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Nouveaux traitements
en cardiologie
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Liens d’intérets

* Alnylam
e Pfizer
* Astrazeneca

* Abbott
* Microport
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Plan

*Thérapies de support

*Thérapies spécifique anti amylose
> Etude Patisiran: Apollo B study
> Anticorps
> Pipeline des études en cours
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Thérapie de support
Tt de I'lC et amylose

f 925 treated “ 69 discontinued

ACEIi/ARBs

Beta-blockers

@ 1313 treated 'ﬁ‘ 285 discontinued i 1362 treated 1[ 448 discontinued
during follow-up during follow-up ?/ during follow-up
. L)
o Vers une approche pragmatique

=

Survival in patients with a LVEF <40%

ﬂ ® Dose continued Q ® Dose continued
69% ® Dose reduced » ® Dose reduced ® Dose reduced .
® Dose discontinued ® Dose discontinued @ Dose discontinued [ IVI R A p O S S I b I e S
Survival in patients treated with Survival in patients treated with
ACEI/ARBs in the overall population MRAs in the overall population ° B B p OSSi b I eS ( FA++)

treated with beta-blockers

e Surveillance +++

100
TN — Beta-blockers ~
_on k\ o= No beta-blockers 075 \\1} — No ACEI/ARBs o7 S °
Cumulative S Cumulative T~ Cumulative S, O
survival 050 N survival 050 ——— survival 050 e
probabilty | T o probability = probability >
025 R T 025 025 . .
o o * Objectif tt (TA, FC)
T T T T 7 T T - - - - - - T T T T T- T
0 10 20 3 4 S50 60 0 10 20 0 40 50 0 ’
Survival time (months) Survival time (months)
Number at risk Number at risk
No ACEIARSs QEE] No MRAs @I

ACEIARSs @S

HR 0.77 [95% Cl 0.66-0.89], P<0.001

HR 1.09 [95% CI 0.93-1.26], P=0.283

HR 0.61 [95% Cl 0.45-0.83], P=0.002

No effect LVEF >40%

LVEF <40%
Adam loannou et al Eur HJ 2023
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APPOLLO B: patisiran

334 patients
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Thérapies spécifiques anti amylose : Patisiran
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All patients had completed the Month 18 visit at data cut-off

ELSIED

0.3 mg/kg
IV Q3wye

334 patients
entered the OLE

OLE period

Evaluated endpoints

+ Change from APOLLO-B double-blind
period baseline at 18 months for:

— Functional capacity (6-MWT)

— Health status and quality of life
(KCCQ-0S)
— Cardiac biomarkers (NT-proBNP,
troponin [)
« Composite endpoint of all-cause
mortality, all-cause hospitalisation, and
urgent HF visits

= All-cause mortality

Age, median (range), years 76 (47-85) 76 (41-85)
Male sex, n (%) 161 (89.0) 160 (89.9)
Race, n (%)
White 138 (76) 140 (79)
Asian 23 (13) 15 (8)
Black or African American 16 (9) 15 (8)
ATTRwt amyloidosis, n (%) 144 (80) 144 (81)
Time s.ince'diagno.sis of ATTR 0.8 (0-6) 0.4 (0-10)
amyloidosis, median (range), years
Baseline tafamidis use, n (%) 46 (25) 45 (25)
NYHA class, n (%)
Class | 10 (6) 15 (8)
Class II 156 (86) 150 (84)
Class Il 15 (8) 13 (7)
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Thérapies spécifiques anti amylose : Patisiran

Primary endpoint:

Mean Change from Baseline in 6-MWT
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Baseline 6 9 12 18

Time (Months)

DB period OLE period

No. of patients
Placebo 178 165 165 164 146
Patisiran 181 162 167 167 149

Bl Patisiran

Secondary endpoint:
Mean Change from Baseline in KCCQ-0OS
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Baseline 6 9 12 18
Time (Months)

DB period OLE period

No. of patients
Placebo 178 171 168 167 155
Patisiran 181 170 171 171 157

[ Placebo
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Thérapies spécifiques anti amylose : Patisiran

Geometric Mean Fold Change from All-Cause Death
eline in NT-proBNPa
® = 20 !
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Baseline 3 6 9 12 15 18 'OOSS/b/

Time (Months)

. ‘ o e (& /7 12 15 18 21 24
DB period OLE period 202 @ (Months)

+ censored

No. of patients 3 p ;
Placebo 178 168 165 164 163 156 DB pe: . OLE period
Patisiran 181 171 169 169 167 157

No. of patients (deaths)
Placebo 178(0) 178(0) 177(1) 173(5) 170(8) 165(11) 159(15) 96(18) 66(19)
Patisiran 181(0) 181(0) 180(1) 178 (3) 176(4) 165(6) 163(6) 105(9) 71 (11)

B Patisiran [ Placebo
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Thérapies spécifiques : dépleteur NI006

e Anticorps humain anti ATTR

e Etude de phase | : 40 patients
* Rando 2:1

e Une ivchaque mois pendant 4 mois

e Résultats
* Tolérance OK
* Tendance : NT pro BNP, DPD

=> phase Il

Aubin Michalon, Nat com 2021

Pablo Garcia-Pavia et al, NEJM 2023, NEJM 2023, published online on May 20

Cardiac Tracer Uptake on Scintigraphy

Patient 1: 75-Year-Old Man

NIOOG 60mgfkg _ , ~ NIOOG 60mg/kg

.f ’\‘
« >
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Baseline

Ratio in Heart to 6.9% 2.5% 2.5%
Whole Body
Total N1006 20.7 g (46.1 daysxmg/ml) 61.7 g (162.7 daysxmg/ml)

® Placebo  ® NIO06 & Switch during Extension Phase

A Cardiac Tracer Uptake on Scintigraphy
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Pipeline: phase Ill en cours / en démarrage

Proteolysis and
dissociation

%

. Misfolding Aggregation f'_{' Deposition

TTR gene expressed in TTR tetramer TTR fragments and Misfolded, Amyloid oligomers Amyloidosis

liver full-length aggregation-prone and disease state
| monomers monomer fibril formation

Orthotopic liver TTR Gene silencing : TTR stabilizers :

transplant:
* Eliminates circulating * RNAI - Patisiran, Vutrisiran » Tafamidis, Acoramidis

Antibodies to clear the
amyioid deposits
mutant TTR * ASOs - Inotersen * Diflunisai

Crispr CASS | Eplontersen
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Pipeline: phase lll en cours

S S N T S S

HELIOS B Vutrisiran Mortalité tot + Fin 2024
hospit CV

CARDIOTTRANSFOM Eplontersen 1400 Mortalité CV et 20247
evenement CV

ATTRibute-CM Acoramidis 632 Mortalité tot + 2025
hospit CV

(hiérarchie)

Crispr Cas9, Ac anti ATTR: phase lll (x2?) non initiées
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Conclusion

* Nouveautés positives
 Patisiran en cardio?

» Grosses études en cours / attente
* 3 phases lll en cours
e 2(-3?) phases lll en préparation

vy

‘. ‘¢ Merci pour votre attention!!
KX



