Lécba a terapeuticka doporuceni u ATTR-CM
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Lécba srdecni amyloiddzy

= Podpirna / paliativni — typ srdec¢ni amyloiddzy neni podstatny
= odlisnosti od bézné lécby srdecniho selhani

= Kauzalni — specificka dle typu srdecni amyloiddzy
= krucialni role diferencialni dg. srdecnich amyloidoéz
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Advances in the Treatment
of Cardiac Amyloidosis

Lécba srdecni amyloidodzy

DISEASE MODIFYING THERAPIES
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SYNTHESIS IN THE HEART
INHIBITION REMOVAL OF
MISFOLDED
REMOVAL OF TRANSTHYRETIN
TRANSTHYRETIN

AMYLOID DEPOSITS

HEART FAILURE SYMPTOMS RELIEF *

OPTIMIZATION OF FLUID STATUS *
- ANTICOAGULATION IN AF**

adaptovadno dle: Curr. Treat. Options in Oncol. (2020) 21: 36
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Lécba srdecni amyloidodzy

Advances in the Treatment
of Cardiac Amyloidosis
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Lécba srdecni amyloidodzy

Advances in the Treatment

of Cardiac Amyloidosis

Curr. Treat. Options in Oncol. (2020) 21: 36
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Lécba srdecniho selhani u SA

Advances in the Treatment
of Cardiac Amyloidosis

HF medical therapy

The general approach to patients with CA and HF symptoms should initially
consider diet counseling, mainly for sodium restriction and daily weight ori-
entations, to guide diuretic treatment, particularly with loop diuretics to relieve
congestion and control symptoms. HF therapy in CA patients is mostly depen-
dent on the monitoring of fluid balance and diuretic usage, and it is suggested
that a combination of loop diuretics and an aldosterone antagonist is the most
effective approach

Curr. Treat. Options in Oncol. (2020) 21: 36
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Lécba srdecniho selhani u SA

* Je nutné opatrné davkovani diuretik vzhledem k uzkému rozmezi optimalnich
plnicich tlakl LK.

= Pacienti se srdec¢ni amyloiddzou maji casto hypotenzi a poruchy vedeni
vzruchu, coz limituje pouziti standardni lécby srdecniho selhani (RAASi, BB).

= Tato lécba navic nema zadna data o mozném prognostickém efektu u
nemocnych se srdecni amyloidozou.

= U digoxinu hrozi riziko tkanové toxicity vzhledem k jeho vazbé na amyloidni
fibrily v myokardu i pri terapeutickych sérovych hladinach.
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Advances in the Treatment
of Cardiac Amyloidosis

Lécba srdecni amyloidodzy
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Specificka kauzalni lécba se
zasadneé lisi u jednotlivych
typlu amyloidozy
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Lécba srdecni ATTR amyloiddzy

Advances in the Treatment
of Cardiac Amyloidosis

Specificka kauzalni Iécba se

zasadné lidi u jednotlivych | remaen
typt amyloidézy INHITION o

MISFOLDED

REMOVAL OF TRANSTHYRETIN
TRANSTHYRETIN
AMYLOID DEPOSITS

Jedinou lécbou ATTR-CM, ktera

HEART FAILURE SYMPTOMS RELIEF *

ma v soucasnosti jasna data, ’ TR e

ANTICOAGULATION IN AF**

je stabilizace tetrameru
transthyretinu pomoci
tafamidisu

\_ J

adaptovano dle: Curr. Treat. Options in Oncol. (2020) 21: 36

FAKULTNI ® |. INTERNi
HES“@OENN,\',SE KARDIOANGIOLOGICKA
V BRNE I KLINIKA FNUSAA LF MU

==
me
o=



Co rikaji US guidelines?

2022 AHA/ACC/HFSA Guideline for
the Management of Heart Failure

COR

LOE

RECOMMENDATIONS

1. In select patients with wild-type or variant transthyretin cardiac amyloidosis and NYHA class | to Il HF
symptoms, transthyretin tetramer stabilizer therapy (tafamidis) is indicated to reduce cardiovascular
morbidity and mortality (1).

Circulation. 2022 May 3;145(18):e895-e1032
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Co rikaji ESC guidelines?

2021 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

Eur Heart J. 2021;42(36):3599-3726.

Recommendations for the treatment of transthyretin
amyloidosis-cardiac amyloidosis

Recommendations Class® Level®
Tafamidis is recommended in patients with
genetic testing proven hereditary hTTR-CMP

mortality.”” II

and NYHA class | or Il symptoms to
reduce symptoms, CV hospitalization and
Tafamidis is recommended in patients with

wtTTR-CA and NYHA class | or Il symptoms to

mortality.”” ll

reduce symptoms, CV hospitalization and
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ATTRACT - charakteristika pacientu

Tafamidis Treatment for Patients with Transthyretin Amyloid

METHODS

Cardiomyopathy

In a multicenter, international, double-blind, placebo-controlled, phase 3 trial, we
randomly assigned 441 patients with transthyretin amyloid cardiomyopathy in a 2:1:2
ratio to receive 80 mg of tafamidis, 20 mg of tafamidis, or placebo for 30 months.

Tafamidis Placebo TTR genotype — no. (%) NYHA Class — no. (%)
Characteristic (N=264) (N=177)
ATTRm 63 (23.9) 43 (24.3) Class | 24 (9.1) 13 (7.3)
Age —yr
g M v 745+7.2 74 126.7 (_ATTRwE 201 (76.1) 134 (75.7) Class Il 162 (61.4) 101 (57.1)
ean Dt/ A1+0.
Median (range) 75 (46-83) 74 (51-89) Blood pressure —mm Hg \_Class 1l 78 (255) 83 32.6)
Sex— o, (%) Supine Modified BMI+ 1058.8+173.8 1066.4+194.4
Male 241 (91.3) 157 (88.7) Systolic il il NT-proBNP level — pg/ml
Fernale 23 (8.7) 20 (113) Diastolic 70.4£10.3 70.2+9.5 Median 2995.9 3161.0
N Engl ) Med 2018;379:1007-16.
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ATTRACT - vysledky

Tafamidis Treatment for Patients with Transthyretin Amyloid

Cardiomyopathy

Analysis of All-Cause Mortality
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32% redukce CV hospitalizaci
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IC Frequency of Cardiovascular-Related Hospitalizations

No. of Patients with

No. of Cardiovascular- Related Cardiovascular- Related Pooled Tafamidis vs. Placebo
Patients Hospitalizations Hospitalizations Treatment Difference
total no. (%) Ho. per yr relative risk ratio (95% Cl)
264 138 (52.3) 0.48
0.68 (0.56-0.81)
177 107 (60.5) 0.70

N Engl ] Med 2018;379:1007-16.

U SsV. ANNYA

I. INTERNI
q KARDIOANGIOLOGICKA MUN I
s KLINIKA FNUSAA LF MU MED




ATTRACT - vysledky

Tafamidis Treatment for Patients with Transthyretin Amyloid

Cardiomyopathy
Change from Baseline in 6-Minute Walk Test Change from Baseline in KCCQ-OS
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N Engl ] Med 2018;379:1007-16.
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ATTRACT - analyza podskupin

P Value from
Finkelstein-
Schoenfeld Survival Analysis P Value for Cardiovascular Hospitalization P Value for
Subgroup Method Hazard Ratio (95% Cl) Interaction Relative Risk Ratio (95% Cl) Interaction
Overall — pooled tafamidis <0.001 —— i
vs. placebo ' :
TTR genotype " 0.79 | 0.11
ATTRm 0.30 - -
ATTRwt <0.001 v : —_—
NYHA baseline 0.22 | <0.001
Class | or |l <0.001 - . R |
Class IIl 0.78 .o e
Dose ' :
80 mg vs. placebo 0.003 . — i
20 mg vs. placebo 0.005 ' —_—
0.5 050 100 200 0.25 0.50 1.00 2.00
Tafamidis Better Placebo Better Tafamidis Better Placebo Better

N Engl ] Med 2018;379:1007-16.
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ATTRACT - analyza podskupin -

trida NYHA klasifikace

P Value from
Finkelstein—
Schoenfeld Survival Analysis P Value for Cardiovascular Hospitalization P Value for
Subgroup Method Hazard Ratio (95% ClI)  Interaction Relative Risk Ratio (95% Cl) Interaction
Overall — pooled tafamidis <0.001 ' — i
vs. placebo ' !
TTR genotype " 0.79 | 0.11
ATTRm 0.30 e =
ATTRwt <0001 + : e '
NYHA baseline 0.22 | <0001 |
Class 1 or |l <0.001 - . _— |
\__Class Ill 0.78 - — )
Dose |
80 mg vs. placebo 0.003 . — i
20 mg vs. placebo 0.005 : ——
0.25 0.50 100 2,00 0.25 0.50 1.00 2.00
- L i —_——
Tafamidis Better Placebo Better Tafamidis Better Placebo Better

N Engl ] Med 2018;379:1007-16.
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ATTRACT - analyza podskupin -

trida NYHA klasifikace

P Value from
Finkelstein—
Schoenfeld / Survival Analysis P Valum Cardiovascular Hospitalization P Value for
Subgroup Method Hazard Ratio (95% ClI)  Interaction Relative Risk Ratio (95% Cl) Interaction
Overall — pooled tafamidis <0.001 ' — i
vs. placebo ' !
TTR genotype " 0.79 | 0.11
ATTRm 0.30 o =
ATTRwt <0001 * : e |
NYHA baseline 0.22 | <0.001
Class 1 or |l <0.001 - . _— |
\__Class Ill 0.78 - e
Dose |
80 mg vs. placebo 0.003 . — i
20 mg vs. placebo 0.005 : ——
ofs 0.50 100 2,00 0.25 0.50 1.00 2.00
- L i —_——
\I'afamidis Better Placebo Better / Tafamidis Better Placebo Better
= —

N Engl ] Med 2018;379:1007-16.
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ATTRACT - analyza podskupin -

trida NYHA klasifikace

P Value from
Finkelstein—
Schoenfeld Survival Analysis P Value for ﬂardiuvas:ular Hospitalization P Value for
Subgroup Method Hazard Ratio (95% ClI)  Interaction Relative Risk Ratio (95% Cl) Interaction
Overall — pooled tafamidis <0.001 ' — i
vs. placebo ' !
TTR genotype " 0.79 | 0.11
ATTRm 0.30 o =
ATTRwt <0001 + : e '
NYHA baseline 0.22 | <0001
Class 1 or |l <0.001 - . _— |
\__Class Ill 0.78 - — )
Dose |
80 mg vs. placebo 0.003 . — i
20 mg vs. placebo 0.005 : ——
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Kritéria pro nasazeni Ié¢by ATTR-CM tafamidisem v CR

= Jednoznacny prlikaz ATTR-CM divokého typu (ATTRwt)

* Pritomnost symptomu srdecniho selhani ve funkcnich tridé NYHA | a Il

= Hodnota eGFR 2 25 ml/min/1,73m2

* Nepritomnost vyznamného multiorganového postizeni (napf. vyznamna
hepatopatie, neovlivnitelna tézka malnutrice)

= Nepritomnost jiného zavazného onemocnéni s Zivotni prognézou do 12 mésicti

= Nepritomnost tézké demence ci jiného devastujiciho neurologického
onemochéni

= Dosavadni dobra kvalita zivota

ROZHODNUTI_VYNDAQEL_LPVO_SUKLS117667_2022
https://verso.sukl.cz
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https://verso.sukl.cz/fcgi/verso.fpl?fname=vp_spis&_idspis=614807271

Kritéria pro ukonéeni Ié¢by ATTR-CM tafamidisem v CR

" Progrese symptomu srdecniho selhani do funkcni tridy NYHA IV

= Pokles eGFR < 25 mil/min/1,73m?2

= Progredujici tézka hepatopatie ¢i malnutrice

= Objeveni se jiného zavazného onemocnéni s Zivotni prognozou do 12 mésicu
= Rozvoj tézké demence Ci jiného devastujiciho neurologického onemocnéni

= Zavazné nezadouci ucinky spojené s lécbou

= Prani pacienta

ROZHODNUTI_VYNDAQEL_LPVO_SUKLS117667_2022
https://verso.sukl.cz

U%T;OENN@E KARDIOANGIOLOGICKA
V BRNE ©  KLINIKAFNUSAALF MU MED


https://verso.sukl.cz/

Kritéria Iééby ATTR-CM v CR - diskuze

= V analyze podskupin studie ATTR-ACT nebyl shledan statisticky vyznamny efekt |éCby
tafamidisem na primarni kombinovany end-point celkové mortality a vyskyt hospitalizaci
pro srdecni selhdni u pacientd s vychozi klasifikaci NYHA tridy Il (p=0,7819).

»= Celkova mortalita ale byla Iécbou tafamidisem vyrazné pozitivné ovlivnéna i u pacientt s
vychozi klasifikaci NYHA tridy Ill.

= Celkovy nevyznamny vysledek primarniho kombinovaného end-pointu byl u této skupiny
nemocnych dan vyssi mirou hospitalizaci pro srdecni selhani, coz mohlo byt dano pravé
delSim prezitim téchto nemocnych s pokrocilym fenotypem lééenych tafamidisem.

ROZHODNUTI_VYNDAQEL_LPVO_SUKLS117667_2022
https://verso.sukl.cz
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Kritéria Iééby ATTR-CM v CR - diskuze

= Celkovy nevyznamny vysledek primarniho kombinovaného end-pointu byl u této skupiny
nemocnych dan vyssi mirou hospitalizaci pro srdecni selhani, coz mohlo byt dano pravé
delSim prezitim téchto nemocnych s pokrocilym fenotypem lééenych tafamidisem.

Estimating the Effect of Tafamidis on ACT. Conclusions: Initial data from ATTR-ACT likely underes-
Cardiovascular-Related Hospitalization in NYHA timated the effect of tafamidis on CV-related hospitaliza-
Class Il Patients with Transthyretin Amyloid tions due to the confounding effect of death. When SACE

. . was used to adjust for survivor bias, there was a 24% reduc-
Cardlomyopathy in the Presence of Death tion in the frequency of CV-related hospitalization in NYHA

class Il patients treated with tafamidis.

Actual alive 0.95 (0.55-1.65) 0.39 (0.28-0.56) 0.42 (0.27-0.63)

AllNYHA class Il 1.41 (1.05-1.90) 0.98 (0.82-1.17) 0.69 (0.55-0.88)

T \ T T 1
0.0 0.5 1.0 1.5 20

Risk ratio (95% Cl) Cardiology 2022;147:398-405
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Zavery

= Stojime na prahu revoluéni moznosti Iécby nemocnych s ATTR-CM s
potencialem snizeni mortality i morbidity.

" Prvnim preparatem, u kterého mame k dispozici presvédciva data o
pozitivhim efektu lécby u ATTR-CM, je tafamidis.

"= Dostupnost této lécby podtrhuje potrebu maximalniho usili pro véasnou a
presnou diagnostiku ATTR-CM, protoze uhradové podminky (v souladu s ESC
guidelines) umoznuji nasazeni lé¢by pouze nemocnych s méneé pokrocilymi
symptomy srdecniho selhani.
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Dékuji za pozornost!
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Vydej |éCivého pripravku tafamidis je vazan na lékarsky predpis.

Pripravek neni hrazen z prostfedk( verejného zdravotniho pojisténi.

Pred predepsanim se prosim seznamte s Uplnou informaci o pripravku.

Uplna informace o pFipravku je dostupna u zastupce spole¢nosti Pfizer

nebo na www.pfizer.cz/vpois.



http://www.pfizer.cz/vpois
http://www.pfizer.cz/vpois

