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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.



Reclassification with FFR Information
Syntax

Score

Functional 

Syntax Score

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



FAME 3 Quality of Life
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Primary Endpoint: EQ-5D Summary Score at 1 year

Circulation 2022;145:1655–1662



FAME 3 Quality of Life
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P<0.001 for the trajectory of improvement in EQ-5D Summary 

Index favoring FFR-Guided PCI

Circulation 2022;145:1655–1662



FAME 3 Quality of Life
% of Patients with CCS Class ≥ 2 Angina at Each Time Point
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0.6 (0.3-1.1)*

*OR and 95% CI for comparisons 

at each time point.Circulation 2022;145:1655–1662



FAME 3 and Women

Takahashi, et al. J Am Coll Cardiol 2023;82: (Suppl) B136.



FAME 3 and Diabetes

PCI with DM

PCI without DM

CABG without DM

CABG with DM

DM
PCI vs. CABG, adjusted HR: 1.51 (95% CI: 0.90-2.51), p= 0.115

Non-DM
PCI vs. CABG, adjusted HR: 1.19 (95% CI: 0.80-1.79), p= 0.390

Pinteraction= 0.427
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Takahashi, et al. Unpublished data



FAME 3 and Chronic Total Occlusion

Otsuki, et al. J Am Coll Cardiol 2023;82:Suppl B55

12.9%

9.9%

9.4%

8.0%

Patients with CTO Patients without CTO
Pinteraction = 0.69

ー PCI   

ー CABG 

PCI vs. CABG, adjusted HR: 1.36, 95% CI: 0.95-1.93, p = 0.09    

ー PCI   

ー CABG 

PCI vs. CABG, adjusted HR: 1.09, 95% CI: 0.49-2.41, p = 0.83    



FAME 3 and Chronic Total Occlusion

20.1%

15.2%

ー No CTO   

ー CTO 

CTO vs. No CTO (reference)

Unadjusted HR: 0.73, 95% CI: 0.46-1.17, p = 0.19

Adjusted HR: 0.62, 95% CI: 0.38-1.03, p = 0.07

PCI Patients

Otsuki, et al. J Am Coll Cardiol 2023;82:Suppl B55



FAME 3 and Chronic Total Occlusion

Otsuki, et al. J Am Coll Cardiol 2023;82:Suppl B55

Endpoint
CTO

(N=140)

No CTO 

(N=594)

Hazard Ratio

(95% CI)
P Value

Death 7 (5.1) 24 (4.1) 0.93 (0.34-2.54) 0.89

MI 5 (3.7) 47 (8.1) 0.41 (0.16-1.08) 0.07

Stroke 1 (0.8) 10 (1.7) 0.58 (0.06-5.73) 0.64

Repeat Revascularization 12 (8.9) 71 (12.3) 0.57 (0.29-1.10) 0.09

Outcomes in patients assigned to PCI based on CTO status



What is next for FAME 3?

FAME 3: Three Year Cost-Effectiveness of PCI vs. 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
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