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Background

”

4

Akutni myokarditida je zanétlivé onemocnéni myokardu, které muze
vest k zivot-ohrozujicim prihodam
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Ammirati et al. Circulation 2018:138:1088-1099
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Background - lecba akutni myokarditidy %

Nejsou dukazy, ze by protizanétliva Ié€ba u pacientu s myokarditidou « virus-
negativnich » zlepsila progndzu (Frustaci, et al. EHJ 2009 - TIMIC Trial, Masson NEJM 1995 )

Doposud nebyl hodnocen efekt imunomodulace u akutni myokarditidy bez znalosti
virove replikace (= bez EMB) (Tschope, et al. Nat Rev Cardiol 2021)

Experimentalni studie a case reports ukazuiji, ze blokada pusobeni IL1- by mohla

byt u pacientu s akutnim myokarditidou efektivni (Lim BK, et al. Circ, 2002; 4 Cavalli G et al. Crit Care
Med, 2016)

Anakinra je antagonista receptoru pro IL1-3, pouzity u zanétlivych onemocneéni, ktery
ma priznivy bezpecnostni profil (Brucato Aet al., JAMA, 2016)
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V randomizovaneé klinicke studii vyhodnotit
efekt inhibice IL-113 pomoci pripravku anakinra
s cilem snizit riziko klinicky relevantnich prihod
u pacientu s akutni myokarditidou



Design studie ARAMIS
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AM patients Diagnosis

Treatment
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Within 72 hours

Admission Confirmation of
For a Suspected AM diagnosis and

randomization

Anakinra 100mg sc o.d.
+ SOC (BB + ACE inh) |

Follow-up

Number of days alive
free of any myocarditis
complications

28 days

Hospital
Discharge

Primary Endpoint

Number of days considered for the Primary Endpoint

Kerneis, ACVD 2023, Rationale and design
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Inclusion/Exclusion kritéria

Inclusion

Myokaditida definovana jako
Bolest na hrudi

A

Elevace troponinu (>1,5xULN)
A

CMR Lake Louise Criteria

A

Normalni koronarogram nebo
angioCT > 40 let nebo s KV riziky

Exlusion

Vék <18 nebo > 65 let
Mechanicka srdecni podpora
UPV

Podezreni na myokarditidu
autoimunitni, obrovsko-bunécnou,
eosinofilni, nebo sarkoidozu

Renalni selhani
Lécba Anti-TNF, CTS/NSAID
Malignita

Kerneis, ACVD 2023, Rationale and design
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Endpoints

Efficacy = Number of days alive free of any myocarditis complications

Heart Failure requiring hospitalization

Chest Pain requiring an additional medication
LVEF <50% in TTE

Ventricular arrhythmia (VT or VF)

Safety = SAEs including those potentially related to the drug :

Severe infection * Thrombopenia < 50 000 mm3
ALT/AST > 10x ULN e BARC>3
Neutropenia < 1. 109/L e

: Anaphylactic reaction
Renal failure (T 50% creat) o 10099 4 of LDL Cholesterol

Kerneis, ACVD 2023, Rationale and design
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Flow Chart

120 subjects were randomized between 2017 and 2021

59 were assigned to anakinra

61 were assigned to placebo

1 study discontinuation (no ttt)
1 consent withdrawal

1 administrative reason

57 subjects in the ITT population

60 subjects in the ITT population

1 randomized in the placebo
arm have received anakinra

1 randomized in the placebo
arm have received anakinra

58 subjects in the safety population

59 subjects in the safety population
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Zakladni charakteristika (1/2)
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Anakinra Placebo
N=57 N=60

Median Age, (Q1;Q3), yrs 28.0 (22.8; 38.1) 29.0 (23.2; 34.0)
lMale — no of patients (%) 52 (91.2%) 50 (83.3%)
Current smoker — no. (%) 30 (52.6%) 30 (50.0%)
|Past Medical History
|Prior myocarditis — no. (%) 1(1.8%) 3 (5.0%)
[Recent Bacterial infection— no. (%) 9 (15.8%) 6 (10.0%)
IRecent Viral infection — no. (%) 25 (43.9%) 27 (45.0%)
Chest Pain — no.(%) 57 (100%) 60 (100%)
|Dyspnea — no. (%) 4 (7.0%) 9 (15.0%)
|Cardiogenic shock — no. (%) 1(1.8%) 0 (0.0%)
|Ventricular fibrillation — no. (%) 1(1.8%) 0 (0.0%)
IConduction disorders — no. (%) 0 (0.0%) 1(1.7%)
IClinicaI infectious syndrome — no. (%) 16 (28.1%) 18 (30.0%)
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Zakladni charakteristika (2/2)
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Anakinra Placebo
N=57 N=60

Troponin in fold increase of the ULN - Median (Q1;Q3) 98 (33 ;194) 75 (22;217)
ICRP, mg/L - Median (Q1;Q3) 37 (16;68) 23 (14;52)
i(NTpro)BNP, in fold increase of the ULN - Median (Q1;Q3) 0.9(0.4;1.9) 0.5 (0.3;1.0)
Right or Left BB block — no. (%) 5 (8.8%) 4 (6.7%)
ST-segment elevation — no. (%) 37 (64.9%) 39 (65.0%
ST segment depression — no. (%) 5 (8.8%) 7 (11.7%)
Coronary Imaging — no. (%) 48 (84.2%) 47 (78.3)

0 patient with EMB
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Zobrazovaci metody
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Anakinra Placebo
N=57 N=60
Left ventricular ejection fraction (TTE), %
Median (Q1;Q3) 60 (50;61) 60 (50;60)
Min, Max 40, 73 35, 66
\Ventricular dysfunction with TTE (LVEF<50%) — no. (%) 7 (12.3%) 5 (8.3%)

Regional wall motion abnormalities (TTE) — no. (%)

18 (31.6%)

16 (26.7%)

Left ventricular ejection fraction (MRI), %

Median (Q1;Q3)

54 (50;60)

55 (52;60)

Min, Max

2o 2

38,70

Ventricular dysfunction with MRI ( LVEF<50%) — no. (%)

13 (22.8%)

10 (16.7%)

Absence of pericardial effusion — no. (%)

48 (85.7%)

47 (78.3%)
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Prubéh studie co

Admission Diagnosis Treatment Composite
Outcome
° 2 days (1;3) 2 days (1;3) 13.7%
E’.: Min—Max = 0-4 Min—Max=1-6
(NN
UU No Corticosteroids in both arms
110 (94%) patients were treated with betablockers

97 (83%) patients were treated with ACE inh.

S N

CCU Admission Confirmation of Hospital Primary Endpoint

For a Suspected AM diagnosis and Discharge
randomization

Number of days considered for the Primary Endpoint

w ] FAKULTN{ MUNTI
INTERN i . NEMOCNICE
_ S : BrNe WED




Primarni end-point

40~

30=-

Number of days free of complications
95% Cl 0.0 (-1.0;0.0)*

Red Line = Median
Box = Min-Max

Number of days free of myocarditis complications
N
o
]

p-value = 0.168*
31 30
(30-32) (30-32)
Median (Q1, Q3) Median (Q1, Q3)
1 T
Placebo Anakinra
Mean t sd 29.72 +5.66 29.75 +4.18

“Hodges-Lehmann's median difference

* Wilcoxon-Mann Whitney test
Non parametric Ancova p-value = 0.192
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Klinické prihody
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Anakinra Placebo
H 0,
N=57 ke Odds Ratio (95% Cl)
Composite outcome *
, 6 (10.5%) 10 (16.7%) 0.59 (0.19; 1.78)

@28 days post discharge — no. (%)

Heart Failure 0 0 -

Ventricular arrhythmia 1(1.8%) 1(1.7%) -

Chest pain requiring new medication 2 (3.5%) 6 (10.0%) 0.33 (0.06; 1.76)

Ventricular dysfunction (LVEF<50%) 4 (8.5%) 4 (7.4%) 1.16 (0.27; 5.09)

*HF, ventricular arrhythmia, chest pain requiring medication or LVEF<50% at 28 days post discharge — no. (%)

*
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Bezpecnostni end-pointy
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Anakinra | Placebo OR* OR**
N=58 N=59 (95% Cl) (95% Cl)
Serious Adverse Events 1.21 1.20
7 (12.1%) | 6 (10.2%
@ 28 days post discharge — no. of patients (%) ( ) ( ) (0.37; 3.94) | (0.35; 4.07)
Anakinra Placebo
Number of SAEs potentially related to the drug
Severe Infection 0 0
Mild hepatic cytolysis (spontaneous recovery) 1 0
Others 0 0

" Unadjusted Odds Ratio. ““Adjusted Odds Ratio for Age and baseline LVEF
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Zavery

ARAMIS, je doposud nejvétsi randomizovanou studii u pacientu
s akutni myokarditidou
Jednalo o myokarditidou diagnostikovanou pomoci CMR,
vetsinou v nizkem riziku klinické prihody
« Kratkodobé podani anakinry nezvysilo poCet dnu bez klinicke
komplikace akutni myokarditidy
* Podani anakinry v populaci bez EMB bylo bezpecne
« Jsou nutné dalsi RCTs k posouzeni potencialniho prfinosu protizanetlive
léCby ve skupiné pacientu s akutni myokarditidou s vySSim rizikem
* Jsou nutné rozsahlejsi studie s delSim podanim protizanetlivé leéCby v
mené-stfedné rizikové populaci pacientu s akutni myokarditidou
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