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What has the FAME series taught us?

◼ Physiology-guided PCI simplifies treatment and improves 

outcomes in patients with multivessel CAD undergoing PCI.

◼ Physiology-guided evaluation identifies lesions which benefit 

most from PCI in patients with stable CAD.

◼ Physiology-guided evaluation identifies patients with 

complex, three-vessel CAD who will have an excellent 

outcome with PCI when compared with CABG. 
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FAME 1: Primary Outcome

Tonino, et al. New Engl J Med 2009;360:213-24.

1,005 patients with multivessel CAD randomized to angio- or FFR-guided PCI



FAME 1: Economic Evaluation
Bootstrap Analysis

FFR-guided PCI 

saved >$2,000 per 

patient at one year 

compared to Angio-

guided PCI

Circulation 2010;122:2545-50.



FAME 1: Visual:Functional Mismatch

3VD 

(14%)

0VD 

(9%)

1VD (34%)

2VD (43%)

Angiographic

3 Vessel

Disease

Tonino, et al. J Am Coll Cardiol 2010;55:2816-21



FAME 1: Functional SYNTAX Score

Without FFR With FFR

FSS Reclassifies > 30% of cases

Nam CW, et al. J Am Coll Cardiol 2011;58:1211-8



FAME 1: Functional SYNTAX Score

Nam CW, et al. J Am Coll Cardiol 2011;58:1211-8

P < 0.01

32% of 

patients

20% of 

patients

34% of

patients

59% of

patients

Discriminates Risk for Death/MI



FAME 2

Stable CAD patients scheduled for 1, 2 or 3 vessel DES-PCI

N = 1220

FFR in all target lesions

When all FFR > 0.80 

(n=332)

MT

At least 1 stenosis

with FFR ≤ 0.80 (n=888)

Randomization 1:1

PCI + MT MT

Primary Endpoint: Death, MI or Urgent Revascularization at 2 Yr

Registry

50% randomly 

assigned to FU
27%

Randomized Trial 

73%



FAME 2: Primary Outcome

De Bruyne, et al. New Engl J Med 2014;371:1208-17.

Two year rate of primary endpoint: Death, MI, Urgent Revascularization



FAME 2: Economic Evaluation

Circulation 2018;137:480-487.

The incremental cost-effectiveness ratio for PCI was $1,600 / QALY



FAME 2: Biologic Effect of PCI
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FAME 2: Biologic Effect of PCI

P=0.04

5 year rate of spontaneous MI after randomization to PCI or medical therapy

Medical Therapy

PCI

Xaplanteris, et al. New Engl J Med 2018; 379:250-259.



FAME 3: Study Design

FFR-Guided PCI

stent all lesions with FFR ≤0.80 

(N=750)

CABG 

based on coronary angiogram

(N=750)

Primary Endpoint: 
◼ MACCE at 1 Year: all-cause death, MI, stroke or repeat revascularization

Statistical Analysis: 
◼ Noninferiority margin set at a hazard ratio of 1.65 

Investigator-initiated, multicenter, randomized, controlled study

All Comers with 3V-CAD (not involving Left Main) 

amenable to PCI and CABG by Heart Team 

at 48 centers in Europe, North America, Australia and Asia

N Engl J Med 2022; 386:128-137



FAME 3: Primary Endpoint

6.9%

10.6%

MACCE (Death, MI, stroke or 

repeat revascularization) at 1 YearHR 1.5 (95% CI: 1.1 – 2.2) 

p=0.35 for noninferiority

N Engl J Med 2022; 386:128-137



FAME 3: Three-Year Outcomes

Death, MI, or stroke at 3 Years

Zimmermann, et al. Circulation 2023;148:950-958.



FAME 3: Three-Year Outcomes

Zimmermann, et al. Circulation 2023;148:950-958.



FAME 3 and SYNTAX Trials
MACCE (Death, MI, Stroke, or Repeat Revascularization) at 1 Year

PCI - SYNTAX

CABG - SYNTAX

PCI – FAME 3

CABG – FAME 3
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Reclassification with FFR Information
Syntax

Score

Functional 

Syntax Score

Kobayashi Y, et al. JACC Cardiovasc Interv 2023;16:2112-2119.



MACCE According to Functional SYNTAX Score

Low vs. CABG, p=0.77

Low vs. High, p<0.001 

High vs. CABG, p<0.001

Low 368 354 353 346 342

High 365 338 325 313 306

CABG 743 699 689 680 678

Low functional 

SYNTAX score

High functional 

SYNTAX score

CABG

6.5%

6.9%

15.1%
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Kobayashi Y, et al. JACC Cardiovasc Interv 2023;16:2112-2119.



Death, MI or Stroke at 3 Years Based on FSS

Zimmermann, et al. Circulation 2023;148:950-958.

50% of PCI patients had a low Functional SYNTAX Score



What is next for FAME 3?

FAME 3: Three Year Cost-Effectiveness of CABG

Late Breaking Trial!

May 14-17, 2024

Presented by Frederik Zimmermann, MD, PhD

Wednesday, May 15th at 9:13-9:19 am

Paris, France



What has the FAME series taught us?

◼ Physiology-guided PCI simplifies treatment and improves 

outcomes in patients with multivessel CAD undergoing PCI.

◼ Physiology-guided evaluation identifies lesions which benefit 

most from PCI in patients with stable CAD.

◼ Physiology-guided evaluation identifies patients with 

complex, three-vessel CAD who will have an excellent 

outcome with PCI when compared with CABG. 

FAME 1

FAME 2

FAME 3



Thank You!
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