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Cardiovascular Inflammation Reduction Trial (CIRT)
Methotrexate did not reduce MACE

No. at risk:
Low-Dose Methotrexate

Placebo

Cumulative Incidence

0.15

0.10

0.05

0.00

Low-Dose Methotrexate

t
.
o
o

o

.
.=' Placebo

Hazard ratio, 1.01 (95% ClI, 0.82-1.25), P=0.91

MACE
N (Incidence Rate
Per 100 person years)

170 (3.46) LD-MTX
167 (3.43) Placebo

0 1 2 3
Follow-up (years)

2391 1771 1193 621

2395 1745 1194 612
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Canakinumab
C

Anti-inflammatory Thrombosis Outcomes Study SlEs
(CANTQOS)

Post Ml . .
On Statin, ACE/ARB, BB, ASA First trial that showed that
N =17,200 Persistent Elevation an IL-1 inhibitor 1mproved
of hsCRP (>2 mg/L) outcomes post-Ml
Randomized Randomized Randomized
Canakinumab 150 mg Canakinumab 300 mg Placebo
SC g 3 months SC g 3 months SC g 3 months

Primary Endpoint : Nonfatal MI, Nonfatal Stroke, Cardiovascular Death

Secondary Endpoints: Total Mortality, New Onset Diabetes, Other Vascular Events

Exploratory Endpoints: DVT/PE; SVT; hospitalizations for CFH; PCI/CABG; Biomarkers 7



Trial Rationale -Canakinumab
Anti-inflammatory Thrombosis Outcomes Study

Prirrg(a:'rai/NEP ical Outcome Effects on MACE

C

CLEAR SYNERLY

e | CanakinumabsCg3months ________

Primary Endpoint

CV death, Ml or stroke
(per 100 person years)

HR 95%CI P

Secondary Endpoint
Primary + Unstable
angina requiring revasc

(per 100 person years) HR
95%CI P

Placebo
(N=3347)

4.5
1.0
(referent)
(referent)

5.1
1.00
(referent)
(referent)

50 mg
(N=2170)

4.1
0.93
0.80-1.07
0.30

4.6
0.90
0.78-1.03
0.11

150 mg

300 mg

(N=2284)
/ 3.9
0.85

0.74-0.98
0.021*

4.3
0.83
0.73-0.95

Q.oos*

(N=2263)
3.9 \
0.86

0.75-0.99
0.031

4.3
0.83
0.72-0.94

00044//

P-trend

The higher doses reduced CV

0.020 death, MI, or stroke by over 15%
during follow-up
When unstable angina requiring
revasc was added, there was nearly
a 20% reduction

0.003

*Statistically significant, adjusted for multiplicity, in accordance with the pre-specified closed-testing procedures
Ridker, ESC, 2017



C CLEAR SYNERGY OASIS 9 Trial

CLEAR SYNERGY

7000 patients diagnosed with Acute Myocardial Infarction (Ml) referred for PCI

v

SYNERGY stent recommended for use when available*

.

Randomized within 72 hours of PCI 2x2 Factorial

Colchicine Placebo

/\ Randomized /\

Spironolactone Placebo Spironolactone Placebo

Primary Outcome

Colchicine vs. placebo. Composite of CV death, MI, stroke or IDR
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CLEAR SYNERDLY

Background: Acute and Chronic CAD

COLCOT (N = 4745, MACE +, 301 events) LODOCO2 (N = 5522, MACE +, 451 events)
100+ 15 100+ -
Hazard ratio, 0.77 (95% Cl, 0.61-0.96) i ,
90— P—0.02 90— Hazard ratio, 0.69 (95% Cl, 0.57-0.83)
" ) P<0.001
g_\‘:_ 30 10- ) Elicsb_o — 30— 15 Placebo
g 704 pamn=t! &
—‘ =
S 60 o Colchicine § 10-
'G 5— » -' L) 60—
£ 504 . S Colchicine
o e £ 50
2 40- 5 = ) |
- 304 0 T T T T T | 2 404
g 0 7 14 21 28 35 42 &
=
L=J 20 § 304 0 I I I I ]
104 oo = - 0 12 24 36 48 60
_______1:_—._.---3-;:'—1- —
0 | 1 1 T | | 10— s
0 7 14 21 28 35 42 e
Months since Randomization 0+ T I | I !
0 12 24 36 48 60
No. at Risk . .
Placebo 2379 2261 1854 1224 622 144 0 Months since Randomization
Colchicine 2366 2284 1868 1230 628 153 0 No. at Risk
Placebo 2760 2655 1703 821 590 161
/‘,5»;};‘\‘ Population Health Colchicine 2762 2685 1761 890 629 166
A - .
\\"’??e‘,; Research Institute www.phri.ca
A HEALTH THROUGH KNOWLEDGE Tardif JC et al. NEJM 2019.

Nidorf M et al. NEJM 2020. 10
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CLEAR SYNERDY

CONVINCE (N = 3154, MACE+, 338 events)

Background: Cerebrovascular Disease

CHANCE3 (N = 8343, all stroke, 534 events)

100 )/ — Usual care alone group
/' —— Colchicine group
301
g %
9
c
§ 20
£
2 15-
s
2
€
S 104
> HR=0-84 (95% Cl 0-68-1-05)
p=0-12
0 I T | |
0] 20 40 60 80
Number at risk Follow-up (months)
Usual care alone 1575 1213 660 177 g
Colchicine 1569 1185 621 173 11

8

Cumulative incidence (%%)
i

6 i

2
Hazard ratio 0.98 (95% C1 0.83 to 1.16)
P=0.79
0 | | J
0 30 60 90
. Days since randomisation
No at risk
Colchicine
4176 3944 3923 2539
Placebo
4167 3937 3904 2531

CV death, stroke or Ml: HR 0.96 (95%CI 0.82 — 1.13)
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Kelly P et al. Lancet 2024.
Li J et al. BMJ 2024.
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DAY, Does Colchicine Increase Non-CV Death?

Meta-analysis

Non-cardiovascular death

Acronym Colchicine Comparator : :

or author Events/total (%) Events/total (%) Weight (GIV) Relative Risk (95% ClI)
LoDoCo02, 2020  53/2762 (1.9%) 35/2760 (1.3%)  60.6 % —-— 1.51 (0.99 to 2.31)
COPS, 2020 5/396 (1.3%) 0/399 (0.0%) 1.3 % @ 11.08 (0.61 to 199.77)
COLCOT, 2019 23/2366 (1.0%) 20/2379 (0.8%)  30.8 % —i—— 1.16 (0.64 to 2.10)
LoDoCo, 2013 5/282 (1.8%) 5/250 (2.0%) 7.3 % - 0.89 (0.26 to 3.03)
Totals: 86/5806 60/5788 100 % — 1.38 (0.99 to 1.92)

I° = 0.4%. Random effects model for overall effect, p = 0.060

| ; | |
03 1 5 20

Relative Risk (log scale)

/5%, Population Health
weZs Research Institute www.phri.ca
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> 4
- Rationale
« CLEAR started before the results of COLCOT

» Larger confirmatory trial with more power

* Replications of prior results are important for Class 1
indications in guidelines

" X -
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Ve . r
cLeam Srnesmoy Primary Objective

In patients with STEMI or large NSTEMI:

Does routine low-dose colchicine, compared to
placebo, reduce the composite of CV death, myocardial
infarction, stroke, or ischemia driven revascularization?

w#%4 Research Institute www.phri.ca
14




. - Baseline Characteristics
Colchicine Placebo
N=3528 N=3534
Mean Age 60.6 60.7
Female 20.5% 20.2%
STEMI 95.3% 94 .8%
NSTEMI 4.7% 5.2%
Diabetes 18.7% 18.3%
Prior Ml 8.8% 9.2%

//“v\ Population Health
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s Medications at Discharge
Colchicine Placebo
N=3528 N=3534
Aspirin 97.2% 96.3%
Clopidogrel 41.9% 42.4%
Ticagrelor 45.7% 44 5%
Prasugrel 10.8% 11.7%
ACE or ARB 77.9% 78.3%
Statin 96.6% 96.7%
SLGT2 inhibitor 3.1% 2.9%

16



C

et e Initial PCI Procedure
Colchicine Placebo
N=3528 N=3534

Bare metal stent 0.3% 0.2%
Drug-eluting stent 96.3% 95.8%
Angioplasty only 3.0% 3.4%
Number of stents (median) 1.0 1.0
Stent length (mm) mean 23.8 23.8
Stent diameter (mm) mean 3.2 3.1
Multivessel coronary disease 49.2% 49.3%

4 “ = -

:‘%& Research Institute www.phri.ca
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A? CRP was Reduced with Colchicine

12
11-| == N=1244, LSM(95%CI)=10.3 (9.4, 11.1)

10 N=1248, LSM(95%CI)=10.0 (9.2, 10.9)

—~ 9

= 8

cED 2? N=1419, LSM(95%CI)=4.3 (3.9, 4.6)

o 5

¥ 4

° :23 — Colchicine N=1384, LSM (95%Cl)=3.0 (2.6, 3.47)

11 — Placebo Mean Difference (95%Cl) = -1.3 ( -1.8, -0.7)
Baseline Month 3
Timepoint
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CLEAR SYNERGY

Primary Outcome of CV Death, MI, Stroke or

Ischemia Driven Revascularization
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Placebo

Colchicine
Colchicine placebo

HR 0.99 95% CI1 0.85-1.16
p=0.93
649 total primary outcome events

1 2 3 4 o]
Years of Follow—up
3526 3329 2688 1686 97 183 www.phri.ca
3534 3349 2683 1674 B5HYS 163 19



>4 .
. Results — Intention to Treat

Colchicine Placebo
(N=3528) (N=3534) HR 95% CI

(%) (%)
CV death, Ml, stroke or ischemia 9.1% 9.3% 099 0.85-1.16 0.93
driven revascularization
CV death 3.3% 3.2% 1.03 0.80-1.34
MiI 2.9% 3.1% 0.88 0.66-1.17
Stroke 1.4% 1.2% 1.15 0.72-1.84
Ischemia driven revascularization 4.6% 4.7% 1.01 0.81-1.17
CV death, Ml or stroke 6.8% 7.1% 0.98 0.82-1.17
All cause death 4.6% 5.1% 0.90 0.73-1.12
Non-CV death 1.3% 1.9% 0.68 0.46-0.99
/5% Population Health
i{‘%ﬁ';,! Research Institute www.phri.ca
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4
. Results — On Treatment

Colchicine Placebo

(N=3488) (N=3492) HR  95% Cl
(%) (%)

7.5% 7.5% 099 0.85-1.16 0.93

CV death, MI, stroke or ischemia
driven revascularization

CV death 2.7% 2.5% 1.04 0.80-1.35
M 2.3% 2.4% 0.89 0.67-1.18
Stroke 1.1% 1.0% 1.09 0.68-1.75
Ischemia driven revascularization  3.9% 3.8% 1.03 0.82-1.29
CV death, Ml or stroke 5.5% 5.7% 0.97 0.81-1.16
All cause death 3.4% 3.8% 090 0.70-1.15
Non-CV death 0.7% 1.3% 0.71 0.49-1.04
,‘/5‘}};‘\, Population He_alth
a‘\-‘%a.-,,! Research Institute www.phri.ca
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4
Y S Adverse Events

Colchicine Placebo

(N=3528) (N=3534)

(70) (70)

Serious Adverse

6.7% 7.4% 0.22
Events
Adverse Events 31.9% 31.7% 0.86
Serious Infection 2.5% 2.9% 0.85
Diarrhea 10.2% 6.6% <0.001

//“"\ Population Health
% 4’ Research Institute
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CLEAR SYNERGY

Outcomes
CVD/MI/Stroke/Revas
Age

Age>= 65
Age<65
Gender
Female

Male

GFR level
GFR>=60
GFR<60
Region

North America
Europe

Other region

//‘» »  Population Health
v‘ﬁﬁs‘ Research Institute

“ HEALTH THROUGH KNOWLEDGE

Colchicine
Count/Total (%)

322/3528(9.1)

140/1185(11.8)
182/2343(7.8)

72/725(9.9)
250/2803(8.9)

266/3237(8.2)
56/291(19.2)

96/1010(9.5)
216/2356(9.2)
10/162(6.2)

Placebo
Count/Total (%)

327/3534(9.3) +

135/1214(11.1)
192/2320(8.3) T

64/713(9.0) —T—

263/2821(9.3) =

279/3256(8.6)

48/278(17.3) —f—

95/1012(9. 47—1
221/2359(9.4)

111163(6.7) —

0 0.51

152 25
R (95% CI)

*HR at 1 year using a time-dependent Cox Model to account for the PH

assumption violation.

Forest plot of Primary Outcome in pre-specified subgroups (l)

Hazard Ratio P value-
(95% CI) Interacti

0.98 (0.84-1.15)
0.418

1.06 (0.84-1.34)

0.93 (0.76-1.14)
0.384

1.12 (0.80-1.57)

0.95 (0.80-1.13)
0.5

0.96 (0.81-1.13)

1.10 (0.75-1.62)
0.951

0.93 (0.11-7.66)

0.97 (0.81-1.17)

0.90 (0.38-2.13)

www.phri.ca
23



V2 Forest plot of Primary Outcome in pre-specified subgroups (ll)
S BT Colchicine Placebo Hazard Ratio P value fol
Count/Total (%) Count/Total (%) (95% CI) Interactior

Outcomes
CVD/MI/Stroke/Revas
Diabetes

Yes

No

Single/Multi-vessel status

Multi

Single

Ml Type

STEMI

NSTEMI

Dosing

Once daily (<70Kg)
Twice daily (>=70kg)
Once daily (>=70kg)
Covid Phase
Pre-covid

During covid

Post- covid

/5% Population Health
@7 Research Institute
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322/3528(9.1)

79/658(12.0)
243/2870(8.5)

192/1735(11.1)
130/1793(7.3)

310/3363(9.2)
12/165(7.3)

74/721(10.3)
110/1161(9.5)
138/1646(8.4)

100/998(10.0)
170/1773(9.6)
52/757(6.9)

327/3534(9.3) <+

85/645(13.2) —=
242/2889(8.4) 1

200/1742(11.5)
127/1792(7.1) 1

315/3350(9.4)
12/184(6.5) -

72/697(10.3) —t—
136/1137(12.0) —=—
119/1700(7.0)  +=—

125/991(12.6) —*
159/1799(8.8)  —+—
43/744(58)  ———
0 051 152 25

HR (95% Cl)

0.98 (0.84-1.15)
0.432

0.88 (0.65-1.20)

1.01(0.85-1.21)
0.745

0.97 (0.79-1.18)

1.02 (0.80-1.30)
0.741

0.98 (0.84-1.15)

1.13(0.51-2.52)
0.054

1.01 (0.73-1.40)

0.78 (0.61-1.00)

1.20 (0.94-1.54)
0.098

0.78 (0.60-1.02)

1.09 (0.88-1.35)

1.19 (0.79-1.78)

www.phri.ca
24
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L Conclusions

* Acute and long term colchicine did not reduce composite of CV
death, MI, stroke or ischemia driven revascularization

 (Colchicine was associated with an increase in diarrhea

 CLEAR is the largest trial of colchicine in acute M| with
substantially more events than prior trials

,‘/g},}‘\‘ Population Health

i % - -

“:"%'T 5 Research Institute Wwwphnca
‘W HEALTH THROUGH KNOWLEDGE
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K Implications

* The role of colchicine post myocardial infarction long term is
uncertain

(g% Population Health
@&) Research Institute www.phri.ca
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Spironolactone Factorial
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In Patients With Ml and CHF, Eplerenone Beneficial
EPHESUS (N = 6,632)

CL,&AE SYNERGY

40
351 RR 0.85; 95% CI0.75-0.96
g R _
> 30
o
:0_6’ 25 - .__P_Irilcfe'b_o_
)
£ 204
Q
-% 15— Eplerenone
=
E 104
-
O
5_
0 | | | 1 | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization
No. at Risk
Placebo 3313 3064 2983 2830 2418 1801 1213 709 323 99 2

o o
o o

Eplerenone 3319 3125 3044 2896 2463 1857 1260 728 336 110 0

All-cause mortality
/5% Population Health (1,032 events) H Hamilton McMaster

v‘ﬁ?“ Research Institute Egae',ﬁﬂes University
HEALTH THROUGH KNOWLEDGE Pitt B et al. NEJM 2019.
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CLEAR SYNERDLY

REMINDER (N =1,012)

Unclear if Routine MRA Beneficial Post-Ml

ALBATROSS (N = 1,603)

501 Eplerenone vs Placebo:
HR [95% CI] = 0.581 [0.449-0.753]
¥ 401 P =<0.0001
v~ 1 e S b o
= g Placebo
25 301 I
=} ?xlt s
L; P " Eplerenone
g5 20]
« 1
£E |
§ 107
0% T T T T
0 6 12 18 24
Months from Randomization
Number at Risk:
Eplerenone 506 257 215 86 1
Placebo 506 211 175 67 0

/4
%
§

DOSX
5»

CV death, HF, VT/VF, EF < 40%
or elevated BNP (241 events)

s Population Health

z#2 4 Research Institute

" 14
=l
S

HEALTH THROUGH KNOWLEDGE

1.0
Hazard ratio, 0.97 (95% Cl 0.73-1.28)
p=0.81
0.8 1 0.20 -
E 015
£ 0.6
o
o
> 0.10 A
(=}
E 041
o 0.05 -
0.2 H0.00
Standard Therapy
T o MRA regimen
0-0 - T T T T T
0 50 100 150 200
N at risk Days Since Randomization
Standard Therapy 801 687 669 645 273
MRA Regimen 802 705 683 660 183
Death, cardiac arrest, VT/VF, ICD
implantation, HF (193 events)
Hamilton  McMaster
Health University B=s
Sciences  ueairh sciences

Montalescot G et al. EHJ 2014.

Beygui F et al. JACC 2016.
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CLEAR SYNERDLY

Background

PARADISE-MI (N = 5661, CV death or HF)

20+
100 Hazard ratio, 0.90 (95% Cl, 0.78-1.04)
P=0.17
90- 154 Ramipril
{80~
§ 70 10- Sacubitril-valsartan
S 60+
%]
£ 504 5
)]
2 40+
(1]
= 30+ j I T T I T 1
€ 0 6 12 18 24 30 36
= 20-
@
10
O | | | | | |
0 6 12 18 24 30 36
Months since Randomization
No. at Risk
Ramipril 2831 2577 2318 1725 1091 570 278
Sacubitril- 2830 2614 2342 1732 1101 568 280
valsartan

EMPACT-MI ( N = 6522, death or HF)

A First Hospitalization for Heart Failure or Death from Any Cause

Percentage with Event

No. at Risk
Placebo
Empagliflozin

100~ 27 Hazard ratio, 0.90 (95% CI, 0.76-1.06)
ool 10 P02
80_' 8_
70 Empagliflozin
60- ®
50- 4
40- ]
30-
20_ o—l [ I | I [ I [ | 1
0 90 180 270 360 450 540 630 720 810
10-
0_ I | | | | | | | |
0 90 180 270 360 450 540 630 720 810

Trial Day

3262 3092 3044 2832 2486 2071 1556 1040 551 137
3260 3111 3060 2881 2532 2107 1566 1048 531 134

/A \ Population Health
9‘ Research Institute

=

HEALTH THROUGH KNOWLEDGE

Pfeffer M.A. et al. NEJM 2021.

Butler J et al. NEJM 2024.

Hamilton McMaster
Health University S
Sciences  neairn sciencis




C CLEAR SYNERGY OASIS 9 Trial

CLEAR SYNERGY

7000 patients diagnosed with Acute Myocardial Infarction (MI) referred for PCI

SYNERGY stent recommen"ded for use when available*

l

Randomized within 72 hours of PCI 2x2 Factorial

Colchicine Placebo
/\ Randomized /\
Spironolactone Placebo Spironolactone Placebo

Primary Outcomes
Spironolactone vs. placebo: 1) Co-primary 1. Composite of CV death or HF (total events)

2) Co-primary 2. Composite of CV death, HF, stroke or Ml

4=, Population Health Hamilton McMaster
we2Z2 Research Institute Health
%

=W HEALTH THROUGH KNOWLEDGE
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e Prima ry O bj ective

In patients with STEMI or large NSTEMI:

Does a routine spironolactoneompared to placebo long term
reduce i) CV death or new or worsening heart failure and ii)
CV death, MI, stroke or new worsening heart failure

,_/5‘;:;‘\,‘ Population Health Iﬂan?tilrfon McMaster
sl i ea University B
“\"?’T s> Research Institute 4 * Sciences  opiversit y

=W HEALTH THROUGH KNOWLEDGE
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CLEAR SYNERGY

Study Power and Follow Up

Study power: 84% power for a 31.5% RRR for a 6%

control event rate, co-primary 1 and 80% power for a
26%RRR for co-primary 2

Analysis: Intention-to-treat Cox proportional hazards
model, stratified by STEMI vs. NSTEMI and
spironolactone vs. placebo,

Sensitivity: On treatment analysis

Follow up: 99.4% in both groups

4= Population Health Hamilton N\[cMaster

we=2! Research Institute Health University

\"‘w Sciences  weairn sciences %
¥ HEALTH THROUGH KNOWLEDGE




oreaEr Baseline Characteristics
Spironolactone Placebo
N=3537 N=3525
Mean Age (years) 60.9 60.4
Female 21.5% 19.2%
STEMI 95.3% 94.9%
Killip > 2 at presentation 0.7% 0.7%
Anterior STEMI 39.0% 39.3%
Previous heart failure 0.7% 1.0%




e Medications at Discharge

Spironolactone Placebo
N=3537 N=3525

Aspirin 96.6% 96.9%
Clopidogrel 42.4% 41.9%
Ticagrelor 45.1% 45.0%
Prasugrel 11.1% 11.4%
ACE or ARB 77.6% 78.7%
Statin 96.4% 96.9%
SLGT2 inhibitor 3.2% 2.8%



< Co-Primary 1 Outcome of CV Death or New or
Worsening Heart Failure

N | —— Spironolactone
— Spironolactone placebo
<
~ 0 |
3 v HR 0.89 95% CI1 0.73-1.08
C
o p=0.23
g o | 403 total co-primary outcome events
o
=
©
-]
E 0
>
@)
o
[ [ [ [ [ [
0 1 2 3 4 )
Years of Follow—-up
No. at Risk

_— ) Spironolactone 3537 3422 2788 1778 704 183 .
(5, Population Health  g[LCl0 3525 3392 2785 1754 735 194 Hﬂig?t"ﬁ”‘ McMaster

r e el i a Universit
e Research Institute Sciences  ooversit y

HEALTH THROUGH KNOWLEDGE




A? ___ Co-Primary 2 Outcome of CV Death, Ml, Stroke or New or
Worsening Heart Failure

N —— Spironolactone
— Spironolactone placebo
Q v
O <
c
)
O
&)
S o _
GJ <
=
©
E o - HR 0.95 95% CI 0.80-1.12
o X p=0.52
574 total co-primary outcome events
o
I I I I I I
0 1 2 3 4 )
_ Years of Follow—up
No. at Risk

SPironolactone 3537 3365 2712 1721 681 173
/‘/“»;:;\' Population Health P acebO 3525 3331 2707 1695 707 184 f * Hamilton MCMaSteI‘

e i Health University 228
“\‘ttf""" Research Institute gealth _ Universit Z
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CLEAR SYNERGY

(N=3537)

Placebo
(N=3525)

HR

Results - Intention to Treat

Spironolactone

95% CI

Co — primary 1. CV death or new or

(70)

(%)

worsening heart failure 1.7% 2.1% 0.89 0.73-1.08 0.23
CV death 3.2% 3.3% 0.98 0.76-1.27
Recurrent Ml 3.0% 3.0% 0.99 0.75-1.29
Stroke 1.4% 1.2% 1.21 0.81-1.83
New or worsening heart failure 1.6% 2.4% 0.69 0.49-0.96
Significant arrythmia 0.6% 0.5% 1.18 0.62-2.24
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CLEAR SYNERGY

Results - On Treatment

Spironolactone Placebo
(N=3483) HR 95% CI

(N=3497)

(%) (%)
Co —primary 1: GV death or new or 1.5% 20% 079 0.63-1.00 0.047
worsening heart failure
Co —primary 2: CV death, Ml stroke 5 g,/ 72%  0.83 0.69-1.00 0.046
or new or worsening heart failure
CV death 2.3% 2.9% 0.84 0.62-1.12
Recurrent Ml 2.0% 2.6% 0.80 0.58-1.09
Stroke 1.0% 1.0% 1.06 0.66-1.68
New or worsening heart failure 1.3% 2.0% 0.67 0.46-0.98
Significant arrythmia 0.5% 0.5% 1.15 0.57-2.29
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e Adverse Events
Spironolactone Placebo
(N=3537) (N=3525)
(%) (%)
Serious Adverse Events 7.2% 6.8% 0.54
HlyperK.+ Iea_dlng to study drug 11% 0.05% 0.01
discontinuation
Gynecomastia 2.3% 0.5% <0.001
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CLEAR SYNERGY

Forest Plot of Co-Primary 1 in Pre-Specified Subgroups

Spironolactone Placebo Hazard Ratio P value for
Count(Rate) Count(Rate) (95% ClI) Interaction

Co-Primary 1:(total event

RVDINew or Worsening H 183 (1.72) 220 (2.07) - 0.89 (0.73-1.08) 0.248

ge .

Age>= 65 114 (1.07) 127 (1.19) —a— 0.97 %0 75-1. 25;

Age<65 69 (0.65) 93 (0.88) —— 0.74 (0.54-1.02

Gender 0.934
Female 49 (0.46) 56 (0.53) —— 0.93 §0 .63-1.37)

Male 134 (1.26) 164 (1.54) — 0.86 (0.68-1.09)

Mi type 0.45
Anterior STEMI 83 (0.78) 114 §1 .07; —=— 0.80 §0 .60-1.07)

Other 111 (1.04) 123 (1.16 —.— 0.92 (0.71-1.19)

Baseline serum Potassium level 0.329
Potassium>=4 mmol/L 101 (0.95) 110 (1.04 —4— 0.98 %0 T4~ 1.29;

Potassium<4 mmol/L 82 (0.77) 110 (1.04 —=— 0.80 (0.60-1.07

History of Hypertension 0.329
Yes 106 (1.00) 142 (1.34) —-— 0.82 ?0 .63-1.07)

No 77 (0.72) 78 (0.73) —— 0.99 (0.72-1.36)

GFR level 0.157
GFR>=60 132 (1.24) 170 (1.60) —= 0.82 %0 .65-1.03)

GFR<60 51 (0.48) 50 (0.47) —p— 1.06 (0.71-1.59)

Covid Phase 0.022
pre—covid 73 (0.69 72 (0.682) T 1.16 (0.83- 1.62%

During covid 87 (0.82 108 (1.02) —= 0.84 (0.63-1.12

post- covid 23 (0.22 40 (0.38) —— 0.59 (0.34-1.00)

Region 0.18
North America 49 (0.46 49 (0.46g —— 0.99 (0.65- 1.49;

Europe 126 (1.19) 154 (1.45) - 0.89 (0.70-1.14

Other region 8 (0.08) 17 (0.16) —_ 0.53 (0.23-1.24)

005115225
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C Forest Plot of Co-Primary 2 in Pre-Specified Subgroups

CLEAR SYNERGY

Spironolactone  Placebo Hazard Ratio P value for
Count/Total (%) Count/Total (%) (95% Cl) Interaction
Co-Primary 2: sFII'St event)
gVDIMIIStroke New or Worsening HF  280/3537(7.9) 294/3525(8.3) -r 0.95 (0.80-1.12) 0.326
e .

Age>= 65 133/1233(10.8)  146/1166(12.5) ~+ 0.86 (0.68-1.09)
gge<§5 147/2304(6.4) 148/2359(6.3) —+— 1.02 (0.81-1.28) 0.888

ender .
Female 71/760(9.3) 65/678(9.6) T 0.96 {0 .68-1. 34;
Male 209/2777(7.5) 229/2847(8.0) 0.94 (0.78-1.13 0.701
MI type .
Ante¥i%r STEMI 116/1315{8 8; 128/1315{9.7 —_I 0.91 {0 g1-1. 17;
Other 174/2366(7.4 185/2323(8.0 0.92 (0.75-1.13
Baseline serum Potassium level 0.483
Potassium>=4 mmol/L 138/1777{7 8; 154/1 789{ - 0.89 EO T1- 2;
Ili’lotassium;ilmmol/L 142/1760(8.1 140/1736(8.1 —4— 1.00 (0.79-1.27 0.411

istory of Hypertension .
AR CWERD T meEd
No —
GFR level 0.734
GFR>=60 227/3250(7 0) 243/3243(7 5) T 0.93 {0 78-1. 12;
gFR'T:IGgh 53/287(18.5) 51/282(18.1) 1.01 (0.69-1.48 0.211

ovi ase .
pre—covid 100/991(10.1 91/998(9.1) —-— 1.11 (0.83-1.47
post-covid. RO L — 0.71(0.47-107

ost- covid —— ) A7-1.

egion 0.238
Norgth America 80/1009(7.9) 82/1013(8.1) I 0.97 }0.71 -1 .31;
Europe 192/2366(8.1) 195/2349(8.3) 0.98 (0.80-1.20
Other region 8/162(4.9) 17/163(10.4) —_ 0.46 (0.20-1.08)
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s e Conclusion

* Routine spironolactone post Ml did not reduce either co-
primary outcome

* There was a reduction in heart failure
* On treatment analysis suggests potential benefit

* Qutcomes have improved remarkably over the last 20 years
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L Conclusions

* Routine spironolactone post M| did not reduce either co-
primary outcome

* There was a reduction in heart failure
* On treatment analysis suggests potential benefit

* Qutcomes have improved remarkably over the last 20 years
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