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Progndza ATTR-kardiomyopatie
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Ideal Emerging Therapeutic Window
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Lécba srdecni amyloidozy

Podpurna terapie Specificka Iécba

e Lécba srdecniho selhani AL amyloiddza — v rezii hematologa
e Lécba poruch rytmu * TTR amyloidodza

* Prevence kardioembolismu

e Lécba chlopennich vad




Management srde¢ni amyloidézy

Stabilizace tetrameru transthyretinu




Specificka terapie TTR-amylodézy

Produkce v jatrech Tetramery transthyretinu Oligomery a monomery Amyloidni fibrily

Stabilizace tetrameru transthyretinu: Inhibice agregace a disrupce oligomeri: Degradace a reabsorpce fibril amyloidu:

Inhibice exprese TTR

genu: Tafamidis Epigalokatechin-3-galat TUDCA+doxycyklin
Patisiran Acoramidis NIO06

Inotersen Diflunisal

Vutrisiran
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CENTRAL ILLUSTRATION: Vutrisiran Reduces the Risk of Mortality and
Cardiovascular Events Among Patients With Transthyretin Amyloidosis With

Cardiomyopathy

Vutrisiran Improves Survival and Reduces Cardiovascular Events in Patients with ATTR-CM
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Tafamidis Treatment for Patients with Transthyretin Amyloid
Cardiomyopathy
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Long-term tafamidis efficacy in patients with A I D N S
transthyretin amyloid cardiomyopathy by I
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B
100 4 HR for all-cause mortality:
90 At 30 months: 0.67 (95% CI 0.425-1.041); p = 0.07
At 60 months: 0.57 (95% Cl 0.391-0.832); p < 0.01
80 Atthe end of the LTE: 0.53 (95% CI 0.367-0.758); p < 0.001
_ 704
2 60-
g 50-
g 40 -
Table 2 Observed all-cause mortality by left ventricular ejection fraction at baseline ° 304
20+ ATTR-ACT:
S i LTE study:
LVEF <50% LVEF >50% 1g 30!2;:;:::;;?:?(:33:;: " all patients recseil:re)é tafamidis
Tafamidis 80/61mg  Placebo/tafamidis Tafamidis 80/61mg Placebo/tafamidis 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months
n ) &3 i &5 86 Patients at risk, n:
All-cause mortality, o () 52 (59.7) 73 (820 B#.Y 52 (605) 88 85 83 79 73 68 68 65 61 59 52 45 44 41 38 35 32 30 28 22 17
First event, n (%)
All-cause death 45 (51.1) 69 (77.5) 33 (38.8) 50 (58.1) 89 86 84 77 75 70 63 60 51 47 42 32 28 25 22 18 17 17 14 12 12
Heart transplant 5(5.7) 4 (4.5) 2(24) 2(2.3)
Implantation of a cardiac mechanical assist device 2 (2.3) 0 0 0 — Tafamidis 80 mg/61 mg — Placabo o tatamidis
LVEF, left ventricular e.jection fr_a':tin"' . . . . . . . Figure 2 Health-related quality of life (A) and Kaplan—Meier plot of all-cause mortality (B) in patients with baseline left ventricular ejection
Heart transplant and implantation of a cardiac mechanical assist device were treated as death. Statistical analyses were conducted using the Kaplan—Meier method and are fraction <50%. End of survival defined as death, heart transplant; or impl jon of a cardiac mechanical assist device. ATTR-ACT, Tafamidis in
shown in Figures 2 and 3. Transthyretin Cardiomyopathy Clinical Trial; Cl, confidence interval; HR, hazard ratio; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire

overall summary; LS, least squares; LTE, long-term extension; SE, standard error. *p < 0.05; + = censored.
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A Multicenter Study of Contemporary »)
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Survival in a Real-World Cohort of Patients With Transthyretin Amyloid Cardiomyopathy
Treated With Tafamidis: An Analysis From the Transthyretin Amyloidosis Outcomes

Survey (THAQOS)

PABLO GARCIA-PAVIA, MD, PhD"%* ARNT V. KRISTEN, MD* BRIAN DRACHMAN, MD"
MARTIN CARLSSON, MS® LESLIE AMASS, PhD® FRANCA STEDILE ANGELI, MD, PhD® and
MATHEW S. MAURER, MD’, on behalf of the THAOS investigators®

Madrid, and Pozuelo de Alarcon, Spain; Heidelberg, Germany; and Philadelphia, and New York, USA
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Fig. 1. Country of enrollment for tafamidis-treated and tafamidis-
untreated patients. *Includes countries with fewer than 10 enrolled
patients.
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Impact of tafamidis on myocardial function and CMR
tissue characteristics in transthyretin amyloid
cardiomyopathy

Stephan Dobner "), Benedikt Bernhard, Lorenz Ninck, Monika Wieser, Adam Bakula, Andreas Wahl,
Valentin Kochli, Giancarlo Spano, Martina Boscolo Berto, Elena Elchinova, Yasaman Safarkhanlo,
Stefan Stortecky, Jonathan Schiitze, Isaac Shiri, Lukas Hunziker and Christoph Grani*

Department of Cardiology, Inselspital, Bern University Hospital, University of Bern, Bern, Switzerland
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Tafamidis - Uhrada

LécCivy pripravek Vyndaqgel je hrazen k |écbé transthyretinové amyloidozy divokého typu zahajené u
dospélych pacientl s kardiomyopatii (ATTR-CM) s funkcni tridou NYHA | az .

Lécba predmétnym pripravkem je prerusena v pripadé€, ze je u pacienta zjistén néktery z dale uvedenych
klinickych stavu:

a) Setrvalé zhorseni do funkéni tridy NYHA IV

b) Pokles GRF <25 ml/min/1,73m2

c) Progredujici tézka hepatopatie

d) Neovlivnitelna tézka malnutrice

e) Zavainé nezadouci ucinky spojené s |écbou lécivym pripravkem Vyndagel

f) Jiné zdvainé onemocnéni s Zivotni prognézou do 12 mésicu

g) Rozvojtézké demence Ci jiného devastujiciho neurologického onemocnéni




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Efficacy and Safety of Acoramidis in
Transthyretin Amyloid Cardiomyopathy

J.D. Gillmore, D.P. Judge, F. Cappelli, M. Fontana, P. Garcia-Pavia, S. Gibbs,

M. Grogan, M. Hanna, J. Hoffman, A. Masri, M.S. Maurer, J. Nativi-Nicolau,

L. Obici, S.H. Poulsen, F. Rockhold, K.B. Shah, P. Soman, J. Garg, K. Chiswell,
H. Xu, X. Cao, T. Lystig, U. Sinha, and J.C. Fox, for the ATTRibute-CM Investigators*

E Death from Any Cause

i,
)

Cumulative Incidence (%)
=]
|

154
104
57 -
B:seli ne é Il-fn I9 ]I2 1I 5 IIE le 2I4 ZI? 3Iﬂ
Months since Randomization
No. at Risk (no. of events)

Acoramidis 409 (0) 407 (2) 401 {8) 393 (16) 385 (24) 369 (40) 365 (44) 358 (51) 344 (65) 336(73) 0(79)
Placebo 202 (0) 201(1) 198 (4) 196(6) 182 (14) 188 (14) 183 (19) 175 (27) 166 (36) 156(46) 0(52)
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Sérova koncentrace transthyretinu

e Stabilizace tetramerl transthyretinu zvysuje jeho sérové hodnoty — coz koreluje s
klinickym benefitem pacientu

 ATTRibute-CM — sérové hodnoty TTR nezavislym prediktorem preziti

} Every 5 mg/dL
increase in stabilised

serum TTR at Day 28...

...reduced the risk of
death

(all-cause mortality)
by almost 31%*




A Cardiac Tracer Uptake on Scintigraphy
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® Placebo @ NI006 Switch during Extension Phase
A NT-proBNP Level
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Jak jsme se posunuli v managementu ATTR-CM?

Pro progndzu pacienti je dullezita véasna diagnostika a véasna indikace specifické terapie
V lécbé ATTR-CM je u pacientti NYHA I-ll indikovana specificka terapie tafamidisem -

hrazen od 1.6.2023 jako centrova lécba

(. Interni klinika VFN Praha, IKEM, I. interni klinika kardioangiologickd FNUSA Brno,

l. interni klinika-kardiologickd FN Olomouc, nové FN Ostrava).

Zmeéna schématu specifické terapie ATTR s prichodem novych molekul.

Vypracovani algoritmu pro sledovani progrese onemocnéni a efektivity specifické terapie.




Dékuji za pozornost.




