup, non hierarchical

AllAll Culprit          Culprit          
lesion relatedlesion related

Non culprit Non culprit 
lesion relatedlesion related

IndeterIndeter--
minateminate

Cardiac deathCardiac death 1.9% (12)1.9% (12) 0.2% (1)0.2% (1) 0% (0)0% (0) 1.8% (11)1.8% (11)

Cardiac arrestCardiac arrest 0.5% (3)0.5% (3) 0.3% (2)0.3% (2) 0% (0)0% (0) 0.2% (1)0.2% (1)

MI (STEMI or NSTEMI)MI (STEMI or NSTEMI) 3 3% (21)3 3% (21) 2 0% (13)2 0% (13) 1 0% (6)1 0% (6) 0 3% (2)0 3% (2)MI (STEMI or NSTEMI)MI (STEMI or NSTEMI) 3.3% (21)3.3% (21) 2.0% (13)2.0% (13) 1.0% (6)1.0% (6) 0.3% (2)0.3% (2)

Unstable anginaUnstable angina 8.0% (51)8.0% (51) 4.5% (29)4.5% (29) 3.3% (21)3.3% (21) 0.5% (3)0.5% (3)

Increasing anginaIncreasing angina 14.5% (93)14.5% (93) 9.2% (59)9.2% (59) 8.5% (54)8.5% (54) 0.3% (2)0.3% (2)

Composite MACEComposite MACE 20.4% (132)20.4% (132) 12.9% (83)12.9% (83) 11.6% (74)11.6% (74) 2.7% (17)2.7% (17)

C di d th t MIC di d th t MI 4 9% (31)4 9% (31) 2 2% (14)2 2% (14) 1 0% (6)1 0% (6) 1 9% (12)1 9% (12)Cardiac death, arrest or MICardiac death, arrest or MI 4.9% (31)4.9% (31) 2.2% (14)2.2% (14) 1.0% (6)1.0% (6) 1.9% (12)1.9% (12)

Rates are 3Rates are 3--yr Kaplanyr Kaplan--Meier estimates (n of events)Meier estimates (n of events)



PROSPECT:PROSPECT: Multivariable Correlates    Multivariable Correlates    
of Non Culprit Lesion Related Eventsof Non Culprit Lesion Related Eventsof Non Culprit Lesion Related Eventsof Non Culprit Lesion Related Events

Independent predictors of lesion level events by Cox Independent predictors of lesion level events by Cox p p yp p y
Proportional Hazards regressionProportional Hazards regression

VariableVariable HR [95% CI]HR [95% CI] P valueP value

PBPBMLAMLA ≥70%≥70% 5.03 [2.51, 10.11] <0.0001<0.0001

VHVH--TCFA TCFA 3.35 [1.77, 6.36] 0.00020.0002[ , ]

MLA ≤4 0 mmMLA ≤4 0 mm22 3 21 [1 61 6 42] 0 0010 001

Variables entered into the model: minimal luminal area (MLA) ≤4 0 mmVariables entered into the model: minimal luminal area (MLA) ≤4 0 mm22; plaque burden at the MLA (PB; plaque burden at the MLA (PB ))

MLA ≤4.0 mmMLA ≤4.0 mm 3.21 [1.61, 6.42] 0.0010.001

Variables entered into the model: minimal luminal area (MLA) ≤4.0 mmVariables entered into the model: minimal luminal area (MLA) ≤4.0 mm22; plaque burden at the MLA (PB; plaque burden at the MLA (PBMLAMLA) ) 
≥70%; external elastic membrane at the MLA (EEM≥70%; external elastic membrane at the MLA (EEMMLAMLA) <median (14.1 mm) <median (14.1 mm22); lesion length ≥median (11.2 ); lesion length ≥median (11.2 

mm); distance from ostium to MLA ≥median (30.4 mm); remodeling index ≥median (0.94); VHmm); distance from ostium to MLA ≥median (30.4 mm); remodeling index ≥median (0.94); VH--TCFA.TCFA.



PROSPECT: PROSPECT: Correlates of                   Correlates of                   
Non Culprit Lesion Related EventsNon Culprit Lesion Related EventsNon Culprit Lesion Related EventsNon Culprit Lesion Related Events
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MLA ≤4mm2

PB ≥70% + 
TCFA
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M

Lesion HRLesion HR 3.9 (2.3, 6.8) 5.0 (2.9, 8.5) 8.7 (5.1, 14.8) 6.6 (3.4, 12.5) 7.3 (3.9, 13.6) 10.8 (5.6, 21.1) 11.1 (4.4, 27.8) 
P valueP value <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001<0.0001 <0.0001<0.0001 <0.0001<0.0001 <0.0001<0.0001

+ TCFA

Prevalence*Prevalence* 46.7%46.7% 53.3%53.3% 32.4%32.4% 15.9% 15.9% 16.8%16.8% 10.1%10.1% 4.2%4.2%

*Likelihood of one or more such lesions being present per patient. *Likelihood of one or more such lesions being present per patient. PBPB = plaque burden at the MLA= plaque burden at the MLA



Remodeling Index to predict MACERemodeling Index to predict MACEg pg p

Inaba S, et al,  ACC 2012



Relationship between remodeling index and MLARelationship between remodeling index and MLARelationship between remodeling index and MLARelationship between remodeling index and MLA

Inaba S, et al,  ACC 2012



Remodeling Index and MACERemodeling Index and MACERemodeling Index and MACERemodeling Index and MACE

Inaba S, et al,  ACC 2012



FAME: FAME: Primary EndpointPrimary Endpoint
100 i h MVD (83% CSA) d i PCI i h DES1005 pts with MVD (83% CSA) undergoing PCI with DES 

were randomized to FFR-guided vs. angioguided vs. angio--guided interventionguided intervention
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FAME Trial: FAME Trial: Stent UseStent Use



RCTs of EES vs. Other DES (nRCTs of EES vs. Other DES (n--16,383):   16,383):   
11--year definite stent thrombosisyear definite stent thrombosis

p=0 01p=0 01p<0 001p<0 001 p=0.01p=0.01

p<0 001p<0 001

p<0.001p<0.001

p<0.001p<0.001
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FAME: FAME: With better stents????With better stents????
1005 pts with MVD (83% CSA) undergoing PCI with DES 

were randomized to FFR-guided vs. angio-guided intervention
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FFRFFR0 80 8
Don’t touch nowDon’t touch now

FFRFFR0.80.8

FFR 0 8FFR 0 8FFR<0.8FFR<0.8
TCFATCFA ??TreatTreat

MLA<4mmMLA<4mm22, , 
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FAME 2: Primary OutcomesFAME 2: Primary Outcomes 
Death, MI, Urgent Revascularization
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PROSPECT:PROSPECT: NonNon--FA LesionsFA Lesions
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PROSPECT:PROSPECT: NonNon--FA LesionsFA Lesions
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FFRFFR 0 80 8
Don’t touch nowDon’t touch now

FFRFFR0.80.8

FFR<0 8FFR<0 8

Don t touch nowDon t touch now
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1. FFR<0.8 should be treated - FAME21. FFR 0.8 should be treated FAME2
2. FFR≥0.8, but vulnerable plaque using the best 

stent (2nd generation bioabsorbable stent)stent (2nd generation, bioabsorbable stent).

Don’t touch nowDon’t touch now
FFRFFR0.80.8

Don t touch nowDon t touch now

??FFR<0.8FFR<0.8 ??
TCFATCFANon Non FibroatheroaFibroatheroa

????



LMCA Defer by FFRLMCA Defer by FFR
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Natural History of Left Main DiseaseNatural History of Left Main DiseaseNatural History of Left Main DiseaseNatural History of Left Main Disease

DS 50-59% DS 60-69%

DS 70-79% DS 80%

Medical:309/CABG:1183

Chaitman et al, AJC 1981;48: 765-777



SummarySummarySummarySummary
•• Does morphology predict future event?Does morphology predict future event?

YES!YES!
Does morphology predict future event?Does morphology predict future event?

YES! YES! 
•• Does physiology predict future event?Does physiology predict future event?

•• Is only morphology enough?Is only morphology enough?
YES! YES! 

•• Is only morphology enough?Is only morphology enough?

NO…NO…
•• Is only physiology enough?Is only physiology enough?

NO… NO… 

I believe NO… I believe NO… 


