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GOALS OF THERAPY IN PATIENTS WITH STABLE CAD

PCI vs. Medical Therapy for Stable CAD

12 RCTs enrolling 7182 participants
1.Im prove Sym pto ms ORBITA: Primary endpoint result

. Change in total exercise time
2.Im prove PrOgn OSIS PCl + OMT compared to OMT resulted in:

* Significantly less use of nitrates at:
- 1 year (53% vs. 67%)
- 3 years (47% vs. 61%)
- 5 years (40% vs. 57%)

« Significantly less use of Ca*2 channel blockers at:
- 1 year (40% vs. 49%)
- 3 years (43% vs. 50%)
- 5 years (42% vs. 52%)

Pursnani et al, circ cv intv 2012

Boden WE, NEJM, 2007
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Christopher M. Cook et al. JACC 2018; 72:970-983.
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A Primary End Point: Angina Symptom Score
PCI
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EVEN THE ISCHEMIA TRIAL SHOWED BENEFIT FOR PCI

Primary Outcome:
Benefit of Invasive Rx on SAQ Summary Score
Typical Patient with Daily to Weekly Angina
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Revascularization to Improve Symptoms in SIHD

|

| ANGINal SympPIOmS? NG

In patients with refractory angina despite medical therapy and with
significant coronary artery stenoses amenable to revascularization,
revascularization is recommended to improve symptoms.
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CAN PCI AFFECT PROGNOSIS IN STABLE ISCHEMIC HEART

DISEASE?

* Depends on the anatomy!

 Danish Cohort Study (2023): CCTA can be used to
evaluate anatomy in SHD

* Highest rate of adverse events with more disease
burden on CT

 Extent of Disease matters!

Northwell Health®

CAD Prognostic Index

Prognostic 5Year
Weight Survival
Extent of CAD| (0-100) Rate (%)*

1-vessel disease, 75% 23 93
1-vessel disease, 50% to 74% 23 a3
1vessel disease, =95% 32 a1
2-vessel disease 37 88
2-vessel disease, both =95% 42 86
1-vessel disease, =95% proximal LAD artery 48 83
2-vesse| disease, =95% LAD artery 48 a3
2-vessel disease, =95% proximal LAD artery 56 79
3-vesse| disease 56 79
3-vessel disease, =95% in =1 vessel 63 73
3-vessel disease, T5% proximal LAD artery 67 67
3-vessel disease, =95% proximal LAD artery 74 59
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BACKTO ISCHEMIA TRIAL

Primary Outcome: CV Death, MI, hospitalization for UA, HF or

30% resuscitated cardiac arrest Procedural Mi Spontaneous M|
Adjusted Hazard Ratio = 0.93 (0.80, 1.08) Type 4a or5 Ml Types 1,2, 4b, or 4c Ml
25% P-value = 0.34

&
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0 1 2 3 4 5 o . ) T T ) % . 2 3 . s
) ) Follow-up (years) Subjects at Risk Follow Up Time (Years) Subjects at Risk Follow Up Time (Years)
Subjects at Risk con 2591 2529 2035 1419 828 342 Con 2591 2454 1951 1340 762 303
NV 2588 2339 2000 1380 794 302 INV 2588 2438 1987 1355 768 201

e Significant difference in primary outcome after 4
years

Northwell Health® September 19, 2024 8



WHAT TYPE OF MI IS THIS?

Management after Cath by Invasive Strategy vs Conservative Strategy

Primary Definition | Secondary Definition
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CUMULATIVE EVENT RATEAT 1, 3 AND 5 YEARS

CV Death or MI, 1-Year CV Death or MI, 3-Year CV Death or MI, 5-Year
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Maron et al. NEJM 2020
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ISCHEMIA - EXTENDED

25 -
CV death
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PREVENT

Individual Components of the Primary Composite Outcome PREVENT

Preventive PCI

Difference in

Endpoints plus OMT OMT alone event rates (95% Hazard ratio
(N=803) (N=803) cl) (95% CI)
Primary composite outcome 0-54 (0-33 to 0-87)
At 2 yearst 3 (0.4%) 27 (3-4%) -3.0(-44t0-1-8) 011 (0-03 to 0-36)
At 4 years 17 (2.8%) 37 (5-4%) -2.6 (-4-7to -0-4)
AL 7 years 26 (6-5%) 47 (9-4%) -29(-7.3t01.5)
Death from cardiac causes 0-87 (0-31to 2-39)
AL 2 years 1(0-1%) 6 (0-8%) 06(13t0o™"™ | . .
e 5 (0-8%) 7 (0-9%) 0111w INdividual Components of the Primary Composite Qutcome  PREVENT
AL 7 years 7 (1-4%) 8(1-3%) 01(-14to
Target-vessel related MI i Difference in .
At 2 years 1 (0-1%) 6 (0-8%) 06 (-1:3to  Endpoints Pr::ﬁ:?;r:TPCI Lol event rates (95% I e
(N=803) (N=803) cl) (95% CI)
Ischemia-driven target-vessel revascularization 0-44 (0-25 to 0-77)
At 2 years 1(0-1%) 19 (2-4%) -23(-3410-1.2)
At 4 years 10 (1-7%) 29 (4-4%) -2.7 (-4-6to0 -0-8)
At 7 years 17 (4-9%) 38 (8-0%) 32(-74t01.1)
Hospitalization for unstable or progressive angina 0-19 (0-06 to 0-54)
At 2 years 1(0-1%) 12 (1-5%) -1-4 (-2-3to -0-5)
At 4 years 4 (0-7%) 16 (2-4%) -1.7 (-3:0to -0-4)
At 7 years 4 (0-7%) 21 (4-9%) 4.2 (-717t0 -1-4)

Northwell Health®
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VULNERABLE PLAQUE

Spagnoli et al. JAMA. 2004

Northwell Health®
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VULNERABLE PLAQUE —> PLAQUE DISRUPTION

10 months apart September 19, 2024 14




OPTICAL COHERENCE TOMOGRAPHY (OCT) COUPLED WITH
NEAR-INFRARED SPECTROSCOPY (NIRS)

Image Without Compromise: Simplified Workflows

FAST, SIMPLE ACQUISITION DESIGNED FOR PCI WORKFLOWS

v Low-profile 2.5 Fr rapid exchange
catheter » 100 mm pullback +14
mm lens to tip

v' Contrast-free saline imaging
compatible

v" No catheter flush prep required

v Responsive, rapid 120 mm/s
pullback

~ v" Al-enabled image analysis
A v User Interface control inside sterile field
v Clinical use-case specific overlays
- ' v" Hands-free angiographic co-registration

Northwell Health® September 19, 2024 15
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Al- ENABLED QUANTITATIVE PLAQUE
AND HEMODYNAMIC ANALYSIS:
EMERALD Il

[ Non-calcified Plague
[l caicified Plaque

1. Percent total myocardial blood flow = 20% (56% of patients)
[MBF]
2. Change in FFRCT = 0.05 (42% of patients) [Local

Hemodynamic Severity]

3. Percent area stenosis = 65% (40% of patients) [Luminal
Stenosis]

4. Noncalcified plague volume = 72.5 mm3 (39% of patients)
[Plague Morphology]

5. Plaque burden = 85% (35% of patients) [Atherosclerosis
Burden]

Northwell Health®

CENTRAL ILLUSTRATION: Revascularization and Plaque Assessment of
Point-of-Care Computed Tomography Angiography-Based Fractional Flow
Reserve-Positive Lesions

Revascularization 1.4 vs no revascularization Revascularization 0 vs no revascularization

16.4 per 100 vessel-years, 3.1 per 100 vessel-years,
Logmkpxonos Log-rank P = 0.47

1. This represents the PROSPECT-II population.
2. Could this group be treated with aggressive
lipid-lowering Rx instead?
3. Do plaques imminently at danger of
rupture need better identification?

; > Revascularization O vs no revasculanization
27 plm MM 0.05 per 100 vessel-years,
WPIW Log-rank P = 0,87

1. Does this group represent true COURAGE or
ISCHEMIA proposal?

2. Could this population be safely deferred
from the FAME-2 indication?

Vessels With POC-FFRqy Vessels With POC-FFR¢r
<0.8 and HRP <0.8 and No HRP

g 100 = Revasculari Revascularization

o 80 4 Revascularization 80 - l_

§§ ol - 5 Medical Therapy Only

P Medical Therapy

.§ 5 404 40 4

3

2 20 4 20 4

- Log-rank P = 0.006 Log-rank P = 0.87

- 0 ——r 0 —
0 1 2 3 4 5 0 1 2 3 4 5

Years Years

Sato Y, et al. J Am Coll Cardiol Img. 2024;17(3):284-297.
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PLAQUE ANALYSIS AND PCI PLANNING

CENTRAL ILLUSTRATION: Prospective Validation of the FFR¢y Planner

A
B
Angiography Motorized FFR OCT pre-PCI PCl OCT post-PCI  Motorized FFR
pullback pre-PCl pullback post-PCl
C kil

Sonck J, et al. J Am Coll Cardiol Img. 2022;15(7):1242-1255.
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CONCLUSION

* PCI plays a role in both reducing symptoms and improving prognosis of
patients with stable coronary artery disease

* |f you have a SIHD patient with a positive stress test, consider a CT
Coronary Study to rule out Left Main disease and to evaluate plaque
burden/morphology

e Stay current with the upcoming research in this space — we are finally
close to the answer for this question:

* How can we identify the vulnerable plague and treat it before the heart
attack happens?

Northwell Health® September 19, 2024 19
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