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Le renouveau de la Colchicine
Athéromatose, une maladie inflammatoire !
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Cytokines
DAMPS (Damage-Associated Molecular Degranulation

Patterns)- PAMPs
CD62P- CD40L

Complement MPO (myeloperoxydase)
. Peroxydation des lipides

Athérothrombose ou
immunothrombose

L ~

NETosis

NET = Neutrophil Extracellular Traps
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NETs — Neutrophils extracellular traps

Neutrophil elastase (NE) coupe le TFPI
(tissue factor pathway inhibitor) et
potentialise la génération de facteur Xa

Fixation de protéines plasmatiques comme
la le VWF, le fibrinogéne et la fibronectine

Activation des plaquettes et donc de la
coagulation

Activation du facteur XII (voie “intrinséque”
ou d’amplification de la coagulation), liée a
I'histone (H2A, H2B)

Favorise la formation d’'un thrombus riche
en globules rouges
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Randomized study — PROVE-IT
3745 — ACS patients

0,10 - r LDL >70 mg/dl, CRP >2 mg/L

//_r‘

0,04 - PP T LDL <70 mg/dl, CRP <1 mg/L
wo=

Recurrent Ml or CAD death (%)

0,02 - ,/ -l
/./

0,00 — I I I I I
0.0 0.5 1.0 1.5 2.0 2.5

Follow-up (Years)

Ridker et al. NEJM 2005,;352:20



Le renouveau de la Colchicine
Athéromatose, une maladie inflammatoire !

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 NOVEMBER 20, 2008 VOL. 359 NO. 21

Rosuvastatin to Prevent Vascular Events in Men and Women
with Elevated C-Reactive Protein

Absence de maladie

Homme = 50 ans —
LDL < 130 mg/dl

17802 patients ‘en bonne santé’

coronaire ou diabéte
femme = 60 ans

Rosuvastatine 20 mg 1x/j

Paul M Ridker, M.D., Eleanor Danielson, M.I.A., Francisco A.H. Fonseca, M.D., Jacques Genest, M.D
L tor ( .: Gotto ,yk 1\‘(..% /Jul‘u ] P‘ Kasteleir x" r‘> (\F \;’<: g ".1 D :a»»‘ y [\J hSC RP 2 2 mgldl
berto J. Lorenzatti, M.D., Jean G. MacFadyen, B.A., Borge G destgaard, M.D., | rd, M.D
James T. Willerson, M.D., and Robert J. Glynn, Sc.D., for the JUPITER Study Group
-
randomize
Placebo

Follow-up

Infarctus, AVC, angor instable,
déceés CV, pontage ou angioplastie

Ridker et al. NEJM 2008;359:2195
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ORIGINAL ARTICLE ‘

Antiinflammatory Therapy with

Canakinumab for Atherosclerotic Disease Canakinumab
P.M. Ridker, B.M. Everett, T. Thuren, J.G. MacFadyen, W.H. Chang, C. Ballantyne, = Anticorps monoclonal
onseca, J. Nicolau, W. Koenig, S.D. Anker, J.J.P. Kastelein, Cornel, P. Pais, . y » .
O ekn ). Govast, R Cifioa, A, Lovataott,T. Forston, Z. Kobalove, ciblant I interleukin-1p
L. Vida-Simiti, M. Flather, H. Shimokawa, H. Ogawa, M. Dellborg, P.R.F. Rossi,
R.P.T. Troquay, P. Libby, and R.J. Glynn, for the CANTOS Trial Group

10 061 patients avec une maladie coronaire

Antécédents d’infarctus myocarde

hsCRP > 2 mg/dl malgré traitement

> 90 % des patients traités par statines (LDL médian a 82 mg/dI

v
randomize
P b Canakinumab 50 mg Canakinumab 150 mg Canakinumab 300 mg
Qe 1 injection tous les 3 mois 1 injection tous les 3 mois 1 injection tous les 3 mois

Follow-up (median 3,7 ans)

Ridker et al., NEIM

Infarctus, AVC, décés CV

2017;377:1119-1131
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Colchicine — effets antiinflammatoires !
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CLINICAL RESEARCH Clinical Trial

Low-Dose Colchicine for Secondary
Prevention of Cardiovascular Disease

Stefan M. Nidorf, MD, MBBS,* John W. Eikelboom, MBBS,} Charley A. Budgeon, BSc (HONs),#
Peter L. Thompson, MD§

Perth, Australia; and Hamilton, Ontario, Canada

100
20
80
%
70

60

50
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No Colchicine
40/250 [16%)] v 15/282 [5.3%] p<0.001
1 5 Cardiac Deaths v No Cardiac Deaths
HR 0.33 95% Cl; (0.18, 0.60) [NNT 11]
0 200 400 600 800 1000 1200 1400

Time (days)

Nidorf et al., J Am Coll Cardiol 2013:61:404-10

Colchicine 0.5 mg 1x/j

900 patients cliniquement stable
Maladie coronaire prouvée par coronarographie
Antécédents de pontage

\ Syndromes coronariens aigus,
non liés a I'angioplastie précédente
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’ ORIGINAL ARTICLE ‘

Colchicine in Patients
with Chronic Coronary Disease

S.M. Nidorf, AT.L. Fiolet, A. Mosterd, J.W. Eikelboom, A. Schut, T.S.J. Opstal,
S.H.K. The, X.-F. Xu, M.A. Ireland, T. Lenderink, D. Latchem, P. Hoogslag

A. Jerzewski, P. Nierop, A. Whelan, R. Hendriks, H. Swart, J. Schaap, A.F.M. Kuijper,

6053 patients avec une maladie coronaire

- Sur base d’'une coronarographie ou d’un CT coronaire

- Sur base d’un calcium score coronaire > 400 U agatston
Stable depuis au moins 6 moins

M.W.J. van Hessen, P. Saklani, I. Tan, A.G. Thompson, A. Morton, C. Judkins
W.A. Bax, M. Dirksen, M. Alings, G.J. Hankey, C.A. Budgeon, J.G.P. Tijssen,

J.H. Cornel, and P.L. Thompson, for the LoDoCo2 Trial Investigators

Run-in phase Colchicine 0,5 mg 1x/jour

Quelques chiffres

- 84 % - antécédents de
syndrome coronarien aigu

- 94 % des patients sous statine

Randomisation

- 66 % des patients sous ASA

5522 patients

Insuffisance cardiaque

. ) ) Placebo
sévere et insuffisance

Colchicine 0.5 mg
1x/jour

rénale sont exclues

Follow-up (min 1 an)
Infarctus, AVC, déceés CV, revascularisation

Nidorf et al.,, NEIM 2020.383.1838-1847
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‘ Augmentation de la mortalité non
cardiovasculaire (non significative)
Cause ?

Nidorf et al., NEJM 2020:383:1838-1847
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The NEW ENGLAND
JOURNAL o MEDICINE

STABLISHED IN 1812 DECEMBER 26, 2019 VOL. 381 NO. 26

Efficacy and Safety of Low-Dose Colchicine after Myocardial | 4745 patients, inclus dans les 30 jours d’un infarctus
Infarction - Avec une revascularisation compléte
e s e o, | - Traité par les médications « guidelines »,
y compris des hautes doses de statines

Quelques chiffres
- 18 % d’arrét du traitement Randomisation
- en moyenne, 13 jours — post-
infarctus
- 99 % des pat?ents sous statine Placebo Colchicine 0.5 mg
- 99 % des patients sous ASA 1x/jour
In’su‘fﬂsanc_:e cardlaque Follow-up (median de 22 mois)
sévere et insuffisance Mortalité CV, arrét cardiaque récupéré, infarctus,
rénale sont exclues AVC, hospitalisation
urgente aboutissant a une revascularisation
coronaire

Tardif et al., N EJM 2019:381:2497-505,
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‘ Réduction plus importantes des événements cardiovasculaires si le traitement
est initié dans les 3 jours qui suivent l'infarctus

Tardif et al., NEJM 2019,381:2497-505, Bouabdallaour et al., Eur Heart J 2020,41:4092-4099.
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Colchicine Z » \ progression de la maladie coronaire et athéthrombose
?

. \ réaction inflammatoire post-nécrose myocardique
Remodeling ?

ORIGINAL RESEARCH ARTICLE ©

Effect of Colchicine on Myocardial Injury in Acute

MyOcard |a| Infarctlon BACKGROUND: Inflammation is a key factor of myocardial damage in reperfused ST-segment—elevation myocardial infarction.
We hypothesized that colchicine, a potent anti-inflammatory agent, may reduce infarct size (IS) and left ventricular (LV)
remodeling at the acute phase of ST-segment—elevation myocardial infarction.

METHODS: In this double-blind multicenter trial, we randomly assigned patients admitted for a first episode of ST-
segment—elevation myocardial infarction referred for primary percutaneous coronary intervention to receive oral
colchicine (2-mg loading dose followed by 0.5 mg twice a day) or matching placebo from admission to day 5. The
primary efficacy outcome was IS determined by cardiac magnetic resonance imaging at 5 days. The relative LV end-
diastolic volume change at 3 months and IS at 3 months assessed by cardiac magnetic resonance imaging were
among the secondary outcomes.

RESULTS: We enrolled 192 patients, 101 in the colchicine group and 91 in the control group. At 5 days, the gadolinium
enhancement—defined IS did not differ between the colchicine and placebo groups with a mean of 26 interquartile range
(IOR) [16-44] versus 28.4 IOR [14-40] g of LV mass, respectively (P=0.87). At 3 months follow-up, there was no significant
difference in LV remodeling between the colchicine and placebo groups with a +2.4% (IQR, —-8.3% to 11.1%) versus
-1.1% (IQR, —8.0% to 9.9%) change in LV end-diastolic volume (P=0.49). Infarct size at 3 months was also not significantly
different between the colchicine and placebo groups (17 IOR [10-28] versus 18 IOR [10-27] g of LV mass, respectively;
P=0.92). The incidence of gastrointestinal adverse events during the treatment period was greater with colchicine than with
placebo (34% versus 11%, respectively; P=0.0002).

CONCLUSIONS: In this randomized, placebo-controlled trial, oral administration of high-dose colchicine at the time of reperfusion
and for 5 days did not reduce IS assessed by cardiac magnetic resonance imaging.

Mewton et al., Circulation. 2021'144:859-8689..
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ORIGINAL RESEARCH

Colchicine Inhibits Neutrophil Extracellular
Trap Formation in Patients With Acute
Coronary Syndrome After Percutaneous
Coronary Intervention

Kaivan Vaidya, MBBS, MMed"; Bradley Tucker {/, BMed"; Rahul Kurup 2, MBBS; Chinmay Khandkar, MD, MMed;
Elvis Pandzic, PhD; Jennifer Barraclough '/, MBBS; Joshua Machet '/, BMedSci; Ashish Misra, PhD;

Mary Kavurma, PhD; Gonzalo Martinez, MD, MPhil; Kerry-Anne Rye 2, PhD; Blake J. Cochran {2, PhD';
Sanjay Patel, MBBS, PhDt
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Myocardial infarction

Acronym

All-cause death

Colchicine Comparatior
or author Eventsfiotal (%) Eventsiotal (%)  Weight (GIV) Relative Risk (95% CI)
LoDoCoZz, 2020 85/2762 (3.1%) 117/2780 (4 2°6) 459% B 0.73 (0.55 to 0.95)
COPS, 2020 71396 (1.8%) 11399 (2.8%) 41% - 064 (0.2510 1.64)
COLCOT, 2019 89/2366 (3.8%) 9812379 (4.1%) 437% —— 0.91 (06910 1.21)
LoDoCo, 2013 100282 (3.5%) 18280 (7.2%) 63% -— 0.49(0.23 10 1.05)
Totals: 191/5806 244)5783 100 % — 0.78 (0.64 to 0.84)
1? = 2.1%. Random effects model for overall effect. p=0.010
— T
03 05 1 25

Relative Risk {log scale)

Stroke
Acronym Colchi Comparator
or author Evems'hazot%] Evenistotal (%) Waight (GIV) Relative Risk (95% CI)
LoDoCo2, 2020 1812762 (0.7%) 252760 (0.9%) 57.2% —a— 0.72 (0.39 to 1.32)
COPS, 2020 4396 (1.0%) 77300 (1.8%) 1409% _—— 0.58 (0.17 to 1.95)
COLCOT, 2019 512366 (0.2%) 102379 (0.8%) 215% -} 0.26 (0.1010 0.71)
LoDoCo, 2013 27282 (0.7%) 4250 (1.8%) 7.3% - 0.44 (0.08 to 2.40)
Totals: 29/5808 56/5788 100 % — 0.54 (0.34 10 0.88)
1 = 0.0%. Random effects model for overall effect. p = 0.009
RS TR E— |
0.2 05 1 25
Relative Risk (log scale)
Coronary revaseularisation
Acronym i Com) Ror
or author Evgldémﬁ%) Evmlm (%)  Waeight (GIV) Relative Risk (95% CI)
LoDoCo2, 2020  151/2762 (5.5%) 184/2760 (6.7%) 458 % - 0.82 (0.67 to 1.01)
COPS, 2020 16396 (4.0%) 33399 (8.3%) 6.7% 0.49 (0.27 to 0.87)
COLCOT, 2019 1322356 (56%) 164/2379 (6.9%) 41.1% - 0.81 (0.6510 1.01)
Deftereos, 2013 4112 (36%) 51410 {4.5%) 14% 0.79 (0.22 to 2.85)
LoDoCo, 2013 13282 (46%) 221250 (8.8%) 5.1% - ’ 0.52 (0.27 o 1.02)
Totals: 316805918 408/5898 100% - 0.77 (0.66 to 0.90)
I = 45%. Random effects model for overall effect, p=<0.001
T T
03 05 1 25

Relative Risk (log scale)

Fiolet et al., Eur Heart J 202142:2765-2775

Relative Risk (log scale)

Acronym e Comparato
orauthor  EvonAGia®)  Eveniohotal (%) Weight (GIV) Ralative Risk (95% 1)
LoDoCaoZ, 2020 TA2762 (2.6%) 60/2760 (2.2%) 443 % -|- 1.22(0.87 10 1.70)
COPS, 2020 8396 (2.0%) 17399 (0.3%) 37% B8.06 (1.011t064.15)
COLCOT, 2019 4372366 (1.8%) 442379 (1.8%)  382% —— 0.98 (0.65 to 1.49)
Deftarsos, 2013 17112 (0.9%) 1110 {0.9%) 21% ¢ 098 (0.06 to 1551)
LoDoCo, 2013 6282 (1.8%) 260 (3.6%) Mm% -t 0.49(0.17 to 1.45)
Totals: 13015918 115/5398 100 % — 1.08 (0.71 to 1.62)
I = 36 5%. Random effects mode! for overall effect, p = 0.726
r T
03 1 5 0
Relative Risk (log scale)
Cardiovascular death
Acronym
orsuthor  EVOGAGIS()  Eenihowm (%) Weight (GIV) Relative Risk (95% C1)
LoDoCo2, 2020 2002762 (0.7%) 26/2760 (0.9%) 468 % - 0.80(D.45to 1.44)
COPs, 2020 3396 (0.8%) 11388 ({0.3%) 31% 302(0.321t0 28.94)
COLCOT, 2019 202366 (0.8%) 242379 (1.0%) 46.0 % —— 0.84 (0.46 10 1.51)
Deflereos, 2013 1112 (0.9%) 17110 (0.9%) 21% 058 (0.06t0 15.51)
LoDoCo, 2013 o282 (0.0%) 4250 {1.6%) 1.9% — 0.10 (0.01 to0 1.82)
Totals: 44/5918 555698 100 % — 0.82 (0.55 to 1.23)
1¥ = 0.0%. Random effects model for overall effect, p=0339 H
T T
03 1 5 20
Relative Risk (log scale)
Non-cardiovascular death
Acronym Com to
or author EvanaNoa %) Eventiota) (%) Weight (GIV) Relative Risk (95% CI)
LoDoCoZ. 2020 5372762 (1.9%) 352760 (1.3%) 606 % -- 1.51(0.99 0 2.31)
COPS, 2020 5306 (1.3%) o399 (0.0%) 1.3% 11.08 (08110 199.77)
COLCOT, 2019 232366 (1.0%) 2002379 (0.8%) 308 % —— 1.16(0.64 to 2.10)
LeDaCo, 2013 6/282 (1.8%) 82680 (2.0%) 7.39% P SE—— 0.89(0.26 10 3.03)
Totals: BE/5806 Gars7es 100 % —~— 1.38(0.99 to 1.92)
I =0.4%. Random effects model for overall effect, p = 0.060
I 1
03 1 5 20
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@ ESC European Heart journal (2021) 42, 2765-2775

European Society doi:10.1093/eurheartj/ehab115
of Cardiology

CLINICAL RESEARCH
Ischaemic heart disease

Efficacy and safety of low-dose colchicine in
patients with coronary disease: a systematic
review and meta-analysis of randomized trials

Aernoud T.L. Fiolet™?f, TjerkS.). Opstal“f, Arend Mosterd?>$,

John W. Eikelboom’, Sanjit S. Jolly®, Anthony C. Keech’, Peter Kelly'°,
David C. Tong'"'?, Jamie Layland'"'>'3, Stefan M. Nidorf'*'5,

Peter L. Thompson'*'¢'7 Charley Budgeon'’, Jan G.P. Tijssen'®'%%, and
Jan H. Cornel 23,4t on behalf of the Colchicine Cardiovascular Trialists
Collaboration

Journal of the American Heart Association

SYSTEMATIC REVIEW AND META-ANALYSIS

Colchicine in Patients With Coronary Artery
Disease: A Systematic Review and
Meta-Analysis of Randomized Trials

Thomas Kofler &, MD; Reto Kurmann, MD; Dirk Lehnick &, PhD; Giacomo Maria Cioffi %, MD;

Sujay Chandran, MBBS MD; Adrian Attinger-Toller, MD; Stefan Toggweiler .7, MD; Richard Kobza ‘&, MD;
Federico Moccetti &, MD; Florim Cuculi, MD; Sanijit S. Jolly &, MD, MSc; Matthias Bossard &, MD

Kofler et al., J Am Heart Assoc 2021:10:e021198
Fiolet et al., Eur Heart J 202142:2765-2775

Colchicine in Coronary Disease

A meta-analysis of 5 studies

.. Placebo
Colchicine 0.5 mg orriacalahickia

( O 4.9% /) 5.7%

2
250/5806 328/5788

MACE

Myocardial infarction,
stroke, or
cardiovascular death

Pooled relative risk reduction 25%
(RR 0.75. 95% Cl 0.61 to 0.92)

Coronary revascularisation Cardiovascular death

Significant relative risk reduction

Myocardial infarction Stroke

Significant relative risk reduction Significant relative risk reduction

v 22% v 46% +23%

No significant relative risk reduction

==
2
\

RR 0.78 (95% Cl 0.64 to 0.94) RR 0.54 (95% Cl 0.34 to 0.86) RR 0.77 (95% C1 0.66 to 0.90) RR 0.82 (95% C10.55 to 1.23)

Potential mechanisms

® Inhibiting inflammasome Inhibiting neutrophil chemotaxis, @ Inhibiting neutrophil-platelet

activation adhesion and activation interaction
ProdL-18  |L-1B
% —b...
e R — 9 —~ b —-
— \’ = @ 4 g i )
71\ + e
Crytalloids Inflammasome Caspase-1 )



Le renouveau de la «
Colchicine et guidelines

Colchicine »

ESC GUIDELINES
@ E S C European Heart Journal (2021) 42, 32273337
Europ Sy

ropean ociety doi10.1093/eurheartj/ehab484
of Cardiology

2021 ESC Guidelines on cardiovascular disease
prevention in clinical practice

Developed by the Task Force for cardiovascular disease prevention

in clinical practice with representatives of the European Society of
Cardiology and 12 medical societies

Recommendation for anti-inflammatory therapy

Recommendation Class® Level®

Low-dose colchicine (0.5 mg 0.d.) may be consid-
ered in secondary prevention of CVD, particu-
larly if other risk factors are insufficiently Ib

controlled or if recurrent CVD events occur
8586

@ ESC 2021

under optimal therapy.

COLbePC!

Eur Heart J 2021;42:3227-3337

Colchicine oui et pour quel patient ?

- Pas de sous-groupe identifié qui bénéfice

plus de la Colchicine
- Pas chez les patients avec une
insuffisance cardiaque/rénale avancée.

Prévention secondaire — syndrome
coronaire chronique
Statines
Traitement antiplaquettaire
Colchicine
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v Le renouveau de la Colchicine

v Le renouveau de la place de I'Aspirine en prévention
primaire

v Le renouveau du Diamox dans l'insuffisance cardiaque
ailgue

v Conclusion



Le renouveau de la place de I' Aspirine
en prevention primaire

Normal Early Lipid Internal Calcified Calcified Vulnerable Rupturg Thrombus Myocardiall Obstructive
rich rupture shell plaque infarction

N Y By B e B B
wvasi}!%&ﬁﬁm

e e T L,

White blood cells
Inflammation and calcification

Scar development with calcificatic

Evénements

thrombose
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Hypercholestérolémie

familiale
Insuffisance rénale Diabé
. labete
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en prevention primaire

ORIGINAL ARTICLE

Effect of Aspirin on Cardiovascular Events
and Bleeding in the Healthy Elderly

From Mc Neil et al., N Engl J Med 2018;379:1509-18.

ORIGINAL ARTICLE

Effect of Aspirin on All-Cause Mortality
in the Healthy Elderly

From Mc Neil et al., N Engl J Med 2018,379:1519-28..

‘ ORIGINAL ARTICLE

Effects of Aspirin for Primary Prevention
in Persons with Diabetes Mellitus

The ASCEND Study Collaborative Group*

From ASCEND, N Engl J Med 2018,379:1529-39.

Use of aspirin to reduce risk of initial vascular events in
patients at moderate risk of cardiovascular disease (ARRIVE):
a randomised, double-blind, placebo-controlled trial

) Michael Gaziana, Cados Brotons, Rosa Coppalecchia, Qaudio Cricelli Harald Darius, Philip B Garelick, George Howard, Thomas A Pearson,
PeterM Rothwell, Luis Migue Ruiope, Michal Tendera, Gianni Tognoni; the ARRIVE Executive Committee

From Gaziano et al., Lancet 2018 392: 1036-46
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mortality

Efficacy and safety of aspirin for primary
prevention of cardiovascular events: a l
Events, Events, %o
m eta-analysis and trial sequential analysis Study Year Risk of bias RR (95% Cl) ASA Control Weight
. . All-cause mortality
of randomized controlled trials ARRIVE 2018 Low —— 0.99 (0.80, 1.23) 160/6270  161/6276  4.71
ASCEND 2018 Low = 0.94 (0.86, 1.04) 748/7740  792/7740 24.36
1t 2 1 11 ASPREE 2018 Low =+ 1.14 (1.01, 1.28) 558/9525 494/9589 15.82
Ah:\Aed E Ma):m;oud 1:?::Iohamed M. Gad”, Akram Y. Elgendy’, Islam Y. Elgendy ', JPAD 2016 High 0.91 (0.57. 1.43) 34/1262 381277 1.06
and Anthony A. Bavry JPPP 2014 Low - 0.98 (0.84, 1.15) 297/7323  303/7335 8.94
"Division of Cardiovascular Medidine, Department of Medicine, University of Florida, 1600 SW Archer Road, Gainesville, FL 32610, USA; 2Department of Cardiovascular WHS 2005 Low - 0.95 [0 85, 1.06) 609/19934 642/19942 18.41
Medicine, Heart and Vascular Institute, Cleveland Clinic, 9500 Euclid Ave, Cleveland, OH 44195, USA; and North Florida/South Georgia Veterans Health System, Malcom PPP 2001 Low 0.81 (0.58, 1.13) 62/2226 78/2269 2.04
Randall Veterans Administration Medical Center, Medical Service, Cardiology Section (111D), 1601 SW Archer Road, Gainesville, FL 32608, USA TPT 1 998 Low R — 1 .w (0 80. 1 32) 11 3/1 268 1 1 0/1 272 349
HOT 1998 Low - 0.93 (0.79, 1.09) 284/9399 305/9391 8.67
PHS 1989 High — 0.96 (0.79, 1.15) 217/11037 227/11034 6.47
BMD 1988 Low — 0.89 (0.74, 1.08) 270/3429 151/1710 6.05
From Mahmoud et al. European Heart Journal Subtotal (I-squared = 0.1%, p = 0.4§0) 0.98 (0.93, 1.02) 3352/79413 3301/77835 100.00
7
20]940607_6]7 Major bleeding
’ ‘ ARRIVE 2018 Low 1.50 (0.83, 2.72) 27/6270 18/6276 3.41
ASCEND 2018 Low - 1.28 (1.09, 1.51) 314/7740  245/7740 20.27
ASPREE 2018 Low - 1.37 (1.17, 1.60) 361/9525 265/9589 21.10
JPAD 2016 High T 1.21 (0.88, 1.66) 80/1262 671277 9.68
JPPP 2014 Low —_— 1.83 (1.20, 2.77) 62/7323 34/7335 6.30
WHS 2005 Low —— 1.35(1.08, 1.69) 178/19934 132/19942 14.98
PPP 2001 Low —— 3.40 (1.37, 8.44) 20/2226 6/2269 1.55
TPT 1998 Low — P 3.41 (1.26, 9.22) 17/1268 51272 1.31
HOT 1998 Low — 1.74 (1.32, 2.30) 136/9399  78/9391 11.57
PHS 1989 High — 1.80 (1.22, 2.65) 72/11037  40/11034  7.14
BMD 1988 Low 1.54 (0.78, 3.03) 34/3429  11/1710  2.69
Subtotal (l-squared = 30.9%, p = 0.153] <o 1.47 (1.31, 1.65) 1301/79413 901/77835 100.00
NOTE: Weights are from random effects analysiT

T T
2 1 5
ASA is associated with better outcome A+ is associated with worse outcome
Aspirine : :
Major bleeding

I=>— Chez les adultes sans maladie cardiovasculaire établie, I'aspirine n'a pas été associée a une
réduction de la mortalité toutes causes confondues. En revanche, elle a été associée a une
augmentation de l'incidence des hémorragies majeures. L'utilisation systématique de l'aspirine

en prévention primaire doit étre reconsidérée.
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Outcome Risk Ratio (95% CI) P-value Iz
All cause mortality - 0.98 (0.93, 1.02) 0.3 0
Cardiovascular mortality — 0.92 (0.83, 1.01) 0.08 0
Myocardial infarction —— 0.82 (0.71, 0.94) 0.006 67
Stroke - 0.94 (0.86, 1.02) 0.12 6
Major bleeding —— 1.47 (1.31, 1.65) <0.0001 31
Intracranial haemorrhage — 1.33 (1.13, 1.58) 0.001 0

|
S

€< Better outcome with aspirin

1

[
2

Worse outcome with aspirin =2
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CLINICAL DECISIONS From NEJM 2019;380:20

“Doctor, Should | Keep Taking an Aspirin a Day?”

« M. Evans est un homme de 72 ans qui se rend
a votre consultation pour un suivi de routine.
Son examen médical est sans particularité. Il a
comme facteur de risque de I'hypertension et de
I'nyperlipidémie et il a commenceé a prendre de
I'aspirine (81 mg par jour), il y a 5 ans en
prévention primaire ... »

« Pour les personnes chez qui les complications les plus probables sont cardio-
PRO vasculaires et qui souhaitent continuer a prendre faible dose d'aspirine aprés une

discussion sur le potentiel risques et avantages, je crois qu'il est raisonnable pour
continuer l'aspirine. »

« Si M. Evans était mon patient, je lui recommanderais d'arréter de prendre de

CON I'aspirine. Le bénéfice absolu associé a I'aspirine chez cet homme agé est petit, s'il
y en a un, et il est accompagné par une augmentation substantielle du risque
d’hémorragie majeure. »
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Le renouveau du Diamox dans l'insuffisance
cardiague aigue

Congestion « The main reason for hospitalization for acute heart
failure is CONGESTION, rather than low cardiac
output ».

oo (L0001




Le renouveau du Diamox dans l'insuffisance
cardiague aigue

Congestion

Diurétique de I’anse IV (1)

Furosémide (Lasix®)
-dose initiale IV correspondant a 1 a 2 fois la dose quotidienne du patient
-si le patient n'est pas sous diurétiques - 20 mg a 40 mg IV discontinu

Inhibiteur de I’'anhydrase carbonique (AC) (2)
Acetalozamide (Diomax®)
500 mg IV 1x/j pendant 3 jours

v
Vérifier la réponse aux diurétiques
- Natriurése 50 & 70 meq/! (spot urinaire) Na*
- Diurése > 100 a 150 ml/h HCO;  H*

Natriurése
H,O + CO,



Le renouveau du Diamox dans l'insuffisance
cardiague aigue

The NEW ENGLAND JOURNAL of MEDICIN I

ORIGINAL ARTICLE 519 patients, avec une insuffisance cardiaque aigué
o et des signes de surcharge volémique (cedéme,
Heart Failure with Volume Overload NT-proBNP > 1000 pg/ml
W. Mullens, J. Dauw, P. Martens, F.H. Verbrugge, P. Nijst, E. Meekers, i At ’
K. Tartaglia, F. Chenot, S. Moubayed, R. Dierckx, P. B\ou(u‘dj, P. Troisfontaines, Sous dlurethue de I anse

D. Derthoo, W. Smolders, L. Bruckers, W. Droogne, J.M. Ter Maaten, |
K. Damman, J. Lassus, A. Mebazaa, G. Filippatos, F. Ruschitzka, and M. Dupont

for the ADVOR Study Group* Diurétique de I'anse 1V, double de la dose d’entretien

l

Randomisation

Placebo Acetalozamide 500 mg IV 1x/j
pendant 3 jours

Decongestion aprés 3 jours

Mullens et al., N EIM 2022,387:1185-95.
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The NEW ENGLAND JOURNAL ofMl'[)l(lel‘

ORIGINAL ARTICLE ‘

e N\ durée de séjour des patients
Acetazolamide in Acute Decompensated

) i \ congestion
Heart Failure with Volume Overload J o,
) ~ mortalité CV
W. Mullens, J. Dauw, P. Martens, F.H. Verbrugge, P. Nijst, E. Meekers,

K. Tartaglia, F. Chenot, S. Moubayed, R. Dierckx, P. Blouard, P. Troisfontaines, ~ réhosp'ta“sat'on

D. Derthoo, W. Smolders, L. Bruckers, W. Droogne, .M. Ter Maaten,
K. Damman, J. Lassus, A. Mebazaa, G. Filippatos, F. Ruschitzka, and M. Dupont,
for the ADVOR Study Group*

successful decongestion within 3 days after Congestion score
randomization .
Treatment effect
Risk ratio, 1.46 (95% Cl, 1.17-1.82) 4
P<0.001
Placebo 30.5
L 34
S
Acetazolamide 422 S
I T T T T T T T T T 1 g
0O 10 20 30 40 50 60 70 8 90 100 s 2 Acetazolamide
Percentage of Patients
14
0 T T T T
Baseline 1 2 3

Mullens et al., N EIM 2019,381:2497-505. Days
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Le renouveau des « anciens » traitements en cardiologie ! ou ?

v' La Colchicine est une piste intéressante pour diminuer le
risque de récidive d'infarctus ou de revascularisation

ultérieure en cas de syndrome coronaire.

v L’Aspirine ne doit pas étre prescrite de maniéere

systématique en prévention primaire

v Le Diamox permet une résolution plus rapide de la

congestion en cas d’insuffisance cardiaque aigué



