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PCI relieves symptoms and improves quality of life,

but does PCI prevent death or MI?

PCI (BMS) in Stable CAD: COURAGE (n=2,287)
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FAME 2. 5-year Results

888 pts with stable CAD and 1V, 2V or 3VD w/FFR <0.80 randomized to DES vs. MT

Spontaneous M Urgent revascularization
o 7 MT 21.1% vs. PCI 6.3%
HR 0.27 [0.18-041
MT 10.2% vs. PCl 6.5% 10.20% P<(£.001 | 21.1%

HR 0.62 [0.39-0.99] _ 20
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Xaplanteris P et al. NEJM 2018;379:250-9. van Nunen LX et al Lancet. 2015;386:1853-60



ISCHEMIA Trial: Patient Flow

(n=5179 randomized)

Major Exclusion Criteria

Stable Patients (n=8518)
Moderate or severe ischemia

(determined by site; read by core lab)

* Unacceptable angina despite medical therapy
ACS within 2 months

PCl or CABG within 1 year

NYHA Class IlI-IV HF

g

LVEF <35%

eGFR <30 mL/min or dialysis = ISCHEMIA CKD

CCTA not required: Blinded CCTA (73% of pts)
eGFR 30 to <60 mL/min or coronary &
anatomy previously defined

Core lab anatomy eligible?

N
0 Screen failure

4 vEs

Inclusion Criteria

»  RANDOMIZE (n=5179)

* >50% stenosis in a major epicardial vessel
(stress imaging participants) 20.6% of CTAs

* >70% stenosis in a proximal or mid vessel
(ETT participants)

~60% PCI
~20% CABG
~20% Med RXx

Optimal Revascularization Cath reserved for OMT failure
(n=2588) (n=2591)

Major Exclusion Criteria: 250% LM ds. - 7.3% of CTAs

INVASIVE Strategy CONSERVATIVE Strategy
OMT + Cath + OMT alone

Median FU 3.2 years

Primary outcome: CV death, M|, hospitalization for resuscitated cardiac arrest, HF or UA |
ISCHEMIA
Maron DJ et al. N Engl J Med. 2020;382:1395-1407




ISCHEMIA Primary Outcome: CV Death, MI, hospitalization for UA,
HF or resuscitated cardiac arrest

30%
Restricted mean event-free time difference: 9.5 days (-17.8 to 36.9) for INV vs. CON
= 25%
S .
@ Adjusted HR (95% CI) = 0.93 (0.80, 1.08) Median 3.2-year follow-up
c 20% - =
% P-value = 0.34 CON
o
INV
i 15% 6 months:
2 A=1.9% (0.8%, 3.0%) 352
@ VS.
S 10% 1 T 318
g events
© 5% 4 years:
A =-2.2% (-4.4%, 0.0%)
0%
0 1 2 3 4 5
Subijects at Risk Follow-up (years)
CON 2591 2431 1907 1300 733 293
INV 2588 2364 1908 1291 730 271
ISCHEMIA

Maron DJ et al. N Engl J Med. 2020;382:1395-1407




Primary endpoint: Pre-specified Important Subgroups

Adjusted Hazard Ratio Estimated 4-Yr Adjusted HR Interaction

Subgroup INV vs CON (95% CI) Event Rate (95% CI) P-Value
INV CON
Core Lab Ischemia Eligibility 0.44
No (13.8%) i 15.2% 16.3% 1.08(0.72, 1.64)
Yes (86.2%) — 13.1% 15.4% 0.91(0.77, 1.07)
Diabetes 0.93
No (58.2%) —— 11.4% 14.0% 0.93(0.75, 1.16)
Yes (41.8%) —_— 16.0% 17.6% 0.92(0.74, 1.15)
New or More Frequent Angina 0.15
No (73.8%) —a— 12.7% 16.2% 0.86(0.72, 1.03)
Yes (26.2%) —_— 15.0% 13.9% 1.11(0.83, 1.48)
High degree of medical therapy optimization 0.54
No (80.3%) —a— 13.2% 15.9% 0.90(0.76, 1.07)
Yes (19.7%) —_— 12.7% 12.8% 1.02(0.70, 1.49)
CAD Severity Based on 50% Stenosis 0.99
One Vessel Disease (23.3%) ., 7.3% 8.2% 0.94 (0.53, 1.65)
Two Vessel Diseases (31.4%) - 8.7% 11.9% 0.97 (0.63, 1.49)
Three or More (45.1%) —lG— 17.4% 18.2% 0.95(0.73, 1.24)
Proximal LAD (>=50%) 0.72
No (53.2%) —_—— 10.8% 12.2% 0.98 (0.74, 1.28)
Yes (46.8%) —a 12.8% 14.0% 0.91(0.70, 1.19)
Degree of Baseline Ischemia 0.80
None or Mild (11.9%) - 15.6% 16.9% 1.05(0.68, 1.64)
Moderate (33.3%) —.— 13.8% 16.5% 0.94(0.74, 1.21)
Severe (54.8%) | — | | 12.7% 14.7% 0.90(0.72, 1.11)
0.5 075 1 15 2

<<Favors INV Favors CON>>
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Primary endpoint: Pre-specified Important Subgroups
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Outcomes According to the Extent of CAD on CTA

Cardiovascular death or myocardial infarction

0.33
1-Vessel CAD =50% (N=179) 3 4 3.3 (0.9 to 8.6) 8.7 (2.5 10 19.9) —5.4 (—4.9 to 4.2)
1-Vessel CAD =70% or 2-vessel 250% (N=743)| 26 25 8.8 (5.7 to 12.8) 8.7 (5.6 to 12.5) 0.2 (—4.7 to 5.1)
2-Vessel CAD =70% or 3-vessel =50% or 38 48 10.2 (7.2 t0 13.9) 12.8 (9.5 t0 16.7) —26 (—75to 2.3)
70% proximal LAD (N=894)
3-Vessel CAD =70% or 2-vessel =70% in- 34 50 11.6 (8.1 to 15.7) 17.9 (13.4 to 22.8) —6.3 (—2.4 to —0.2)
cluding proximal LAD (N=659)
CON I
18 Duke Score 3 18- Duke Score 4 18+ 18
< 16 1V 250% 16 1270% or 2V 250% 16 - Duke Score 5 161 Duke Score 6
=M N=179 " N=743 - N=894 41 N=659
S 12- 12 12 - 12+
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£ 8 | 8- 8- 8-
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2 r [ 2 2 2V 270% or 3V 2509% or 70% prox LAD 2 - 3V 270% or 2V 270% w/prox LAD
01— T T T T — 0 T T T T T 0+ T T T T — 0 T T T T T
0 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5

Follow-up time (years from randomization)

Subjects at risk Subjects at Risk
CON 88 83 74 47 26 14 382 368 291 207
INV 91 90 74 49 24 9 361 336 280 202

Follow-up time (years from randomization)

113 52 439 406

Follow-up time (years from randomization)

Subjects at risk
131 70 455 436 345 238 130 56

330 212 125 52

Follow-up time (years from randomization)

Subjects at risk
316 284
33 313

222
252

151 98 31
188 120 5

Reynolds HR et al. Circulation. 2021;144:1024-38



398 Patients (7.7%) had LVEF 35% - <45% or Prior HF

32
28
24
20

16

Primary endpoint (%)

Subjects at risk
CON, no HF/LVD

—— CON, no HF/LVD
— —- CON, HF/LVD
— INV, no HF/LVD
- —- INV, HF/LVD

- - =129.3% 7

- LVD or prior HF
"~ Difference [95% Cl] =
12.1% [1.6%, 22.6%]

~117.2% -

13-€% 3 No LVD or prior HF
Difference [95% Cl] =
1.6% [-0.7%, 3.8%]

2404

2311 2260

CON, HF/LVD 184 172 169

INV, no HF/LVD

2372

2218 2164

INV, HF/LVD 214 203 199

2114
156
2040
185

Months

1781
124
1764
143

1469
98

1455
121

1222
77
1189
103

I:,interaction=0'055
947 6590
56 43
913 670
84 63 |
ISCHEMIA

Lopes RD et al. Circulation. 2020;142:1725-35




ISCHEMIA: Myocardial Infarction

30 -
Adjusted Hazard Ratio = 0.92 (0.76, 1.11)
—_ P-value = 0.38
2
()]
S 20- 4 years
3 2 years A = -1.2% (-3.0%, 0.6%)
= A = -0.1% (-1.5%, 1.2%)
S 1
2 year CON
2 10- A = 1.5% (0.3%, 2.6%) INV
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0 I I [ [
1) 1 2 3 4 5
Follow Up Time (Years)
Subjects at Risk
CON 2591 2452 1931 1321 747 298
INV 2588 2379 1931 1313 742 283

ISCHEMIA

Maron DJ et al. N Engl J Med. 2020;382:1395-1407



ISCHEMIA: Myocardial Infarction

Procedural Ml Non-procedural Ml
Types 4a or 5 Mi Types 1, 2, 4b, or 4c Ml

30
30
Adjusted Hazard Ratio = 2.98 (1.87, 4.74) _ Adjusted Hazard Ratio = 0.67 (0.3, 0.83)
S = £ P-value = <O0.
z P-value = <0.01 . value = <0.01
E 20- € 20-
: g
2 ;
3 10 =
E £
S S

INV
0*/' \ \ | | | COoN 0- T

1] 1 2 3 4 5 0 1 2 3 4 5
Follow Up Time (Years) Follow Up Time (Years)
Subjects at Risk Subjects at Risk
CON 2591 2529 2035 1419 828 342 CON 2591 2464 1951 1340 762 303
INV 2588 2439 2000 1380 794 304 INV 2588 2438 1987 1355 768 291

Maron DJ et al. N Engl J Med. 2020;382:1395-1407




ISCHEMIA: Spontaneous Type 1 Ml by Strategy

20 COM INV-PC] = = == INV-CABG ======- |NV-None
g—
© 15
=
E 10 P-value < 0.0001
Q
Q.
2 5
0

Years after randomization

* Spontaneous type 1 Ml were significantly reduced with the invasive strategy ,
* Effect was present after PCl and CABG (and medical Rx) ISCHEMIA

Chaitman BR et al. Circulation 2021;143:790-804



Cumulative Incidence (%)

ISCHEMIA: Cardiovascular Death

30
Adjusted Hazard Ratio = 0.87 (0.66, 1.15)
P-value = 0.33
20 -
10 -
~f CON
P e o [NV
0 o I \ I \ [
0 1 2 3 a4 5
Follow Up Time (Years)
Subjects at Risk
CON 2591 2548 2065 1445 844 349
INV 2588 2518 2061 1431 827 317

Maron DJ et al. N Engl J Med. 2020;382:1395-1407
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Largest Meta-analysis of Elective Revasc in Stable CAD
25 trials, 19,806 pts rand to PCI/CABG vs MT, mean 5.7-year FU

Revascularisation+MT MT alone Cardiac mortality

ady Events P-Y Events P-Y RR 95%-Cl Weight
Mathur (1979) 8 30800 12 330.00 - 071 [0.29; 1.75] 3.0%
ECSS (1988) 46 472800 76 4476.00 =R 0.57 [0.40; 0.83] 11.7%
AVERT (1999) 1 26550 1 246.00 < > 0.93 [0.06; 14.81]  0.3%
MASS-1 (1999) 6 710.00 2 360.00 . 152 [0.31; 7.54] 1.0%
RITA-2 (2003) 13 352800 22 3598.00 — = 0.60 [0.30; 1.20] 4.8% ]
TIME (2004) 32 61200 34 592.00 —— 091 [056; 148 82% (Cardiac death
INSPIRE (2006) 1 104.00 2 101.00 < — 0.49 [0.04; 5.36] 0.5%
COURAGE (2007) 23 528540 25 5234.80 — . 091 [0.52; 1.61] 6.5%
SWISSI-2 (2007) 3 97920 22 1071.00 «+—— 0.15 [0.04; 0.50] 1.7% reduced 21%
JSAP (2008) 2 633.60 3 633.60 . 0.67 [0.11; 3.99] 0.8%
BARI 2D (2009) 72 5880.00 64 5960.00 . 1.14 [0.81; 1.60] 12.9% (95% CI 7% - 33%)
MASS-2 (2010) 51 4080.00 42 2030.00 - 0.60 [0.40; 0.91] 10.2% 12=219%
DEFER (2015) 4 1350.00 5 1365.00 . 081 [0.22; 3.01] 1.5%
ORBITA (2018) 0 1155 0 1045 « i > 0.90 [0.02: 45.60] 0.2%
REVASC (2018) 0 101.00 2 104.00 < 5 021 [0.01; 429] 0.3%
FAME-2 (2018) 11 2252.88 7 222264 . 1.55 [0.60; 4.00] 2.7%
EURO-CTO (2019) 7 777.00 2 411.00 + 1.85 [0.38; 891] 1.1%
DECISION-CTO (2019) 8 1668.00 14 1592.00 — i 055 [0.23; 1.30] 3.2%
ISCHEMIA (2020) 92 828160 111 8291.20 = 0.83 [0.63; 1.09] 15.6%
ISCHEMIA-CKD (2020) 76 853.60 82 855.80 = 0.93 [0.68; 1.27] 13.9%
Random-effects model ~ 456 42409.33 528 39484.49 * 0.79 [0.67; 0.93] 100.0%
Heterogeneity: /1° = 21%, t° = 0.0251, p = 0.19 I ! J R
Test for overall effect: z = -2.76 (p < 0.01) 01 02 05 1 2 5 10

Favours Revascularisation+MT Favours MT alone
Navarese E et al. EHJ 2021:42:4638-51



Largest Meta-analysis of Elective Revasc in Stable CAD
25 trials, 19,806 pts rand to PCI/CABG vs MT, mean 5.7-year FU

2.0 1
EURO-CTO (3yrs) Beta coefficient= -0.05; p value= 0.008
RR per 4-yr follow-up increase:
>\ 0.81[0.69-0.96]
= Qe 'he longer the FU
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REVASC (1yr)
SWISSI=2 (10yrs)
i 2 3 4 5 6 7 8 o 10 1 12 13 14 15

FU duration, years
Navarese E et al. EHJ 2021:;42:4638-51



Largest Meta-analysis of Elective Revasc in Stable CAD
25 trials, 19,806 pts rand to PCI/CABG vs MT, mean 5.7-year FU

Revascularisation+MT MT alone Spontaneous MI

idy Events P-Y Events P-Y RR 95%-Cl Weight
Mathur (1979) 9 308.00 13 330.00 — 0.74 [0.32; 1.74)] 26%
ACIP (1997) 7 384.00 18 732.00 — 0.74 [0.31; 1.77] 25%
ACME-1 (1997) 10 575.00 8 560.00 —r— 1.22 [048; 3.08] 22%
ACME-2 (1997) 5 255.00 5 250.00 098 [0.28; 3.39] 1.3%
AVERT (1999) 5 265.50 4 246.00 1.16 [0.31; 4.31] 1.2%
MASS-1 (1999) 7 710.00 3 360.00 + 1.18 [0.31; 458] 1.1%
RITA-2 (2003) 25 3528.00 23 3598.00 ——tl— 1.11 [0.63; 1.95] 53%
TIME (2004) 20 612.00 21 592.00 — 0.92 [0.50; 1.70] 4.6%
COURAGE (2007) 108 5285.40 119 5234.80 : = 0.90 [0.69; 1.17] 14.7%
SWISSI-2 (2007) 11 979.20 40 107100 —»—: 0.30 [0.15; 0.59] 4.0%
JSAP (2008) 3 633.60 7 633.60 043 [0.11; 166] 1.1%
BARI 2D (2009) 96 5880.00 138 5960.00 : = 0.71 [0.54; 0.91] 14.7%
MASS-2 (2010) 48 4080.00 42 2030.00 —-- 0.57 [0.38; 0.86] 8.5%
DEFER (2015) 9 1350.00 2 1365.00 » 455 [0.98;21.06] 0.9%
REVASC (2018) 0 101.00 1 104.00 < 0.34 [0.01; 843] 0.2%
FAME-2 (2018) 29 2235.00 45 2205.00 —— 0.64 [040; 1.01] 7.2%
EURO-CTO (2019) 6 777.00 2 411.00 1.59 [0.32; 7.86] 0.8%
DECISION-CTO (2019) 7 1668.00 7 1592.00 0.95 [0.33; 2.72] 1.8%
ISCHEMIA (2020) 130 8281.60 196 8291.20 = 0.66 [0.53; 0.83] 17.0%
ISCHEMIA-CKD (2020) 37 853.60 52 855.80 —T 0.71 [047; 1.09] 8.3%
Random-effects model 572 38761.90 746 36421.40 < 0.74 [0.64; 0.86] 100.0%

Heterogeneity: 12 = 21%, 12 = 0.0192, p = 0.19 Fl I ! U
Test for overall effect: z = -4.00 (p < 0.01) 01 02 05 1 2 5 10

Favours Revascularisation+MT Favours MT alone

Navarese E et al. EHJ 2021:;42:4638-51

Spontaneous Ml
reduced 26%

(95% CI 14% - 36%)
12=21%



RR for cardiac mortality

Largest Meta-analysis of Elective Revasc in Stable CAD

2.01

-
o
M

25 trials, 19,806 pts rand to PCI/CABG vs MT, mean 5.7-year FU

EURE?CTO
o One,  osemos | Relationship between
g reductions in
O spontaneous M| and

cardiac death
14% RRR in CD/3% MI|

(95% Cl 4%-22%)

1 5 9 13 17 21 25
Absolute diff for spont MI, %
Navarese E et al. EHJ 2021:;42:4638-51



Largest Meta-analysis of Elective Revasc in Stable CAD
25 trials, 19,806 pts rand to PCI/CABG vs MT, mean 5.7-year FU

Results consistent with PCI vs CABG, and with vs without ACS and CTO

Revascularization Med Rx

+ Med RXx alone
. (0] -
Cardiac death Events P-Y Events P-Y \ RR[95% CI]  P-value
Al 456 42406.3 528 39487.49 —— 0.79 [0.67:0.93] <0.01 21% |
Without post-ACS 452 41326.1 504 3831249 —— 0.82[0.73:094] <0.01 18% |
Without CTO 441 39860 3 510 3738049 A L 080[067:095] <001 20% |
Without CABG 273 267003 332 26331.49 ® : 0.83 [0.71;0.98] 003 17% |
Spontaneous M
Al 572 38610.7 746 362594 A ! 0.74 [0.64:0.86] <0.01 26% |
Without post-ACS 565 37782.7 708 353504 —— : 0.75[0.67:0.84] <0.01 25% |
Without CTO S63 362159 738 343144 — — ' 074[063086] <001 26% |
Without CABG 412 27783.9 550 277414 ® ! 0.78 [0.64:0.94] 001 22% |
0.5 0.7 09 1.0 1.1

Navarese E et al. EHJ 2021:;42:4638-51

Favors Revasc + Med Rx— —Favors Med Rx alone



4 Randomized Trials of Left Main PCI with DES vs. CABG (n=4,394)
Primary Endpoint: All-cause Mortality

12% -
11.2%

10.2%

10% -

HR 1.10 (0.91-1.32)

)
5 P=0.33
5 e A 0.9%
o
= (-0.9, 2.8)
o 6% -
=
s
S 4% -
£
5
O
2% -
0% . : : : .
0 1 2 3 4 5
Number at Risk Years of Follow-up
CABG 2197 2085 2042 2002 1939 1585
PCl 2197 2120 2068 2015 1942 1539

Sabatine MS et al. Lancet 2021;398:2247-57



4 Randomized Trials of Left Main PCI with DES vs. CABG (n=4,394)
Two Trials with 10-Year Mortality Data

24% -
22.1%

21.6%

1 HR0.96 (0.76-1.21)

P=0.72 CABG

16% -

12% -

8% -

Cumulative Incidence

Data from SYNTAX

w0 & PRECOMBAT

0%

0 2 4 6 8 10

Number at Risk Years of Follow-up
CABG 648 604 577 531 500 463
PCl 657 623 591 547 519 475

Sabatine MS et al. Lancet 2021;398:2247-57



4 Randomized Trials of Left Main PCI with DES vs. CABG (n=4,394)
CV Mortality and SYNTAX Score: Spline analysis
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Sabatine MS et al. Lancet 2021;398:2247-57



4 Randomized Trials of Left Main PCI with DES vs. CABG (n=4,394)

Stroke

A 4

-

1t Year
13 vs. 35 events

HR 0.37 (0.19-0.69)

P=0.002

\ Absolute A 1.0% /

~

Cumulative Incidence

4% -
3% -
2% -
1% -

0% - ' ' ' ' J
0 1 2 3 4 S

A A

| \ \
5% -

HR 0.84 (0.59-1.21)

P=0.36 v
Beyond 15t Year
3.1% 42 vs. 28 events

CABG 27% \_ HR 1.49 (0.93-2.41) y

Convergence of the curves was

driven by a markedly higher rate
PCI of late (>1-year) stroke in

PCl-treated pts in NOBLE, with

no evidence of increased risk in
the other 3 trials or any prior trial
of PCI vs. CABG.

Years of Follow-up
Sabatine MS et al. Lancet 2021;398:2247-57



PCl vs CABG in Multivessel Disease
Individual-patient-data pooled-analysis, 8 RCTs, 7,040 pts

20 —

S
2 17 HR 1.28; 95% CI 1.09-1.49
© —
g P=0.002 . - 115%
0T T 8o%
N -'_'_._'_r_,—'—’ P
- e e
S 5- e CABG
< f"'ﬂ#
0 I I I I I
0 1 2 3 4 5
Follow-up (years)
3520 3274 3091 2829 2495 1856
3520 3338 3155 2875 2533 1928

Head SJ et al. Lancet 2018;391:939-48



PCl vs CABG Iin Multivessel Disease
Individual-patient-data pooled-analysis, 8 RCTs, 7,040 pts

m CABG mPCl . mPCI mCABG
~ 0o HR: 0.74 (0.56-0.99)
S’\_, % e} 10.0 HR 1.48 (1.19-1.84) =~ . P=0.039
~ oo P=0.0004 > 3.6
& ol 15.5
= BE& | v
g o o 2.6
S 3
- 8. 5 2
c oJ 8.0 )
G>)\ 'c% N~ ' HR 1.08 (0.86-1.36) >
> O m _ ' 1
L 2 !_l 3.7 P=0.49 o 1
Z
T 1 1 I 1 O A
0 5 10 15 20 PCI CABG

Head SJ et al. Lancet 2018;391:939-48; Head SJ et al. ] Am Coll Cardiol 2018;72:386—98



QOL Primary Outcome: Benefit of Invasive Rx on
SAQ Summary Score

Typical Patient in ISCHEMIA
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Mean SAQ Summary Benefit by Baseline Angina Frequency

Effect on Score
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Probability of No Angina by Baseline Angina Frequency
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Updated Meta-analysis of Revascularization vs. MT in SIHD
14 RCTs, 14,877 pts, mean weighted 4.5-year FU

Most trials enrolled pts with preserved LVEF, low symptom burden and excluded LM ds.
Revasc arm: Revasc 87.5% (PCI 71.3%, CABG 16.2%). Med arm: Revasc 31.9% during FU.

Freedom from Angina

Revascularization Medical Therapy
Trial Event N Event N RR (95% Cl) RR (95% CI) % Weight
Stents <50%
ACME-1 53 115 42 112 T 1.23 (0.82, 1.84) 3.14
ACME-2 27 51 18 50 - 1.47 (0.81, 2.67) 1.57
AVERT 95 177 67 164 —:'-— 1.31 (0.96, 1.80) 4.80
DEFER 51 90 61 91 —-— 0.85 (0.58, 1.23) 3.63
MASS-1 92 142 17 72 P 2.74 (1.64, 4.60) 2.04 ]
RITA-2 252 504 231 514 - 1.11 (0.93, 1.33) 10.09
D+L Subtotal (l-squared = 66.0%, p = 0.012) "1,(:3"' 1.29 (1.00, 1.66) 25.28 Freed O m fro m an g I n a
IV Subtotal O 1.20 (1.05, 1.36) RR (9 5% Cl) —
1
Stents 250% |
BARI 2D 800 1176 715 1192 I- 113 (1.03, 1.25) 15.85 1 . 12 (1 . 04, 1 . 2 1)
COURAGE 316 1149 296 1138 - 1.06 (0.90, 1.24) 11.38
% FAME-2 326 447 308 441 : 1.04 (0.89, 1.22) 11.57 Favors revasc
DES s:iscHEmA 1707 2588 1588 2591 1.08 (1.01, 1.15) 18.53
s ISCHEMIA-CKD 249 388 254 389 , 0.98 (0.83, 1.17) 10.32
MASS-2 245 408 92 203 —— 1.32 (1.04, 1.68) 7.07
D+L Subtotal (l-squared = 0.6%, p = 0.412) 0 1.09 (1.03, 1.14) 74.72
I-V Subtotal 0 1.09 {1.04, 1.14)
1
D+L Overall (l-squared = 49.3%, p = 0.027) O 142 (1.04, 1.21) 100.00
I-V Overall ] 1.10 (1.05, 1.15)
Test for Interaction P =0.20 |
1 1
A 1 10

Revascularization worse  Medical therapy worse

Bangalore S et al. Circulation 2020:0n-line



Updated Meta-analysis of Revascularization vs. MT in SIHD
14 RCTs, 14,877 pts, mean weighted 4.5-year FU

Most trials enrolled pts with preserved LVEF, low symptom burden and excluded LM ds.
Revasc arm: Revasc 87.5% (PCI 71.3%, CABG 16.2%). Med arm: Revasc 31.9% during FU.

Unstable Angina

Revascularization Medical Therapy
Trial Event N Event N RR (95% CI) RR (96% Cl) % Weight
Stents <50% ,
ACME-1 21 115 34 112 —— 0.60 (0.35, 1.04) 8.05
ACME-2 18 51 20 50 —-— 0.88 (0.47, 1.67) 7.54
AVERT 25 177 1" 164 —-— 2.1 (1.04, 4.28) 7.14
MASS-1 35 142 12 72 | ——-— 1.48 (0.77, 2.85) 7.43
RITA-2 50 504 a7 514 : —-:; 1.08 (0.73, 1.62) 8.80
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D+L Subtotal (l-squared = 88.8%, p = 0.000) - 0.45 (0.29, 0.71) 61.05
I-V Subtotal O 0.54 (0.47, 0.62)
D+L Overall (l-squared = 87.1%, p = 0.000) < 0.64 (0.45, 0.92) 100.00
I-V Overall < 0.63 (0.56, 0.71)
Test for Interaction P = 0.003 !
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Bangalore S et al. Circulation 2020:0n-line



EXC E L SAQ - Angina Frequency SAQ - Physical Limitations
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SYNTAX
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STEMI: From PAMI to 23 RCTs of PCI vs. Lysis

N=7,739
12% ~
p=0.0002
10% { 9 30 P<0.0001 mLysis BPClI
D 8% -
E 6.8%
6% A
-
g P<0.0001 p=0.0002
Lu 4% -
e | 2.0%
’ 1.0% 1.0%
i "B "B Oy =B
0% -=
Death Reinfarction = Hemorrhagic Total
stroke stroke

Keeley, Grines. Lancet 2003;361:13-20



NSTEACS: Early Invasive vs. Conservative Strategies
8,375 pts randomized In 7 trials, mean 2-year FU
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Bavry AA et al. JACC 2006;48:1319-25



Who Are Appropriate Patients for PCl in the
Post-ISCHEMIA Era?

= Patients with stable CAD (after a heart team discussion for LM/MVD ds.)

« Left main disease: For improvement in survival

» Heart failure and reduced LVEF: For improvement in survival

» Extensive CAD: For improvement in event-free survival

« Symptomatic patients: For improvement in symptoms and quality-of-life
= Patients with acute coronary syndromes (NSTEMI and STEMI)

» For improvement in prognosis: Freedom from death and Ml



