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2023 ESC Guidelines for the management

of cardiomyopathies
Developed by the task force on the management of
cardiomyopathies of the European Society of Cardiology (ESC)

 HCM - charakterizovana ztlusténim stén ¢i zvetsenim masy
myokardu levé komory 2 15 mm o~

* Prevalence 1:500 dospelych, vek v dobe diagnozy 40-50 T ¥ il
IEt, me 3:2 xi’,:::-cbmdmg

* Etiologie genetické (dédicné) a negenetické (ziskané) formy
* Klasicka sarkomericka forma — mutace v genech pro sarkomerické ot
proteiny (MYH, MYBPC3)

» defektni protein je zaclenén do sarkomery a narusi jeji spravnou
funkci, dochazi k hypertrofii a neusporadanosti kardiomyocytu —
disarray, intersticialni fibroze

* diastolicka dysfunkce, mikrovaskularni dysfunkce, dynamicka
obstrukce LVOT, arytmie, remodelace, HF
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Sarkomera

Sarkomera - obsahuje tenka filamenta aktinu a silna filamenta myosinu
* Pri svalové kontrakci se sarkomera zkracuje, protoze se vlakna aktinu a myosinu

zasouvaji mezi sebe

Myosinova filamenta

Aktinova filamenta
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Hegde SM, Lester SJ, Solomon SD, Michels M, Elliott PM, Nagueh SF, Choudhury L, Zemanek D, Zwas DR, Jacoby D, Wang A, Ho CY, Li W, Sehnert AJ, Olivotto

1, Abraham TP. Effect of Mavacamten on Echocardiographic Features in Symptomatic Patients With Obstructive Hypertrophic Cardiomyopathy. J Am Coll
Cardiol. 2021 Dec 21;78(25):2518-2532. doi: 10.1016/j.jacc.2021.09.1381. PMID: 34915982.

/meny sarkomery pri HCM

e zpozdeéné opetovné vychytavani vapniku
do sarkoplazmatického retikula a zaroven
zvysena citlivost k vapniku

HCM Sarcomere

nadbytek aktino-myozinovych pricnych
m 0 Stka 1 Too many myosin-actin cross-bridges

HCM Sarcomere after Mavacamten

* hyperkontraktilita (zvysena sila i rychlost
posunu aktino-myozinovych vlaken)

e porucha relaxace

Fewer myosin-actin cross-bridges

* porucha regulace energetického Attamsted hyperconteacily

Improved relaxation
Improved myocardial energetics
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Mavacamten

* selektivni allostericky inhibitor srdecni myosinové ATPazy

* snizuje pocet hlavic myosinu v aktivnim stavu, redukuje excesivni
formovani aktin—myosinovych pricnych mustku — redukce
hyperkontraktility, zlepseni diastolickych vlastnosti a energetickeé

bilance sarkomery ) N 3 %
ng!/ 2

) ) ) )
P Y, JSAY
HCM HCM Sarcomere
Sarcomere with Mavacamten
* Hyper contractility » Reduces myosin-actin cross bridges
American Journal of Cardiovascular Drugs (2022) 22:497-510 * Impaired relaxation  Attenuates hypercontractility and
» Altered myocardial energetics improve compliance and energetics
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Mavacamten v guidelines

-

@ ESC Eurnpean Heart journal (2023) 00, 1134 ESC GUIDELINES

ELOpean SOCETY smridoiong 10105 Hieurheartiehad1 4
of Cardiglogy TP

2023 ESC Guidelines for the management

of cardiomyopathies

Developed by the task force on the management of
cardiomyopathies of the European Society of Cardiology (ESC)

Cardiac myosin ATPase inhibitor (mavacamten),

titrated to maximum tolerated dose with

echocardiographic surveillance of LVEF, should be
considered in addition to a beta-blocker (or, if this is lla
not possible, with verapamil or diltiazem) to improve
symptoms in adult patients with resting or provoked®

LVOTO 522642646

Cardiac myosin ATPase inhibitor (mavacamten),

titrated to maximum tolerated dose with

echocardiographic surveillance of LVEF, should be
considered as monotherapy in symptomatic adult lla
patients with resting or provoked® LVOTO (exercise

l
T Smpoms @

1
-~
e

ISn’ﬂ' symptomatic or intolerant/contraindication to beta-blockers

(Class IIb)

Diltiazem

(Class 1)

lSu‘H symptomatic

Disopyramide = Mavacamten
(Class 1) (Class lla)

I Still symptomatic

or Valsalva manoeuvre) who are intolerant or have
contraindications to beta-blockers, verapamil/
diltiazem, or disopyramide,©2>¢%4-6%6
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Studie EXPLORER-HCM

 EXPLORER-HCM — multicentricka, RCT, dvojité-zaslepenad, placebem kontrolovana studie (68
center, 13 zemi)

* Prim. cil: porovnat |éCebny efekt 30ti tydenniho podavani mavacamtenu vs. placeba na fyzickou
kapacitu (pVO2) a klinické symptomy (NYHA) u pacientl se symptomatickou (NYHA II-Ill) HOCM.
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Pacienti s gradientem LVOT > 50 mmHg a NYHA class Il aZ Ill symptomy byli randomizovani 1:1 do ramene s mavakamtenem
podavanym jednou denné (s pocatecni davkou 5 mg a naslednou titraci davky) nebo s placebem podavanym 30 tydnu

Screening Double-Blind Placebo-Controlled Treatment Trepa‘:sr:en .
35 days 30 weeks 8 weeks
Mavacamten
Enrolled 2.5,5, 10, or 15 mg QD
. N = 251 )
Placebo
Weeks -35d  -5d 0 4 6 8 12 18 22 26 30 34 38

*
Baseline starting dose: 5 mg QD EOT EOS

Titration at Weeks 8 and 14 iy

Temporary treatment discontinuation criteria: LVEF < 50% , plasma drug concentration > 1000 ng/mL, excessive QT prolongation

==
me

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; OD, once daily; QTcF, Fridericia-corrected QT interval.
1.Ho CY et al. Circ Heart Foil. 2020;13. doi: 10.1161/CIRCHEARTFAILURE. 120 006853, 2. Olivotta | et al. Lancet. 2020;356:753-769. 3. MYmMﬁyﬁmm NJ: Bristol-Myers Squibb Company. Figure adapted from Ho CY et al. Cire Heart
Fail. 2020;13. doi: 10.1161/CIRCHEARTFAILURE. 120.006853.



EXPLORER-HCM vysledky: primarni cile

EXPLORER-HCM: zména pVO, EXPLORER-HCM: zlepSeni = 1 NYHA class

pvo, Procento pacientl se zlepSenim 2 1 NYHA class ve 30. tydnu

Rozdil
1.4 (95% Cl: 0.6, 2.1) — 100 -
Fe0.0008 901 Difference

80 34% (95% Cl: 22, 45)
70 | P < 0.0001

60 -

1,5 4

50 A

40 65%
30 1 (80/123)

20 A

0,5 A

to Week 30, mL/kg/min

-0.1(3.0)

Mean (SD) change from baseline

0,5 -

% of Patients (n/total n)

Mavacamten (n = 120) Placebo (n = 125) 10

. s ps s rv -, V. g aw) v ror 1,2 0 -
Signifikantni zvyseni pVO, pri lecbe mavakamtenem v porovnani s placebem. Mavacamten Placebo

Note: n was the number analyzable for secondary endpoints based on availability of both baseline and Week 30 values,
NYHA, New York Heart Association
1. Clivotto | et al. Lancet. 2020;396:758-769. 2. CAMZYOS [prescribing information]. Princeton, NJ: Bristol-Myers Squibb Company.

Note: For change from baseline to Week 30, N was the number analyzable for secondary endpoints based on availability of both baseline and Week 30 values.
BV, peak oxygen consumption.
1. Olivoreo | etal. Lancer. 2020;396:755-769. 2. CAMZYOS [prescribing information]. Princeton, NJ: Bristol-yers Squibb Company. Table adapted from Olivorto | et al. Lancer. 2020;396:755-768
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Studie MAVA-LTE (kohorta z EXPLORER-HCM)

probihajici, open-label, 5leta studie (252 tydnu), cilem je zhodnotit dlouhodobou bezpecnost a
ucinnost mavacamtenu

ucastnici studie EXPLORER-HCM mohli po jejim ukonceni (8 tydenni wash out) pokracovat v
dlouhodobém sledovani v ramci MAVA-LTE

LVEF = 50% h

Mavacamten
starting dose 5 mg QD August 31, 2023
Mean time from (interim analysis data cutoff date)

mavaca mte N 5 m g EXPLORER-HCM EOS n = 211 on treatment

to EXPLORER-LTE
day 1: 66.5 days
(range, 3-359 days)

EXPLORER-HCM [ >
(n = 244)

739 PY of exposure

LTE-eligible
patients from

of MAVA-LTE
(n=231) Unscheduled dose adjustment

I April 2019
E EXPLORER-LTE cohort

Time (weeks) -4 20 16 24 36 48 60 72 84 96 108 120 132 144 156 180 - — - —)252
L1
Echocardlography guided First 24-week interval
individualized dose adj 1ent between visits End of
treatment

Pacienti byli po titracni fazi kontrolovani kazdych 12 tydni (obdobi 24. - 156. tyden), ve 180. tydnu byli
kontrolovani po 24-tydennim intervalu

FAKULTN l | INTEF Garcia-Pavia P, et al. Presented at the European Society of Cardiology (ESC) Congress 2024; August 30—September 2, 2024; London, UK and online.
N E MOC N |C E KARDIC *Zména davky dle echokardiografického stanoveni LVOT gradientu a hodnoty LVEF. ®DZména dévky byla moZnd téz ve 24. tydnu na zékladé echokardiografického stanoveni LVOT gradientu, a to v pripads, Ze je Valsalva LVOT
U SV ANNY gradient > 30 mm Hg a LVEF = 50%
rr anhic cardinmunpathy ITE | nno-Tarm Fytancinn: IVFF left ventricular aiactinn fraction- | \/ aft ventricular autflow tract: PY natiantvears: 0N nnce daily -, i——em =
V BRNE KLINIKAFNUSARTF ™ ZHannl N4 N




Interim analyza 180 tydnu (3,5r)

@ ESC

lCdI

European Heart Journal (2024) 45, 5071-5083
ropeal 5 ety https/idoiorg/10.1093/eurheartjiehae579

FASTTRACK - CLINICAL RESEARCH
Heart failure and cardiomyopathies

FAKULTNI

v lécbé mavacamtenem
pokracovalo 211 (91,3 %) z
pUvodnich 231 pacientu
zarazenych do MAVA-LTE

celkem 185 pacientu (80,1 %)
dokoncilo navstévu v tydnu 156
a 99 pacientt (42,9 %) v tydnu
180

Ucinnost: gradient v
LVOT, NTproBNP, NYHA, kvalita
Zivota

Bezpecnost: fibrilace
sini, srdeém’selhénl’, snizeni

Long-term effect of mavacamtenin obstructive
hypertrophic cardiomyopathy

Pablo Garcia-Pavia ® ""»?* Artur Oreziak ®*, Ahmad Masri ® 5,
Roberto Barriales-Villa @ ¢, Theodore P. Abraham’, Anjali T. Owens © 8,

Morten K. Jensen ©°, Wojciech Wojakowski @ '°, Tim Seidler © 1112,

Albert Hagege © ', Neal K. Lakdawala', Andrew Wang © %,

Matthew T. Wheeler © ', Lubna Choudhury © ', Ganesh Balaratnam'®,
Ashish Shah'®, Shawna Fox', Sheila M. Hegde © '*, and lacopo Olivotto © '°

Mavakamten - davkovani a jeho rozlozeni beéhem hodnoceni ‘

Davkovani mavakamtenu

10
0

Week 24 Week 36 W ek 48 Week 60  Week 72 Waek84 W kSS Week 108 Week 120 Week 132 Week 144 Week 156 Week 180

Number of patients at visit
225 225 224

100
%0

T 80

% 70

g

< 50

& 40

ERE)

)

202

185

99

90% pacientl dostavalo od tydne 48 stejnou davku mavakamtenu jako

na predchozi kontrole

Garcia-Pavia P, et al. Presented at the European Society of Cardiology (ESC) Congress 2024; August 30-September 2, 2024; London, UK and online.
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Pretrvavajici snizeni LVOT gradientu za 3,5 roku

Klidovy LVOT gradient LVOT gradient pri Valsalvové manévru
907 Mean (SD) change from baseline 1207 Mean (SD) change from baseline
€ Week 156: —40.2 (32.8) mm Hg; n = 187 E" Week 156: =55.3 (37.3) mm Hg; n= 184
E Week 180: =40.3 (32.7) mm Hg; n =94 T 9 Week 180: -55.3 (33.7) mm Hg; n = 91
2 2%
g g E“”"
F=aad O N N R | o F P m .
NPTy L [ T3 8 L [ T [T T
BLAB1216 24 36 48 60 72 B4 96 108 120 132 144 158 180 BL481216 24 36 48 80 72 8 9% 108 120 132 144 15 180
Visitiweek Visitiweek
MNumber of patients at visit MNumber of patents at visit
Cenfral-read LVOT ZHZ023199 20 2M 5 ] i) b -} 5 13 il 28 206 am 187 o Ceniral-read LVOT Z9 HE 20 20 24 e} e} ey i 215 25 ] X8 26 1= 186 0
Siteread LVOT INIBE MG M 5 25 nr 3 M 210 H 25 i) 186 o Site-read LVOT IS HE M 25 2 218 rall 3 13 Fali] 210 Fil 199 18 W

-+ Central-read LVOT -+ Site-read LVOT

» SniZzeni LVOT gradientu (klidového, po Valsalvové manévru) dlouhodobé pretrvavalo (v€etné obdobi mazi
156. a 180. tydnem)

» Celkové 191 pacientl (82,7%) dosahlo snizeni LVOT gradientu < 30 mm Hg v pribéhu klinického hodnoceni a
tyto hodnoty LVOT si udrzeli do ,,data cutoff*

Garcia-Pavia P, et al. Presented at the European Society of Cardiology (ESC) Congress 2024; August 30-September 2, 2024; London, UK and online.
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Pretrvavajici zlepseni hladin NT-proBNP za 3,5 roku

FAKULTNI
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Hladina NT- proBNP

16007 1 Median (IQR) percentage change from baseline
- Week 156: =76.1% (~90.9%, =50.2%); n = 179
5, 1200+ Week 180: -81.0% (-92.6%, =58.4%); n = 88
a
Z 800
S
2
= 400+
E 1
D_ T T T T T T T T T T T T T T T T 1
BL4 812 24 36 48 60 72 84 9% 108 120 132 144 156 180
Visitiweek

Number of patients at visit
230 217 216 197 Hr 219 215 A2 198 210 0 a3 04 195 19 180 89

Procento pacientu s koncentraci NT-proBNP < 124 ng/L (hodnoceno jako fyziologicka hladina) -
vzrostlo z 9,6% na zacatku studie na 43,2% v tydnu 156 a 53,8% ve 180. tydnu

Garcia-Pavia P, et al. Presented at the Eurcpean Society of Cardiology (ESC) Congress 2024; August 30-September 2, 2024; London, UK and online.
Baseline — vstupni hodnoceni pfed podanim prvni davky mavakamtenu v rdmci MAVA-LTE.
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NYHA klasifikace a HCMSQ SoB skore za 3,5 roku

Zmeéna v distribuci dle NYHA klasifikace

100
£ w
8
=
9 80
2
k-]
_5 40
=
& 2
[
0
Baseline Week 12 Week 48 Week 108 Week 120 Week 132 Week 144 Week 156 Week 180
Wisit
Number of patients at visit
Total 2 195 224 200 209 206 201 187 95
NYHAClass | 14 88 123 124 121 122 112 100 63
NYHAclass Il 150 92 90 [i] 82 81 19 &1 29
NYHA class Il 67 15 1" 10 ] 3 g 6 3
NYHAclass IV O ] 0 0 0 0 1 0 i]

NYHA funcional classification: B Class| WClassil BEClass|ll WClassIV

108 pacientU (46,8%) dosahlo kompletni lé¢ebné

odpovédi? béhem hodnoceni a zachovalo ji i do doby

,,data cutoff“
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Zmeéna v HCMSQ SoB skore

Mean (SD) change from baseline
Week 156: =3.4 (3.7) points; n = 167
Week 180: -3.7 (3.7) points; n=90

e
<

[=-]

(=]

HCMSQ SoB score (points)
[ =] F-S

=

T T T T T T 1

BL 12 24 48 72 96 108 120 132 144 156 180
Visit/week

Number of patients at visit

223 186 21 207 209 202 204 201 193 193 172 93

V prubéhu prvnich 12 tydnl bylo zaznamenano rychlé
zlepseni v HCMSQ SoB skore, toto zlepSeni trvalo i
dlouhodobé - v 156., 180. tydnu

Garcia-Pavia P, et al. Presented at the European Society of Cardiology (ESC) Congress 2024; August 30-5eptember 2, 2024; London, UK and online.
:Definovana jako dosaZeni tfidy | NYHA klasifikace a Valsalva LVOT gradientu £ 30 mm Hg
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/mena LVEF za 3,5 roku

LVEF
100+ Mean (SD) change from baseline
:g ~e- Central-read LVEF Week 156: =9.6% (8.3%); n =175
|~ Site-read LVEF Week 180: -11.0% (8.9%); n = 93
D:T.--I-_I--I-_I-_I-_-_I---_--I-_---I_---_-I_ ----- R B B B B R R A 1
BL4 8 1216 24 36 48 60 72 84 96 108 120 132 144 156 180
. y Visitiweek
Number of patients at visit
Central-read LVEF 230 213 217 196214 220 216 212 212 198 19 19% 186 183 19 189 175 )
Sie-read LVEF IS 1\ N M 225 223 218 217 214 214 210 210 205 200 186 %4

Po pocatecnim snizeni LVEF v pribéhu titracni faze nedoslo v prabéhu sledovani (do 180. tydne) k Zadnému
klinicky vyznamnemu snizent LVEF Primérnd ejekéni frakce levé komory (LVEF) poklesla ze vstupni
hodnoty 73,9 % na 66,6 % ve 24. tydnu a dale na 63,9 % ve 180.

Garcia-Pavia P, et al. Presented at the European Society of Cardiology (ESC) Congress 2024; August 30-September 2, 2624; London, UK and online.

Baseline — vstupni hodnoceni pfed podanim prvni davky mavakamtenu v ramci MAVA-LTE. tVd Nnu
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Bezpecnost

— docasné preruseni |écby pro pokles LVEF

100

[
]

-
o

Cumulative proportion
of patients (%)

=

Celkem u 20

¥ mm Site-read LVEF < 50%
m Site-read LVEF < 40%

8.7

8.7
6.5

56
26

26 26

2.2

0.4
Week 24

Week 180

Week 108 Week 156

Visit

Week 60

pacientl (8,7%) doslo k prechodnému sniZeni LVEF < 50% (range, 30-48%).

» U téchto 20 pacientl doslo po preruseni terapie ke zlepseni LVEF > 50%, 14 z nich v terapii
mavakamtenem pokracovalo, 6 pacient( terapii ukoncilo.

13 pacientl (65%) z téchto 20 dostavalo placebo v EXPLORER-HCM

sarcia-Pavia P, et al. Presented at the European Society of Cardiology (ESC) Congress 2024; August 30-September 2, 2024; London, UK and online.
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Kazuistika

51lety muz, sportovec — kolo, turistika

V roce 2020 (46let) poprvé dusnost pri namaze, toceni hlavy — hypertrofie LKs, IVS
19mm, gradient v LVOT 46/76mmHg

RA: negativni

OA: hypertenze od r. 2007, st.p. tumoru tonsilly l.dx., operace, RT, CHT 2005,
kurativné, fumator

FA: Concor cor 10mg 1-0-0, Isoptin SR 240mg 1-0-0
Genetika: VOUS v genu CTTNA3, VOUS v genu ACTN2 a VOUS v genu MYBPC3
* VVlyloucena Fabryho choroba a amyloidosa
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Kazuistika

* HOLTER EKG 2021 — behy NSKT, synkopa — implantovano ICD s
apikalni stimulaci a kratkym AVD (6/2021)

e stale symptomaticky pres max. farmakoterapii, NYHA Il

* 2/2022 indikovan k ASA — pred vykonem echo — RS2 ani RD1
nevhodné pro ASA, neprovedeno

» 3/2022 indikovan k ERASH — RFA hypertrofického IVS za podpory
systému Carto3 — vznik LBBB, pro riziko AVB Ill. stupné RFA bazalnégji
neprovedena
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ECHO srdce 5/2024

* 2D- PK 38, 1VS 19, /S 16, LK DD 45, LK DS 33, LS 49, LVOT 20, Ao 29

* Koncentrickd hypertrofie stén, papilarnich svalt, max. oblasti
stredniho septa 19mm, LVEF 68%. Subvalvularné v LVOT turbulentni
tok, SAM se stop. Mi regurgitaci pod ZC.
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ECHO srdce 5/2024

* LVOT max. gradient v klidu 101mmHg, po Valsalva 165mmHg.
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Mavacamten

* 6/2024 schvéleno pojistovnou nasazeni mavacamtenu
* Screeningova vysetreni, echo srdce

» 7/2024 genotypizace CYP2C19, nasazeni mavacamtenu 2,5mg/den

Interni protokol vysetreni a kontrol v souladu s doporucenimi:

Baseline — genotypizace CYP2C19, ECHO, odbéry, 6MWT, dotaznik KCCQ a EQ5D5L, klin. vysSetreni,
EKG

AT + 8T — focused ECHO, klin. vys. EKG, titrace
12T — ECHO, lab, 6MWT, dotazniky, klin. vys., EKG, titrace

16T - 36T (kontroly a 3 mésice pokud jiz neprobiha titrace — pfi titraci davky kontrola po 4 tydnech) —
focused ECHO, klin. vys., EKG

48T — ECHO, lab, 6BMWT, dotazniky, klin. vys, EKG
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Kazuistika — vysledky po 40 tydnech sledovani

NTproBNP pokleslo 457 — 429 — 397ug/L Titrace 2,5mg — 4W 5mg — 12W 10mg
NTproBNP Davka mavacamtenu (mg)

480 12

460 10 o o ®

440 8

420 6

400 4

380 ,

360 o

Baseline wi2 W16 w28 W40 Baseline W4 w8 W12 W16 W28 W40

—e—NTproBNP —e—Davka mavacamtenu (mg)
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Kazuistika — vysledky po 40 tydnech sledovani

Pokles NYHA s odpovidajicim narlstem vzdalenosti v 6minutovém testu chlize

NYHA 6MWT
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Kazuistika — vysledky po 40 tydnech sledovani

Pokles LVEF nevyznamny z 68 — 65 — 63% Vyrazny pokles LVOTG (164 — 23mmHg)
LVEF (%) LVOT gradient (mmHg)
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68 ‘—\ 150
66
64 100
62 50 \
60 0 ——
Baseline W4 W8 W12 W16 W28 w40 Baseline W4 Wws W12 W16 W28 W40
—o— | VEF —e—|VOTG klid =—e=LVOTG Valsalva

FAKULTNI ® .

NEMOCNICE | INTERN , MUNTI
U SV. ANNY KARDIOANGIOLOGICKA

V BRNE ©  KLINIKAFNUSAALF MU MED



Zaver

Mavacamten - specificka cilena terapie HOCM

Dlouhodoba data ze studii i nase zkuSenosti potvrzuiji trvajici prinos [éCby

Dle studie MAVA-LTE se jedna predevsim o trvajici zlepseni v nasledujicich parametrech:
. snizeni gradient( v LVOT, hladiny NTproBNP, zlepseni NYHA tfidy a kvality Zivota pacientu

Optimalni davky mavacamtenu dosdahla vétsina pacientl do 24. tydnu sledovani

7 7

Potvrzeni dlouhodobé bezpecnosti |éCby mavacamtenu — po pocatecnim snizeni LVEF nedochazi
k dlouhodobému signifikantnimu poklesu, pouze u 8,7% pacientl musela byt |é¢ba docasné
pozastavena pricemz poté u vSech doslo k opétovnému zlepseni.

Nase zkusenost potvrzuje priznivy dlouhodoby efekt terapie.
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ZKRACENE INFORMACE O LECIVEM PRIPRAVKU

' Tento lédivy pripravek podléha dalSimu sledovani. To umozni rychlé ziskani novych
informaci o bezpeénosti. Zadame zdravotnické pracovniky, aby hlasili jakakoli podezreni na
nezadouci ucinky.

Nazev lécivého pripravku: Camzyos 2,5 mg tvrdé tobolky, Camzyos 5 mg tvrdeé tobolky, Camzyos
10 mg tvrdé tobolky, Camzyos 15 mg tvrde tobolky.

Slozeni: Jedna tvrda tobolka obsahuje mavakamten 2,5 mg nebo 5 mg nebo 10 mg nebo 15 mg.
Indikace: Camzyos je indikovan klécbé symptomatickeé hypertrofické obstrukéni kardiomyopatie
(oHCM) (NYHA trida I1-111) u dospélych pacientd. Davkovani a zpusob podani: Pred zahdjenim &by
je tfreba pomoci echokardiografie vySetfit ejekcni frakci levé komory (LVEF). L&é€bu nelze zahajit, pokud
je LVEF < 55 %_ Zeny ve fertilnim v&ku musi mit pfed zahajenim I&éEby negativni téhotensky test.
Piimérena davka se stanovuje na zakladé genotypizace na urCeni fenotypu cytochromu P450 (CYP)
2C19 (CYP2C19). Pacienti s fenotypem pomalého metabolizatora CYP2C19 maji zvySené expozice
mavakamtenu (az 3nasobné), coz muze vést ke zvySenému riziku systolické dysfunkce v porovnani
s nomalnimi metabolizatory. Pokud k zahajeni 1éCby dojde pred urcenim fenotypu CYP2C19, maji
pacienti dodrzovat pokyny pro davkovani pro pomalé metabolizatory, dokud nebude uréen fenotyp
CYP2C19. Rozsah davek je 2,5mg az 15mg. Podrobné informace o davkovani viz SPC.
Kontraindikace: Hypersenzitivita na lecCivou latku nebo na kteroukoli pomocnou latku. Tehotenstvi.
Soubé&Zna |é€ba silnymi inhibitory CYP3A4 u pacientll s fenotypem pomalého metabolizatora CYP2C19
a s neurcenym fenotypem CYP2C19. Soubézna lécba kombinaci silného inhibitoru CYP2C19 a silného
inhibitoru CYP3A4. Zvlaétni upozornéni a opatieni pro pouziti: Mavakamten sniZuje LVEF a mize
zpusobit srdecni selhani v dasledku systolické dysfunkce definované jako symptomaticka LVEF < 50 %.
U pacuantu se zavaznym interkurentnim onemocnénim, jako je infekce nebo arytmie (vcetné fi Fbrllace
sini nebo jiné nekontrolovane tachyarytmie), nebo téch, klerl podstupuji velkou operaci srdce, miaze byt
vyS3i riziko systolické dysfunkce a progrese do srde&niho selhani. Pred zahajenim |&Cby je tFeba zm&Fit
LVEF a poté ji peclivé sledovat. PreruSeni lécby muze byt nezbytné k zajisténi, ze LVEF zlstane
=50 %. Zahajeni &by nebo zvySeni davky silného nebo stifedné silného inhibitoru CYP3A4 nebo
jakéhokoli inhibitoru CYP2C19 muze zvysit riziko srdecniho selhani v disledku systolické dysfunkce.
Podrobné informace viz SPC. Interakce s jinymi lécivymi pripravky: Jeli u pacienta uzivajiciho
mavakamten zahajena leCba novym negativné inotropnim |léCivem, nebo je zvysSena davka negativnée
inotropniho I&Civa, je treba zajistit peclivy |ékarsky dohled s monitorovanim LVEF, dokud neni dosazeno
stabilniho davkovani a klinické odpovédi. U stredné rychlych, nomalnich, rychlych a ultrarychlych
metabolizatord CYP2C19 je mavakamten primamé& metabolizovan cytochromem CYP2C19 a v mensi
mife cytochromem CYP3A4. U pomalych metabolizatordt CYP2C19 je metabolizovan predeviim
cytochromem CYP3A4. Inhibitory/induktory CYP2C19 a inhibitory/induktory CYP3A4 tak mohou ovlivnit
clearance mavakamtenu a zvySit/sniZit jeho plazmatickou koncentraci v zavislosti na fenotypu
CYP2C19. Podrobné informace viz SPC. Fertilita, téhotenstvi a kOJenl Zeny ve fertilnim véku musi
mit pred zahajenlm Iecby negatl\rnl téhotensky test a museji pouzivat ucinnou antikoncepci béhem lécby
a po dobu 6 mésicu po jejim ukonceni. Studie na zviratech prokazaly reprodukZni toxicitu. Nezadouci
uéinky: NejcastéjSi nezadouci GCinky jsou zavraté, dusnost, systolicka dysfunkce a synkopa. Pro dalsi
informace viz SPC. Velikost baleni: 14, 28 nebo 98 tvrdych tobolek. Drzitel rozhodnuti o registraci:
Bristol-Myers Squibb Pharma EEIG, Dublin, Irsko. Registraéni éisla: EU/1/23/1716/001-008. Posledni
revize textu: 12/2024.

Pred predepsanim si preététe Gplny souhrn Gdaju o pripravku (SPC). Vydej Iééivého pripravku je
vazan na lékarsky predpis. Lééivy pFipravek je hrazen z prostiedku vefejného zdravotniho
pojisténi.

Podrobné informace o tomto |écivém pripravku jsou k dispozici na webovych strankach Evropske
agentury pro I&ivé pfipravky (EMA) htips://ema.europa.eu nebo jsou dostupné u zastupce drZitele
rozhodnuti o registraci v CR: Bristol-Myers Squibb spol. s r.o., Budé&jovicka 778/3, 140 00 Praha 4,
www.bms.com/cz.

#*/&imné&te si prosim zm&n v Souhru Gdaji o pfipravku.
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Mavacamten v lécbé vyrazné symptomatickych HOCM — VALOR-HCM

Myosin Inhibition in Patients With
Obstructive Hypertrophic
Cardiomyopathy Referred for
Septal Reduction Therapy

METHODS Patients with left ventricular (LV) outflow tract (LVOT) gradient =50 mm Hg at rest/provocation who met
guideline criteria for SRT were randomized, double blind, to mavacamten, 5 mg daily, or placebo, titrated up to 15 mg
based on LVOT gradient and LV ejection fraction. The primary endpoint was the composite of the proportion of patients
proceeding with SRT or who remained quideline-eligible after 16 weeks' treatment.

'J Am Coll Cardiol 2022:80:95-108



VALOR-HCM: Shrnuti

= U pacientd, u kterych méla byt provedena SRT, mavacamten signifikantné zredukoval tuto
potfebu/nutnost tim, zZe zlepsil v tydnu 16:

= Postexercise LVOT gradient

= NYHA functional class

= KCCQ-CSS

= Cardiac biomarkers (NT-proBNP and troponin |)

= Pacienti |é¢eni mavacamtenem (od vstupu do studie/po crossoveru) prokazovali zlepseni
ve stanovenych parametrech v tydnu 16 i nasledné v tydnu 32

HCM, hypertrophic cardiomyopathy; KCCQ-CSS, Kansas City Cardiomyopathy Questionnaire-Clinical Summary Score; LVOT, left ventricular outflow tract; NT-proBNP, N-terminal pro B-type natriuretic peptide; NYHA, New York Heart Association; SRT, septal reduction

therapy.
VALOR-HCM

aPlease refer to market-specific label for considerations on concomitant disopyramide and mavacamten use.
1. Desai MY et al. JACC. 2022;80:95-108. 2. Desai MY, et al. [published online ahead of print, 2022 Nov 6]. Circulation. 2022;10.1161/CIRCULATIONAHA.122.062534.




VALOR-HCM: primarni cil, tyden 16

Pacienti, u kterych byla provedena SRT nebo byli pro ni vhodni dle
guidelines v tydnu 16

100

Treatment Difference
58.9% (95% Cl: 44.0, 73.9) P < 0.0001

Yo}
o
1

B Guideline Eligible or SRT

B Guideline Ineligible

% of Patients (n/total n)

Mavacamten Placebo

After 16 weeks of treatment, a significantly higher proportion of placebo patients met guideline criteria for SRT
or chose to undergo SRT vs the mavacamten patients.

HCM, hypertrophic cardiomyopathy; SRT, septal reduction therapy.
Desai MY et al. JACC. 2022;80:95-108. Figure adapted from Desai MY et al. JACC. 2022;80:95-108.

VALOR-HCM




VALOR-HCM - LTE

Mavacamten in Patients With Hypertrophic Cardiomyopathy
Referred for Septal Reduction
Week 56 Results From the VALOR-HCM Randomized Clinical Trial

Principal Composite Endpoint NYHA Class Improvement Valsalva LVOT Gradient
At Week 56
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JAMA Cardiol. 2023;8(10):968-977.



