U1046 /| UMR9214 GRCI
-ZHYESIOLOGIE 2021

DECINE EXPERIMENTALE
COEUR MUSCLES
L
S
o
e?)

i Inserm

@Q

¢ ey
Froms e to health &O @’\\Q’

& Inflammatlon dans les pathologlesg

QJ

La science pou I t

Pr Frangois Roubille

Cardiology Intensive Care Unit
francois.roubille@gmail.com

MONTPELLIER UNIVERSITE D'EXCELLENCE



Conflits d’interét

&
0‘;\\
<
Q’z’&e}\
\QQ}
L
\\00
Aff|||at|onIF|nar1>e°i?aI Relationship Company
/\0\5@ N
. Grant/ReseagQ@h Support * Servier, Medtronic, Astra-Zeneca, LVL, Eole Santé, &ir
liquide, Resmed, ISIS &
* Consultin @Fees /MHonoraria Medt N ti AZ |V|SD Acteli Abb@%t
* MajorS &9ck Shareholder/E quity edtronic, Novartis, ctelion,
0 <&
. Roy;{‘}ﬁy Income . 0 &
. O'@Qﬁershlp/Founder oc’;\‘o
© % 0 ob
* Jntellectual Property Rights &
Q/ i 0 \‘@«

Other Financial Benefit <°




Atherosclerosis is at least partly an inflammatory disease...
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Aptiinflammatory Therapy with =~

Canakmumab for Atherosclerotic DlSﬁﬁSG
c> \\oo
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CANTOS: results
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A Primary End Point with Canakinumab, 50 mg, vs. Placebog\@' B Primary End Point with Canakinumab, 150 mg, vs. Placebo d.i
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Antiinflammatory Therapy with Canakinumab for Atherosclerotic Disease.



CANTOS: adverse effects

Table 3. Incidence Rates and Numbers of Serious Adverse Events and Selected Safety Laboratory Data During Treatment, Stratified According to Trial Group.*
.\W
Placebo Group &
Adverse Event or Laboratory Variable (N=3344) \(\\Q’ Canakinumab P Value
X
QQ'OJ For Trend For Combined
\@\\ 50-mg Group 150-mg Group 300-mg Group All Doses across Doses ~ Dose Groups
Qq,(\ (N=2170) (N=2284) (N=2263) (N=6717)  vs. Placebo vs. Placebo
Event — incidence rate per 100 person-yr @QJ
(no. of patients with event) @
Any serious adverse event ‘,\\00 11.96 (1202) 11.41 (741) 11.71 (812) 12.33 (836) 11.82 (2389) 0.43 0.79
Any serious adverse event of infection b\)c’ 2.86 (342) 3.03 (230) 3.13 (258) 3.25 (265) 3.14 (753) 0.12 0.14
Cellulitis Q«O 0.24 (30) 0.24 (19) 0.37 (32) 0.41 (35) 0.34 (86) 0.02 0.09
Pneumonia ,@@ 0.90 (112) 0.94 (74) 0.94 (80) 0.99 (84) 0.95 (238) 0.56 062
Urinary tract infection <° 0.22 (27) 0.18 (14) 0.24 (21) 0.20 (17) 0.21 (52) 0.84 0.8
Opportunistic infectiont ¢’ 0.18 (23) 0.16 (13) 0.15 (13) 0.20 (17) 0.17 (43) 0.97 78
P 00 4 4 a) a) 4 \'

Any canceri O ) i i
| Fatal cancer; & 0.64 (81) 0.55 (44) 0.50 (44) 0.31 (27) 0.45 (115) <0 0.02 |
Lrnier dUVEQé\CVC”l @0
ln,ecQS«\-s.te reaction? 0.23 (29) 0.27 (21) 0.28 (24) 0.30 (26) 0.28 (71) C}\O‘\ 0.49 0.36
Itis 3.32 (385) 2.15 (164) 2.17 (180) 2.47 (201) 2.26 ( 5458’0 0.002 <0.001
Qqﬁ\ Osteoarthritis 1.67 (202) 1.21 (94) 1.12 (95) 1.30 (109) 1.21 (;gt) 0.04 <0.001
V' Gout 0.80 (99) 0.43 (34) 0.35 (30) 0.37 (32) 0. 3\@96) <0.001 <0.001
Drug-induced liver injuryt 0.18 (23) 0.15 (12) 0.13 (11) 0.05 (4) A1 (27) 0.004 0.05
Leukopenia 0.24 (30) 0.30 (24) 037 (32) 0.52 (44) &2 0.40 (100) 0.002 0.01
Neutropenia 0.06 (7) 0.05 (4) 0.07 (6) 0.18 (15) @  0.10(25) 0.01 0.17
Any hemorrhage 4.01 (462) 3.33 (249) 4.15 (327) 3.82 Qg‘ﬁ 3.78 (877) 0.94 0.31
Thrombocytopenia 0.43 (53) 0.56 (44) 0.54 (46) 0. g%o 0.60 (150) 0.02 0.03
Hepatic variable — percent of patients with
condition (no.) \:\o
Alanine aminotransferase >3x normal value 1.4 (46) 1.9 (42) 1.9 (44) QQ.O 2.0 (45) 2.0 (131) 0.19 0.06
Aspartate aminotransferase >3x normal value 1.1 (36) 1.5 (32) 15 (359 1.5 (34) 1.5 (101) 0.30 0.11
Alkaline phosphatase >3x normal value 0.4 (15) 0.5 (11) 0.4@) 0.5 (12) 0.5 (33) 0.67 0.82
Bilirubin >2x normal value 0.8 (26) 1.0 (21) 0.9’(15) 0.7 (15) 0.8 (51) 0.34 0.83
Ridker PM, et al.

Antiinflammatory Therapy with Canakinumab for Atherosclerotic Disease.
N Engl J Med. 2017 Sep 21;377(12):1119-1131.



Colchicine: an old wine in a new bottle?

Colchicum autumnale
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Roubille F, ..., Tardif JC.
Colchicine: an old wine in a new bottle?

Antiinflamm Antiallergy Agents Med Chem. 2013;12(1):14-23.
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Efficacy and Safety of Low-Dose Colchicine &
after Myocardial Infarction &
S
Jean-Claude Tardif, M.D., Simon Kouz, M.D., David D. Waters, M.D., @Q@
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COLCOT: Design. POPULATION

Post-Ml <30 days.

Treated accagdmg to national guidelines
Completed&ny planned revascularization
a@s?oaated with qualifying Ml

<‘ Medically stable condition

Randomization
1:1

Colchicine 0. 5 mg QD

Primary endpoint: CV death, resuscitated cardiac arrest, Ml, stroke or 1:igent
hospitalization for angina requiring coronary revascularization

Q\‘@
@Q’Q

Secondary endpoints: Components of primary; total mortaﬁfy, composite of CV death,
resuscitated cardiac arrest, Ml and stroke

y . i
Exploratory endpoints: Deep Venous Thrombosis or Pulmonary Embolus, Atrial
Fibrillation, Heart Failure Hospitalization, Coronary revascularization




Primary efficacy endpoint  COLCOT
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CV death, regﬁsmtated cardiac arrest, MI,
- stroke, ulggent hospitalization for angina
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g ,«O\Q) _— — @*8\@
= .@9 —— N
g '@")@Q\ — I'J-'- \@e’
= - @Q}
S 06~ -~ ¢
) <
: %
o o &
&K= &
© U "f 6\}
o 3 -~ Q,Q'\O
P S 2
! e
]
Az ‘%Ge"’
0 -{’ 1 ] 1 1 \o‘Ke ]
0 7 14 21 oﬁg 35 42
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Colchicine 2366 2284 1868 1230,]9‘1/ 628 103 0
Placebo 2379 2261 1854 1224 622 144 0




Primary efficacy endpoint <« COLCOT

15 RZ
6\
CV death, resﬁsatated cardiac arrest, MI,
- stroke, ul,;g\ent hospitalization for angina
X ¢ 125
< reqmrlng revascularization (ITT)
8 =
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= 9- &
; «O@ —_ - \éé’\@
w & — 5 s ;4\(\
2z & b i Colchicinge
E &6%- Qfo&
= RS
& &
= &
\©® U b\}
QQI 3.1
¥ HR = 0.77 (95% CI@&I 61-0.96)
P=0.02 &
‘<'o®
0 <
0 7 14 21 \{-"?‘Bo 35 42
O
Time since randomizat;gﬁ (months)
No. at Risk @
Colchicine 2366 2284 1868 123060 628 153 0

Placebo 2379 2261 1854 12247 622 144 0




Major Clinical Outcomes_ +COLCOT

&
Clinical Outcome \@@é&é Colchicine Placebo Hazard Ratio P
Intent-to-treat population QQ’b&Q} N=2366 N=2379 (95% CI) Value
Primary composite endp(z\ﬁfno. (%) 131 (5.5%) 170 (7.1%) 0.77 (0.61-0.96) 0.02
CV death - no. (%) QQ & 20 (0.8%) 24 (1.0%) 0.84 (0.46-1.52)
Resuscitated ca@rdi%\z arrest - no. (%) 5(0.2%) 6(0.3%) 0.83 (0.25-2.73) \(@8\@
MyocardlaLﬁfarctlon no. (%) 89 (3.8%) 98 (4.1%) 0.91 (0.68-1. 21) %\
Stroke, &no (%) 5(0.2%) 19(0.8%) 0.26 (0.10-0. 7@\
Ur&nt hospitalization for angina 25(1.1%) 50 (2.1%) 0.50 (0.3 ]@@ 81)

%Qrequmng revascularization - no. (%) /\00 ‘Q’Q
®‘b®¢\®%,

Secondary composite endpoint - no. (%) 111 (4.7%) 130 (5. 5@5” 0.85 (0.66-1.10)
Death - no. (%) 43 (1.8%) 44 @/\%%) 0.98 (0.64-1.49)

DVT or pulmonary embolus - no. (%) 10 (0. 4%) ,\@ (0.3%) 1.43 (0.54-3.75)
Atrial fibrillation - no. (%) 36 (1. 5%) 40 (1.7%) 0.93 (0.59-1.46)




Primary efficacy endpoint -~ COLCOT
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CV death, resﬂsatated cardiac arrest, MI,
stroke, uyggent hospltallzatlon for angina

Q
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P \00
= Sy Placebo
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P=0.004 &
&
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. L3 . L &o
Time since randomlzaggn (months)

No. at Risk @

Colchicine 2260 2197 1791 1169 o 601 140 0

Placebo 2270 2169 1778 1173V 596 135 0



Total (First + Recurrent)
Primary Eﬂﬂpomt Events (ITT)

COLCOT

Sl

,,,Q
K
Endpoint / Model .sz Colchicine Placebo | Hazard / Rate
&
& N=2366 | N=2379 |Ratio (95% CI)

Total number of Qg&?nary 154 223

endpoint event\so J\O’@
Rate of prlr@ary endpoint 0.29 0.42 \Q}\?JQ’
events p@eﬁ 00 patient-months Dqé

'Qz
Negéﬁ‘ve binomial model 0.66\@@.5 1;0.86)
i
Sﬁndersen-Glll model | 8969 (0.54; 0.88)
Wei-Lin-Wessfeld model It event 2971077 (0.61; 0.96)
é@
Wei-Lin-Wessfeld model 2nd event OJ@%@ 0.73 (0.48; 1.11)
Kd\
Wei-Lin-Wessfeld model 31 event ° 0.64 (0.37; 1.10)
G\
Wei-Lin-Wessfeld model Average @C’Q‘ 0.77 (0.61; 0.96)




Advgrse events ‘COLCOT

Safety population \&?olchlcme (N=2330) Placebo (N=2346) P Value
Any related AE - no. (%) ‘\@\\@& 372 (16.0%) 371 (15.8%) 0.89
Any SAE - no. (%) @eQ(b{\ 383 (16.4%) 404 (17.2%) 0.47
Gastro-intestinal AE - no. @8 408 (17.5%) 414 (17.6%) 0.90

Gastro-intestinal SAE <°n0 (%) 46 (2.0%) 36 (1.5%) 025
Diarrhea AE - no&&%) 225 (9.7%) 208 (8.9%)

Nausea AE - gﬁ’ (%) 43 (1.8%) 24 (1.0%)
Flatulencg@AE no. (%) 15 (0.6%) 5(0.2%)

GI haeinorrhage AE - no. (%) 7 (0.3%) 5 (0.2%) &

C)\ﬂ
otocti A

R ,
#° Pneumonia SAE - no. (%) 21 (0.9%) 9 (0.4%) Q)«‘Z’Q

Septic shock SAE - no. (%) 2 (0.1%) 2 (0. 19_/0

HF hospitalization - no. (%) 25 (1.1%) 12@ 7%) 0.21
Cancer - no. (%) 43 (1.8%) & 6‘46 (2.0%) 0.77
Anemia - no. (%) 14 (0.6%) OQ’O\Q 10 (0.4%) 0.40
Leukopenia - no. (%) 2 (0.1%) q§1’\© 3 (0.1%) 0.66

Thrombocytopenia - no. (%) 3 (0.1%) 7 (0.3%) 0.21
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Pg‘otocol

Patients aged 35@— 82 years with proven coronary
dlseage Cllnlcally stable >6 months

No advanced rg«nal disease, heart faiJure or severe valvular heart disease

Colchicine Placebo

Primary endpoint: Composite of CV deat.,,hf MlI, ischemic
stroke or ischemia-driven coronary g;e°§lascularization

o\
Planned to begin close-out 12 months after the IasbBartlupant had been randomized*
* If 331 primary events had accrued — sufficient to deteeﬁbqa 30% effect of therapy with 90% power

ESC Congress 2020
The Digital Experience Nidorf SM et al. N Engl ] Med 2020 Aug 3|



LODOCON®2
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Enrolled
91.3% To@lé‘?zated open label therapy

@

N\
,QO
. s\\QJ :

Rahdomlzed

éQﬂf’ollowed for a median of 29 months (12-64 months) \\o@

90. 3% in each arm continued their trial medlcatlon {\

Close-out <

Began on December 4, 2019; Ended Feﬁruary 17, 2020
99.9% Final, end point status knowns”

ESC Congress 2020
The Digital Experience Nidorf SM et al. N Engl ] Med 2020 Aug 3|



Loboco¥ee
Prlmary endpoint

Cardiovascular death, I;;ﬁyocardlal infarction, ischemic stroke or
ischemia-given coronary revascularization
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< .
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< - @
(%) Q;%
& s
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%b ‘S @
&o‘\’“ 10 6@’
C)\« (] Q
& £ &
o S
© £ S
‘L\ > Q,Q‘
P € s &
O S
&
@‘f\
0 AN
0 12 24 36 a% 60
Months since Randomization %b*
No. at Risk &oo
2760 2655 1703 821 ng 590 161
o
©
o
S
ESC Congress 2020

The Digital Experience Nidorf SM et al. N Engl ] Med 2020 Aug 31



LopoccN®2

Prlmary endpoint

Cardiovascular death, myocardlal infarction, ischemic stroke or

ischemia-given coronary revascularization

<
()
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\oo
20
g}%zard ratio, 0.69 (95% Cl, 0.57-0.83), P<0.001
A 5% 264 placebo vs 187 colchicine &
o.° ’ ‘{\\_@
@& > Qié\\
&2 4
&3 Placebo &
o 3] @
&o‘\’“ 10 6@(\
ch‘O\« g &
© ) ob\}
"]:\ =) e o Q‘
S E 5 Colchicine &
O S
'@6
é’f\
0 N
0 12 24 36 . 60
Months since Randomization %&

No. at Risk &oo

2760 2655 1703 821 o 590 161

2762 2685 1761 890 & 629 166

©
S
ESC Congress 2020

The Digital Experience

Nidorf SM et al. N Engl ] Med 2020 Aug 31



LODOCOY®2

Serious adverse events

& Colchicine Placebo

{\ (N = 2762) (N = 2760)

Non-cardiovascular death? 53(1.9) 35(1.3)

(\@Q
Diagnosis of new c&aﬁocer 120(4.3) 122(4.4)
© &
Hospitalizatig# for infection 137(5.0) 144(5.2)
.\\@& (‘\\Q}\
&O Q,Q(b
Hospifbaﬁ’zation for pneumonia 46(1.7) 0@'“”‘QSS(Z.O)
C?Q \\,.cj\\o
\© Kob
Hb&spitalization for gastro-intestinal reason 53(1.9) &O&Q@Q 50(1.8)
g
Neutropenia 3(0%1) 3(0.1)
&
<>
Myotoxicity @ép‘ 4(0.1) 3(0.1)
&

ESC Congress 2020
The Digital Experience Nidorf SM et al. N Engl ] Med 2020 Aug 3|
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COLCOT
Les pa&tlents avec profil mflammatoue
< en tirent encore plus proflt
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Prlmary efficacy endpoint (DIABETES)

«COLCOT

|CV death, resusc1tated cardiac arrest MI,

"7 stroke, urgent hﬁspltallzatlon for angln@| Placebo
£ 18- requlrln%@evascularlzatmn (ITT), -
S 14 & -
g .
A=
D)
£ &
N =
= Colchicine
k= &
a
= $°
(19‘59) QQ"Ob
HR =0.65 (95% @I 0.44-0.96)
®¢‘

0 I I |

Time since randomm%itlon (months)

No. at Risk ‘1/
Colchicine 462 439 343 236 126 34
Placebo 497 464 366 241 123 22

42



COLCOT-T2D - Study design «COLCOT-T2D

6\
Type 2 Diabetes (n=10,000 patients)
\Anthﬁut known coronary disease

&
5

| TPeated according to national guidelines I

@ )
S &
'@%’ \\(,\\'
QO &

& = ; &°
b@@‘ Colchicine 0.5 mg Placebo &
< daily daily &
O\” .00
& e
QQQ’\ «‘Z’Q’\o

Primary composite endpoint: Time to first of CV death ‘Bardiac arrest, M,
stroke, or urgent hospitalization for angina requiring cgfonary revascularization

\Q
<O

®

Secondary endpoints: Cancers; cognitive irqp‘girment and dementia;
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La colchicine pour quels patients?
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Colchiciné for Secondary Cardlovascular@
Prevemlon in Coronary Disease

Roubille F, Tardif JC.
Colchicine for Secondary Cardiovascular Prevention in Coronary Disease.
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Age, y 218 18-85 35-82
Acute coronary < 30 days postmyocardial infarction 8\\0'3:951 Stable CAD Mo event in the past 6 mo
syndrome N

Q
Coronary artery Myocardial infarction o}\ =30% luminal stenosis in epicardial vessel of Invasive or CT coronary angiography
disease ‘Q@’Q) >2-5 mm diameter by angiographic assessment | Coronary artery calcium score > 400 U
Median follow- 226 <'\\0 12 286
up, mo >

Components of the
primary end point

cardiovascular death,_g®iac arrest, myocardial
infarction, stroke, gent hospitalization for
angina requiripg@ﬂronary revascularization

X

death, acute coronary syndrome, ischemia-
driven urgent revascularization, or stroke

revascularization

cardiovascular death, myocardial infarction,
ischemic stroke, or ischemia-driven coronary

N
Primary efficacy 131 (5,5)89 70(7.1)] 0.77 0.02 24 38 0.64 0.08 187 (6.8) 264(9.6)| 0.69 <0.001
end point, n (%) QO (0.61-0.96) (0.38-1.09) (0.57-0.83)
Mortality @&Q’Y
3
All-cause 0\33 (1.8) 44(1.8) | 0.98 8 1 8.2 0.047 73(2.6) 60(2.2) | 1.21
mortality death,, (0.64-1.49) (1.03-65.61) (0.86-1.71)
n (%) l‘e’o)
CV deadPh (%) | 200.8) | 24(1.0) | 084 3 1 31 2007 | 2509 | 080 o
R @ (0.46-1.52) (0.32-29.71) | (0.48-1.42) . \0\\
N
&Q}m CVdeath, | 23(1.0) 20(0.8) 5 0 0.023 | 53(1.9) 35(1.3) | 1.51 Q{b{\
&N (%) (0.99-2.31) gqr
N
'\0 Components of the composite primary end point, ITT population ((\0
\‘\ N
Q.O Deaths due to Mot included among primary end point 8 1 8.2 0.047 | Not included among primary end po&VQQ\
@0 any cause (1.03-65.61) ]S
‘-l:\ CV death, n (%) | 20(0.8) 24(1.0) | 0.84 Not included amaong primary end point 20(0.7) 25(0.9) 0.8%*0
(19 (0.46-152) &)&44 A44)
Resuscitated CA, | 5(0.2) 6(0.3) | 0.83 Not included among primary end point Not included amonp\@%ary end point
n (%) (0.25-2.73) .
ML, n (%) 89(3.8) 98 (4.1) | 0.9 Not included amang primary end point 83(3.0) ck'%’(tll) 0.70 0.01
(0.68-1.21) & P (0.53-0.93)
ACS Not included among primary end point " 20 0.56 013 Not.i\@ded among primary end point
0.27-1.18) A\o
Stroke, n (%) 5(0.2) 19(0.8) | 0.26 2 5 0.41 0.28 \ﬁ 6 (0.6) 24(0.9) | 0.66 0.20
(0.10-0.70) (0.08-2.10) N O (0.35-1.25)
o
UHARCR or 25(1.1) 50(2.1) | 0.50 3 12 0.26 37* | 135(4.9) 1776.4)| 0.75 0.01
unplanned (0.31-0.81) (0.0?—0.92@_3(9 (0.60-0.94)
revascularization, N
n (%) ,..Qq’
Selected secondary end points Z
DVTor PE, n (%) | 10(0.4) 7003 | 1.43 NA 17 (0.6) 16(0.6) | 1.06
(0.54-3.75) (0.53-2.10)
Atrial fibrillation 36(1.5) 40(1.7) | 0.93 NA 126 (4.6) 148(5.4)| 0.84
(and flutter in (0.59-1.46) (0.66-1.07)

LoDoCo2), n (%)




. 18-85

35-82

Age, y >18 @
Acute coronary < 30 days postmyocardial infarction \éo yest Stable CAD No event in the past 6 mo
syndrome &
&
Corenary artery Myocardial infarction \\Q,e' >30% luminal stenosis in epicardial vessel of Invasive or CT coronary angiography
disease &0 >2-5 mm diameter by angiographic assessment | Coronary artery calcium score > 400 U
(o
Median follow- 226 2R 12 286
up, mo 1\:0(0

Components of the
primary end point

. A\ .
cardiovascular degfdy cardiac arrest, myocardial
infarction, strol é}-\or urgent hospitalization for
angina requghg coronary revascularization

death, acute coronary syndrome, ischemia-
driven urgent revascularization, or stroke

cardiovascular death, myocardial infarction,
ischemic stroke, or ischemia-driven coronary
revascularization

Primary efficacy 131 (5.@Q 170(7.1)| 0.77 0.02 24 38 0.64 0.09 187 (6.8) 264 (9.6)| 0.69 <0.001
end point, n (%) n\\‘,@ (0.61-0.96) (0.38-1.09) (0.57-0.83)
AQO
Mortality ‘. | (‘\@}
All-cause ) 43 (1. 44 (1.8 ; 1 g .047 7 1.21 <
mortality da\mrﬂ, (0.64-1.49) (1.03-65.61) (0.86-1.71)| ‘?}\0
n(%) <@ &
, N (Yo s i i
00 (0.46-1.52) (0.32-29.71) (0.44% (.Stl)
Non CV death, 2301.0) 20(0.8) 5 0 0.023 | 53(1.9) 35(1.3) |,
n (%) 390.99-2.31)
OmMPOoNEeNts OT the COMPOSITE primary end pPoint, 111 population ES
N\
Deaths due to Not included among primary end point 8 1 8.2 0.047 | Not included\ﬁhong primary end point
any cause (1.03-65.61) S
CV death, n (%) | 20(0.8) 24(1.0) | 0.84 Not included among primary end point 20 ({\1{@? 25(0.9) | 0.80
(0.46-1.52) 2 (0.44-1.44)
S
Resuscitated CA, | 5(0.2) 6(0.3) 0.83 Not included among primary end point .\\\_‘9\01 included among primary end point
n (%) (0.25-2.73) &
MI, n (%) 89(3.8) 98(4.1) | 0.91 Not included among primary end poinj&o\)9 83(3.0) 116 (4.2)| 0.70 0.01
(0.68-1.21) N (0.53-0.93)
-
ACS Not included among primary end point 1 20 0.56 CQQ 0.13 Not included among primary end point
02001.18)
Stroke, n (%) 5(0.2) 19(0.8) | 0.26 2 5 q@-lﬁ 028 16 (0.6) 24(09) | 0.66 0.20
(0.10-0.70) (0.08-2.10) (0.35-1.25)
UHARCR or 25(1.1) 50(2.1) | 0.50 3 12 0.26 0.037* | 135(4.9) 177 (6.4)| 0.75 0.01
unplanned (0.31-0.81) (0.07-0.92) (0.60-0.94)
revascularization,
n (%)
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In conclusion, colchicine at a dose of 0.5 mg once
daily reduces inflammasome activation and neutrophil
degranulation and gdwers the risk of ischemic cardio-
vascular events zbt)th in patients with a recent Ml and
in those wm@«ﬁable chronic coronary artery disease. In
the postl\/lﬁsettmg initiation of colchicine within the
first 3 Q%lys after the event, before hospital discharge,
app@ars to provide even greater benefits.> In patients |

\M"th chronlc coronary disease, colchicine should not b@z\\"’

tors The addltlon of colchlcme to standard of cba&?e has
been shown to be an economically dominapt® Strategy
that generates cost savings.'? Given that |L&éduces non-
fatal cardiovascular events without at;éectlng all-cause

mortality, low-dose colchicine coul,gfbe considered for
patients with coronary disease agzﬁ no severe renal dys-
function to reduce the considérable related cardiovas-
cular morbidity.
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Role of IL-1B in acute myocardial infarction in a murine model:

Lost intranslation? The COVERT-MI trial
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