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La transth.yrétine

* Protéine

e Synthétisée par le foie et le
plexus choroide avec circulation
plasmatique et cérébrospinale

* Transport T4 et vitamine A (RBP)
e Structure tétramérique

* Tunnel hydrophobe entre 2
dimeres (T4) = site de
stabilisation
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Misfolded

Monomer
Monomer

Oligomer Fibril

Facteur oxydants
Défaut des protéases
Déstabilisations par mutation

Instabilité de B-strands
(Age et variants)



Les stabilisateurs de la transthyrétine

*Tafamidis
eAcoramidis
*Diflunisal et AINS
*Tolcapone et ECGC
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ATTRACT HF LONG TERM EXPOSITION

* Patients with transthyretin amyloid
cardiomyopathy who completed ATTR-ACT could
enroll in an LTE, continuing with the same
tafamidis dose or if previously treated with 10— : o4
placebo, randomized (2:1) to tafamidis meglumine o !

80 or 20 mg. | e

* Median follow-up was 58.5 months in the
continuous tafamidis groupf(n 176) and 57.1
months in the placebo to tafamidis group (n=177).

* There were 79 (44.9%) deaths with continuous
tafamidis and 111 (62.7%) with placebo to
tafamidis (hazard ratio, 0.59 [95% ClI, 0.44—
0.79]; P<O 001). variant transthyretln amyloidosis 0.2- ;

(0. 57 0.33-0. 99 P=0.05) and wild-type ! Exvyomnd plaosio
transt yretm amyI0|d05|s (0.61 [0.43—- = 2

0.87]; P=0.006)) S . 0504 259 05 8. 77 G AL A 2
* Baseline New York Heart Association class | and Il Time o event (months)

%82615—[98%_0P§(23166P)=0003) and class Il (0.65 NEJM 2019 CIRC HF 2022

Continuous tafamides
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ACORAMIDIS

« ACORAMIDIS (AG10) est une petite
molécule stabilisatrice a
biodisponibilité orale.

* AG10 émule |la propriété
stabilisatrice en créant des liaisons
hydrogene entre les résidus de
Ser117 des monomeres de TTR

e D'apres des etudes in vitro,
I'efficacité et la sélectivité de
I'acoramidis semblent supérieures
a celles du tafamidis et du diflunisal
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30-month primary endpoint®:
Hierarchical analysis consisting of all-cause mortality,
cumulative frequency of CVH, change from baseline in NT-
proBNP, and change from baseline in 6MWD

800 mg acoramidis HCl twice daily

acoramidis
NYHA Class I-11}

ATTR-positive biopsy or Placebo twice dally

99mTc scan

HCI
twice daily

N=211
Light chain amylo

'.‘A(.".J:’Ld |' u 3.__‘1;, a5

Efficocy assessment included 611 participants in the pre-
specified miTT population (eGFR 230 mL/min/1.73 nv’)

Tofomidis usoge afiowed ofter Month 12 Open-lobel extension

Screening and randomization

SECONDARY ENDSPOINTS: Cumulative frequency of CVH, change from baseline in SMWD, change from baseline in KCCQ-OS, change
from baseline in serum TTR, change from baseline in NT-proBNP and all cause mortality.
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Efficacy and Safety of Acoramidis in

Transthyretin Amyloid Cardiomyopathy -

ATTRibute-CM | |
* A total of 632 patients with ATTR-CM were randomised.

* The median age was 78 years, 90% of participants were
male, and 10% were variant TTR carriers.

* Most participants had either New York Heart Association
Class 11 (72.0%) or Class Il (17.2%) symptoms.
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of Win Ratio FS test
Subgroup Patients Win Ratio [95% CI] p-value
Overall 611(100.0) R 1.772[ 1.417,2217 ] <0.0001
ATTR-CM Genotype
ATTRm-CM 59(9.7) 0 2529[1.303,4911] 0.0061
ATTRwt-CM 552(90.3) —a— 1756 1.396,2208 ] <0.0001
NT-proBNP (pg/mL)
<= 3000 401(65.6) — 1787 1.373,2325 ] <0.0001
> 3000 210(34.4) —— 1678 1.160,2.426] 0.0060
¢GFR (mL/min/1.73m2) ‘
<45 94(15.9) o= 1410[ 0.849,2341] 0.1841
> 45 517(84.6) R 1.797 [ 1.452,2226 ] <0.0001
Age (vears)
<78 299(48.9) —_—— 2052 1.489,2829] <0.0001
= 78 31251 1) . 1499 1.098,2045] 00107
NYHA Class
L 512(838) —— 1892[1.479,2419] <0.0001
1 99(16.2) — 1.150[0.652,2030) 06292
«— Placebo Better Treatment Better —

I I 1 | I 1 1 1 I I 1
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15% 1

Cumulative event

10% +

12 15 18
Time since Randomzaton (Months)

Number at nsk (number of events)

Acoramidis 400(0) 407(2) 401(8) 303(16) 385(24) 236H(40) WS (44) 3SE(ST) 344 (85) 3W(I) 0 (79)
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DIFLUNISAL et AINS

DIFLUNISAL AINS et autres

* FLUFENAMIC: aussi efficace que
DIFLUNISAL in vitro

‘ . | * DICLOFENAC: tres inférieur au
i ress DIFLUNISAL in vitro
: | BB _|_ - FLURBIPROFEN: Supérieur au
| DIFLUNISAL in vitro
R R o « RESVERATROL: aussi efficace que
2D Strain: p =0,04 :
e S= Of’z DIFLUNISAL chez la souris
BNP: p =0,42

Lorhmann, J Card Failure, 2020



(‘) MASTERCLASS

P ey A @ Jeudi 14 décembre 2023
AMYLOSES r EE Espace Saint-Martin ® PARIS

CARDIAQUES

ATTRibute-CM: criteres secondaires

Select secondary endpoints

Cumulative frequency of CVH’ p<0.0001
Change from baseline in 6MWD* p<0.0001
Change from baseline in KCCQ-0S* p<0.0001
Change from baseline in serum TTR* p<0.0001
Change from baseline in NT-proBNP* P<OQQ1
All-cause mortality®4 f-0.057)
» - e -m —_— from Baseline in 6MWD*
Change from Baseline in KCCQ-OS* ' E era o‘m‘f_ o
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TOLCAPONE

* La tolcapone est un inhibiteur de
la catéchol-O-méthyltransférase
traditionnellement utilisé pour le
traitement de la maladie de
Parkinson

* Son action stabilisatrice sur la
TTR peut étre due a une forte
affinité pour le site de liaison T4
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Transthyretin stabilization activity of the catechol-O-methyltransferase
inhibitor tolcapone (SOM0226) in hereditary ATTR amyloidosis patients
and asymptomatic carriers: Proof-of-concept study

(A)

120+
& 100- > _
e Ftude de preuve de concept % i K . P o 200 mg en une seule prise
5 60- B o Yo °
* 17 patients Eadeg® 7" o
2 20 . 2778 <
* wild type, n = 6; mutation TTR Ol’ T ; '
—_ Tolcapone pug/mL
Va |30Met’ n=11 Correlation =0.812 [95%C1 0.687: 0.891] " 190 -
, pvalue= 0,0000 = 804
* 50% avec phénotype § . o
. 3 0,°% 0%
myocCd rdlque 3 x 100 mg toutes les 4h g i - ? s e
E CZ‘:‘"'," -
0 | 2 3 s
Tolcapone pg/mb
Gamez, Amylo,d 2019 Comelation =0.742 [85%CI 0.591; 0.842]

pvalue= 0,0000
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epigallocatechin-3-gallate
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Cardiac ATTR Survival Analysis
10+ - *
;“_“l, |

il - S ] | § *

EGCG group (N=125) Control group (N=23) 7 L“"’it A

Bascline |=year FUI Bascline I-ycar FU 03- L
IVS, mm 177223 184+3.0 16.8+2.7 178+35 0.659 1
PW, mm 156=28 176430 157425 162428 0495 3
LVEDD, mm 459+47 3046 476463 454467 0853 T 05~ Pt =T
LVESD, mm 0£28 28455 307433 28.0£4.] 089 @
LVEDV, mL 9021214 80,6+ 268 939+20.9 $20+339 oz 9
LVESV, mL H#47+172 4584272 274198 417+238 0761 28
EF. % 536295 SIS+118 5254129 99:120 0878 B 047
Lef Atium, cm2 28.527.0 300+5.9 27.6+9.1 26.2+610 0325 O
TAPSE, mm 187 +4.5 158452 17.6+4.6 16.4+56 0.110
PASP, mmHp 368100 39.3+85 3931 +88 36.5+54 0119 0.2
LV mass. g/m2 193.6=42 8 192 54619 16445 16665482  0.549
EE' 16044 15346 17846 18.8+8 (535
NT-proBNP 46125758 643647207 5264+ 5441 SES4 46293 0117

00+
] ] 1 ] | 1]
0 500 1000 1500 2000
Follow Up Days

Capelli, Int Emergency Med, 2018
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Conclusion

* 2 molécules prometteuses
* TAFAMIDIS
* ACORAMIDIS
* (un abandon du DIFLUNISAL un peu rapide?)

* A quand une étude randomisée de combinaison initiale

e X 2 stabilisateurs
1 stabilisateur + SI RNA/ASO



