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Pricina smrti podle vekovych skupin

« 4893 pacientu s HCM, 3126 (63,9 %) muzu,
 vek pri prezentaci byl 49,2 (16,4) let
« LVOT gradient > 30 mmHg 1372/4238 (32.4)

I sCDoraborted SCD [ Heart failure death or transplant  [[] Other CV death  [[] Non-CV death [ | Unknown cause of death

E Cause of death by age group
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Lorenzini et al. JAMA Cardiol. 2020;5(1):73-80.
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Vyznam gradientu LVOT u HKMP
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méfeni gradientu LVOT v klidu, s Valsalvovym manévrem a s echem cviceni
119 mélo klidové gradienty 250 mm Hg a nebylo cviCeno.

Nonobstructive

Maron MS, Circulation 2006;114:2232-9. - — -~ Provocable Obstruction
Maron MS, J Am Coll Cardiol 2016:67:1399-409.  eeeeeea. Rest Obstruction
Rowin, E.J. et al. J Am Coll Cardiol Img. 2017;10:1374-86.
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Mavacamten
(Class lla)

Stl” symptomatic
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Arbelo et al. Eur Heart J. 2023 Aug 25;ehad194. doi:10.1093/eurheartj/ehad194



MAVACAMTEN



Klinicky program Mavacamten

EXPLORER-HCM PHASE 3

Symptomatic, obstructive HCM

MAVERICK-HCM FHASE 2

Symptomatic, non-obstructive HCM

OPEN-LABEL EXTENSION
PIONEER-OLE PIONEER-HCM Phase 2 patients
MAVA-LTE LONG-TERM EXTENSION
EXPLORER-HCM and MAVERICK-HCM patients

Severely symptomatic HCM patients

VALOR HCM indicated for septal reduction therapies

Source: MyoKardia



EXPLORER-HCM: Design studie!3

Pacienti s gradientem LVOT = 50 mmHg a symptomy NYHA tfidy Il az Ill byli randomizovani v poméru 1:1 do ramene s pripravkem
Mavacamten jednou denné (s pocatecni davkou 5 mg nasledovanou titraci davky) nebo placebem podavanym po dobu 30 tydnu

Screening Dvojité zaslepena placebem kontrolovana lécba Post-
35 dni 30 tydnd Treatment
8 tydnu
Mavacamten
7 atazeno 2.5,5,10,0r 15 mg QD
N =251 °
Placebo
Tydny -35d  -5d 4 6 22 26 34 38

Pocatecni davka: 5
mg 1x denné

e

Titrace v 8. a 14. tydnu

Kritéria pro doCasné vysazeni I1éCby: LVEF < 50 %, plazmaticka koncentrace I1éku > 1000 ng/ml, nadmérné prodlouzeni QT intervalu

D, day; EOS, end of study; EOT, end of treatment; LVEF; left ventricular ejection fraction; LVOT, left ventricular outflow tract; NYHA, New York Heart Association; QD, once daily; QTcF, Fridericia-
corrected QT interval.

1. Ho CY et al. Circ Heart Fail. 2020;13. doi: 10.1161/CIRCHEARTFAILURE.120.006853. 2. Olivotto | et al. Lancet. 2020;396:759-769. 3. CAMZYOS [prescribing information]. Princeton, NJ: Bristol-
Myers Squibb Company. Figure adapted from Ho CY et al. Circ Heart Fail. 2020;13. doi: 10.1161/CIRCHEARTFAILURE.120.006853.



Mavacamten u HOCM (EXPLORER-HCM): randomizovana, dvojité

zaslepena, placebem kontrolovana studie faze 3

Olivotto | et al. Lancet 2020:396,759-769
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EXPLORER-HCM
Sekundarni cil: pacientem udavané symptomy (PROs - kvalita zivota)!-
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Skore KCCQ-CSS (pozitivni zména je zlepSeni) i HCMSQ-SoB (negativni zména je zlepSeni) se pri lé€be

pripravkem Mavacamten zlepsilo ve srovnani se skupinou s placebem.3

EOS, end of study; EOT, end of treatment; HCMSQ-SoB, HCM Questionnaire Shortness-of-Breath; KCCQ-CSS, Kansas City Cardiomyopathy Questionnaire-
Clinical Summary Score; LS, least squares.

1. Spertus JA et al. Lancet. 2021;397:2467—-2475 2. Naidu SS et al. Poster presentation at the ESC-HF 2021 World Congress on Acute Heart Failure; June 29-July 1, 2021;
Poster 60612 3. Olivotto | et al. Lancet. 2020;396(10253):759-769. Graphs adapted from Spertus JA et al. Lancet. 2021;397:2467—-2475.



EXPLORER-HCM: LVEF zmény v ¢ase'?

Mean LVEF change over time
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Weeks
-8- mavacamten Placebo
Number of patients at visit
placebo 128 115 117 120 119 121 121 119

Note: Dashed line represents the protocol threshold for temporary discontinuation (LVEF < 50%).

LVEF, left ventricular ejection fraction.

U 9 pacientt doslo béhem lécby k
reverzibilnimu snizeni LVEF < 50 %
(median 48 %; rozmezi 35-49 %).

Mavacamten: 7 (6 %) pacientd
Placebo: 2 (2 %) pacienti

U 3 ze 7 pacientl lécenych pripravkem
Mavacamten a u 1 ze 2 pacientd
lécenych placebem nebylo toto snizeni
klinicky zjevné

U vSech 7 pacientu lécenych
pripravkem mavacamten doslo po
ukonceni lécby pripravkem
mavakamten ke zlepseni LVEF

1. Olivotto | et al. Lancet. 2020;396:759-769. 2. CAMZYOS [prescribing information]. Princeton, NJ: Bristol-Myers Squibb Company. Figure adapted from Olivotto | et al. Lancet. 2020;396:759—769.



Design studie: MAVA-LTE (kohorta EXPLORER)

Mavacamten

starting dose 5 mg QD
31 May 2022 (interim analysis data cut-off date)

Mean time from

n = 215 on treatment

EXPLORER-HCM EQOS I 475 PY exposure
April 2019

to EXPLORER-LTE
LTE-eligible Day 1: 66.5 days
(range, 3—359 days)

patients from

EXPLORER-LTE cohort I

EXPLORER-HCM of MAVA-LTE

(n = 244)

(n=231) Unscheduled dose adjustment

=] Enrolment

42 8 12° 16 24° 36 48 60 72 84 - -p 252

Echocardiography-guided
individualized dose adjustment

Time (weeks) -4

End of treatment

» Mezi kliCova kritéria pro zarazeni patfila hodnota LVEF = 50 % echokardiografii a bezpecnostni
laboratorni parametry v normalnich mezich pfi screeningu

« Mavacamten byl doCasné ukoncen, pokud byl LVEF < 50 % pfi jakékoli navstéve; pacienti mohli
pokraCovat v [éCbé s jednou urovni davky nizSi nez predchozi davka, pokud byla LVEF pfi kontrolni
navstéveé o 4 az 6 tydnu pozdéji = 50 %

Pacienti dokoncili 8tydenni vymyvaci obdobi po 1écbé pripravkem EXPLORER-HCM pred zafazenim do programu MAVA-LTE. Pacienti méli po rodi¢ovské studii kvlli pandemii COVID-19 proménlivou dobu
mimo lé&bu. aUpravy davky byly zaloZeny pouze na echokardiografickych méFenich Valsalvova LVOT gradientu a LVEF odeétenych na misté. Uprava davky byla moznd také ve 24. tydnu po
echokardiografickém hodnoceni gradientu LVOT po cviceni. Po 24. tydnu byla mozna Uprava davky, pokud byl Valsalvlv gradient LVOT odecteny z mista > 30 mmHg a LVEF = 50 %. COVID-19, koronavirové
onemocneéni 2019; EOS, konec studia; HCM, hypertroficka kardiomyopatie; LTE, dlouhodobé prodlouZeni; LVEF, ejekéni frakce levé komory; LVOT, vytokovy trakt levé komory; PY, pacientoroky; QD, jednou
denné



Zmena v ukazatelich ucinnosti od vychoziho stavu do tydne 120
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« Mavacamten byl spojen s trvalym zlepSenim echokardiografickych parametrt oproti vychozi hodnoté, v€éetné priméru

E/e' a NT-proBNP

« Prumérna hodnota LVEF zustala pfi vSech studijnich navstévach v normalnim rozmezi

Baseline is defined as last non-missing measurement before the first dose of mavacamten in MAVA-LTE. Data presented are mean (SD) unless otherwise stated. Dotted line in LVEF figure represents the
threshold for normal ejection fraction. BL, baseline; E/e’, ratio between early mitral inflow velocity and mitral annular early diastolic velocity; IQR, interquartile range; LTE, long-term extension; LAVI, left
atrial volume index; LVEF, left ventricular ejection fraction; LVOT, left ventricular outflow tract; NT-proBNP, N-terminal pro B-type natriuretic peptide; SD, standard deviation



VALOR-HCM: study design?':

Mozna titrace Mozna titrace mavacamtenu
mavacamtenu (skupina placebo-aktivni)b
Q/éichni nAemocnl’)zi

A A A

Mavacamten
Day 1 to Week 32

Mavacamten
Tydny 32 az 128

Screening

Randomizace 1:1

Mavacamten
Tydny 16 az 32
Cas
tydny) ¢ & 6 & 6 6 6 6 e 6 e e e e e e e & &
-2 D1 42 82 122 16 202 242 282 32 44 56 68 80 92 104 116 128 136
( ] | J | EO | EO
Den 1 az tyden 16 16. az 32. tyden 32. az 128. tyden T S
placebem kontrolovana lééba Aktivné kontrolovana lééba Dlouhodobé prodlouzeni

Mavacamten

Temporary treatment discontinuation criteria: LVEF < 50%

apatients will be evaluated for possible down-titration at Week 4 and up-titration at Weeks 8 and 12. bPatients who receive placebo during the first 16 weeks will begin mavacamten 5 mg at Week 16 and
will be evaluated for possible down-titration at Week 20 and up-titration at Weeks 24 and 28.

D, day; EOS, end of study; EOT, end of treatment; HCM, hypertrophic cardiomyopathy; LVEF, left ventricular ejection fraction; SRT, septal reduction therapy.
1. Desai MY et al. Am Heart J. 2021;239:80-89. Schematic adapted from Desai MY et al. Am Heart J. 2021;239:80-89. 2. Desai MY et al. JACC. 2022;80:95-108.



VALOR-HCM exploratory end point

Zmen

a Valsalva - LVOT gradientu

Valsalva LVOT gradient (mm HQ)

Valsalva LVOT gradient difference (95% CI)
-47.6 (—58.2 to -37.0) mm Hg, P < 0.001
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Cl, confidence interval; LVOT, left ventricular outflow tract.

Weeks since randomization

Desai MY. Oral presentation at the American College of Cardiology’s 71st Annual Scientific Session & Expo (ACC.22); April 2—4, 2022; Presentation 402-09.



ValornyHCM

Trvalé zlepsovani hlavniho endpointu a tridy NYHA

Hlavni sloZzeny endpoint 100— Vylepseni tfidy NYHA
100% 100% 93% V 56. tydnu

100+

75

~
(6]
|

50

% of Patients

25

% Patients Meeting the
Primary Efficacy Endpoint

N (&)}

i i

11% 9%

Baseline Week 16 Week 32  Week 56 | Baseline Week 16 Week 32 Week 56 At least 1 At least 2 At least 1 At least 2

Original Mavacamten Placebo Crossover Original Mavacamten Group Placebo Crossover Group
Group (N=56) Group (N=52) (56 week exposure, N=56) (40 week exposure, N=52)

Hlavni slozeny endpoint
1. Rozhodnuti nemocného podstoupit SRT (septalni redukéni terapii)
2. Indikace k SRD podle 2011 AHA/ACC guidelines
3. SRT status ,non-evaluable”



Serum NT-ProBNP (ng/L)

Trvalé zlepsovani paramtru ucinnosti ValorgHCM

Resting LVOT Gradient

Original Placebo (40-week exposure) -33.2 (95% CI -41.9 to -24.5)

Original Mavacamten (56-week exposure) -34.0 (95% Cl -43.5 to -24.5)
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NT-ProBNP
Original placebo (40-week exposure) -423 (95% Cl -624 to -252)
Original mavacamten (56-week exposure) -376 (95% Cl -723 to -225)
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Peak LVOT Gradient (Valsalva), mmHg

Troponin-l (ng/L)

Valsalva LVOT Gradient

Original Placebo (40-week exposure) -54.6 (95% CI -66.0 to -43.3)
Original Mavacamten (56-week exposure) -45.6 (95% Cl -56.5 to -34.6)
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80
60
40
20
0
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
Weeks Since Randomization
Troponin |
Original placebo (40-week exposure) -6.2 (95% Cl -11.5 to -3.3)
Original mavacamten (56-week exposure) -7.0 (95% Cl -10 to -2.3)
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KCCQ Clinical Summary Score

Left Ventricular Mass Index, g/m?

Trvalé zlepseni QOL a prizniva srdecni remodelace ValorgHCM

/4
KCCQ, Score Septal E/e
Original placebo (40-week exposure) 11.7 (95% Cl 6.9 to 16.4) Original placebo (40-week exposure) -3.6 (95% Cl -5.8 to -1.5)
_Original mavacamten (56-week exposure) 14.1 (95% Cl 9.9 to 18.3) 304 Original mavacamten (56-week exposure) -4.1 (95% Cl -5.7 to -2.6)
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Weeks Since Randomization Weeks Since Randomization
LV-Mass Index LA Volume Index
Original placebo (40-week exposure) -14.5 (95% Cl -20.8 to -8.3) Original placebo (40-week exposure) -5.3 (95% Cl -7.6 to -2.9)
o Original mavacamten (56-week exposure) -11.5 (95% Cl -16.8 to -6.2) Original mavacamten (56-week exposure) -5.5 (95% Cl -8.4 to -2.6)
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Vybrané bezpecnostni endpointy v tydnu 56

ValonNYHCM

Placebo-to- Originalni Celkova
mavacamten mavacamten
Characteristic (40 tydn ma\./acamtt?n . 1=k
- (expozice 56 tydni) o
N=56 Ejekcni frakce LK
N=52 -
Bezpecnostni ukazatele Original placebo (40-week exposure) -4 (95% Cl -6.1 to -1.9)
Trvalé vysazeni hodnoceného léku Original mavacamten (56-week exposure) -4.0 (95% Cl -5.5 to -2.5)
a) LVEF <30 % 2 (3.8) 0 3(2.8) ]
b) Dv& po sob& jdouci m&Feni LVEF < 50 % 1(1.9) 0 %W
navzdory snizeni davky na 2,5 mg g %7
g
Jedno docasné preruseni pro LVEF 2 (3.8) 7 (12.5) 9 (8.3) = R
(>30% az <50%)
Celkem s jakoukoli LV EF (<50%) 5 (9.6) 7 (12.5) 12 (11.1) o (e ;'a“eb°‘t‘:'”‘a“a"am‘e”
Srdecni smrt 1(1.9)* 0 o Meveeamen
Hospitalizace pro srdecni selhani 1(1.9)¥ 0 % b 4 B 40 E Be i 5 bR ab 4 o B B
Vybrané zavainé nezadouci ucinky souvisejici s Iécbou Weeks Since Randomization
Nejméné jedna zavaina nezadouci 6 (11.5) 4(7.1) 10 (9.3) EEgggﬁfﬁgﬁfamen B o5 s % s8 2 2
prihoda souvisejici s Iécbou
Fibrilacesini 0 3(5.4) 3(2.8) 9/12 (75 %) pacientd s LVEF < 50 % bylo
KM;it()nrz“';j:'yi:i'eselhan' 183; 8 1:8'3 asymptomatickych a po docasném preruseni
Reakce v misté podani léku 2 (3.8) 0 2(1.9) bylo schopno pokracovat \_’vlveICb’e pripravkem
COVID-19 0 1(L8) 1(09) Mavacamten v nizsi davce

* This patient had a site-reported LV ejection fraction of 30% and mavacamten was discontinued.
¥ This patient was admitted for congestive heart failure with concomitant atrial fibrillation and had a core-lab reported LV ejection fraction < 30%. Mavacamten was permanently discontinued.




Davkovani: Uvodni faze (CYP2C19 fenotyp stifedniho,
normalniho, rychlého a ultrarychlého metabolizatora)

5mg jednou
denné, zahajte pouze
v pripadé, ze LVEF
255 %

\ 4

4. tyden 8. tyden
Valsalva LVOT
gradient
Valsal\(ljc’s_l LVOT Vysadit Iék a
gradient > <20 mm Hg P> vratitseve 12, =————p
tydnu
Titrace doll na
<20 mm Hg —) 2.5mg
jednou denné
> 220 mm Hg
2,5mg
jednou I
denné
> <20 mm Hg
Udrzovat na
<20 mm Hg =P 5 mg jednou
denné
Udrzujte na 5
bl 220 MM HY mg —

CAMZYOS [package insert]. Bristol-Myers Squibb Company; 2022.

jednou denné

12. tyden

1.Znovu zaénéte uzivat 2,5
mg, pokud je LVEF 250 %, a znovu
zkontrolujte klinicky stav a echo za
4 tydny.

2.Udrzujte stejnou davku po dobu
dalSich 8 tydnu, v souladu s
obrazkem 2 (udrzovaci faze), pokud
LVEF neni <50 %.

Viz obrazek 2 (udrzovaci faze).

https:/www.ema.europa.eu/en/documents/product-information/camzyos-
epar-product-information_en.pdf



CESKA KARDIOLOGICKA SPOLECNOST

Deklarace konfliktu zajmu



AFICAMTEN



Aficamten — Mechanism and Key
Pharmacologic Features

HCM Sarcomere

WITH

* Once daily dosing with half-life 2 3.4 days
— Steady state achieved by 2 weeks, allowing rapid dose adjustments
— Rapid reversibility

* Shallow dose-response relationship (wide therapeutic window)
— Small changes in LVEF as aficamten dose is increased
— No need for serum plasma drug concentration monitoring

* Minimal drug-drug interactions = No clinically significant CYP inhibition or induction

Heart
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SEQUOIA-HCM - Study Design SEQUOIA

Patients with oHCM treated

with SoC: Aficamten + SoC (n=142)

* LVOT-G 230 mmHg and
Valsalva 250 mmHg

Screening

* NYHA FCII-III

* Predicted pVO, <90% for | Placebo + SoC (n=140)
age and sex

End of Study

lIIIIIIIIIIIIIIIII. Studyvisits . . .
. *Echo-based : | N | | | | |
E dose ; Screening D1 W2 W4 W6 W38 W12 W16 W20 W24 W28
1 adjustments II-IIIIIIIIIIllIIIIIIIIIIII-IIIIIIII-II-II-..........-
llllllllllllllllll: Echocarchogram & ¢ -¢* ** **: 4 ¢ * * * 4
CPET¢ e TR TR L ¢
Kcca A A A A A A A A A A
NYHA FC 4 A A A A A A A A A A
5 mg once daily starting D1, with an opportunity for 5 mg increases
Titration at W2, W4, and W6, up to 20 mg once daily maximum
H e a rt CPET, cardiopulmonary exercise testing; D, day; IP, investigational product; KCCQ, Kansas City Cardiomyopathy Questionnaire; LVOT-G,

. left ventricular outflow tract obstruction gradient; NYHA FC, New York Heart Association functional class; SoC, standard of care; W, week. 6
2 O 24 Coats CJ, et al. J Am Coll Cardiol HF 2024;12:199-215.



HCM

Primary Endpoint — Change in pVO, SEQUOIA

Absolute Change from Baseline to Week 24 LS mean Change from Baseline to Week 24
- Aficamten 2.5 P=0.000002
1] Placebo B e

A — 2.0-

= = |

£ £ 15-

o 20+ @ 1

= ~~

= = 1.0+

3 . E

— 191 1 ~

ON O 0.5 ] T

2 .l/ ApVO, = 0.0 mi/kg/min :5-

o pvo,=0. g < 00-4---ccc——_ P 4

184 |
3 -0.5 —
Baseline Week 24 Placebo  Aficamten
Data are mean and 95% CI
LS mean difference (SE) vs placebo
1.74 mL/kg/min (0.36)
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Results: Categorical Changes in pVO, SEQUOIA

HCM ¢

I Aficamten

o B Placebo

g 35 4
E S 30- 29.2 27.8
U c 25-
45 Q
a¥ _|§ 20 ]
“,5 g 15 -
X + 10 -

O

Q 2

0
Large Moderate Small Small Moderate Large
deterioration deterioration deterioration improvement improvement improvement

(<-3.0 mL/kg/min) (-3 to <-1.5 mL/kg/min) (-1.5 to <0 mL/kg/min) (0to<1.5 mL/kg/min) (21.5to <3 mL/kg/min) (23.0 mL/kg/min)

Any improvement (small/moderate/large) 3.32(1.99, 5.54) 3.5
Moderate/large improvement 2.78 (1.66, 4.66) 4.3
Large improvement 3.47 (1.76, 6.83) 5.6

Heart

2 O 24 NNT, number needed to treat.



seQuoia

Secondary and Exploratory Endpoints

100- Resting LVOT-G 100+ Valsalva LVOT-G
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Secondary and Exploratory Endpoints

Guideline Eligibility for SRT

100 -
b
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Weeks
- Aficamten
-@- Placebo
Washout
Heart
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SEQUOIA

HCM

NT-proBNP
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200 -

NT-proBNP (ng/L)
Geometric Mean (95% Cl

| | | | |
0 2 46 8 12 16 20 24 28
Weeks

Number of patients
Aficamten 139 141 141 139139 139 137 139 136 135
Placebo 138138 139 136137 135 135 137 134 135
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pacienty s obstrukci LVOT potencialné indikované k septalni redukcni lécbé

Efekt IéCby pretrvaval i dlouhodobych extenzich studii pri zachovani dobré
bezpecnosti

Veétsina nemocnych na lécbé se jiz nekvalifikuje k septalni redukcni terapii
Podavani vyzaduje pravidelnou monitoraci EF (po 12 tydnech) i v udrzovaci
fazi

Aficamten — srovnatelné vysledky, rychlejsi titrace, méneé interakci, soustavna
monitorace nutna rovnéz, opozdéna dostupnost na trhu



