CAMZYOS — PRULOM V LECBE SYMPTOMATICKE HOCM

Jan KrejCi

9 I, INTERNI - ‘?“ N\ . {L‘i
; ) —
U SV ANNY > KARDIOANGIOLOGICKA B = v AN / N

KLINIKA FNUSA A LF MU 3500-CZ-2400044

==
me
o=



Fyziologie kontrakce — ,teorie klouzavych filament“

Myosin Filament




Fyziologie kontrakce — ,teorie klouzavych filament“

Troponin

Tropomyosin

1/ po uvolnéni Ca2+ ze sarkoplazmatického retikula se
Ca2+ navazi na troponin, to zplsobi zménu konformace

/‘Y . , . , . .
’L L&? S (L?_ % % tropomyozinu a odhali se vazebna mista aktinu pro myozin.

—— Myosin head 2/ dojde k Stépeni ATP, myozin se navaze na aktin, vznikne
cross bridge, hlavice zaujme vysokoenergetickou pozici
(zména uhlu).

Actin

Binding Sites

4/ po uvolnéni ADP, fosfatu se méni uhel hlavy myozinu a
tim dojde k posunuti aktinovych vldken.

4/ po dalsim prisunu ATP dojde k preruseni cross-brigde a
cyklus se mize opakovat.




Patofyziologie HCM

The Impact of Mavacamten on the Pathophysiology of Hypertrophic
Cardiomyopathy: A Narrative Review

= U HCM je snizeny pocet neaktivnich myozinovych hlavic
na cca 15-20%, zatimco u zdravych jedincl to je 40-50%.

= To vede k zvySené spotrebé ATB, neadekvatni
hyperdynamické kontrakci a nedostatecné relaxaci.

= Tento stav indukuje aktivaci pro-hypertrofickych, pro-

B cmyBP-C

inflamatornich a pro-fibrotickych procesu, coz vede RO .l

g} Myosin heavy chains

[ Regulatory light chain (RLC) ~ Tropomyosin

k remodelaci myokardu, zvySené fibréze a vzniku
myofilament disarray.

American Journal of Cardiovascular Drugs (2022) 22:497-510



Mavacamten v lécbé HOCM

Mavacamten je zcela nova molekula, selektivni allostericky
inhibitor srde¢ni myosinové ATPazy, ktery specificky zasahuje
patofyziologické cesty, jez jsou soucasti obrazu HCM.

Redukuje formovani actin—myosinovych mustku.
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Mavacamten v lécbé HOCM

Mavacamten sniZuje pocet hlavic v aktivnim stavu, coz vede k redukci
hyperkontraktility, zlepseni diastolickych vlastnosti a energetické bilance sarkomery.

HCM HCM Sarcomere
Sarcomere with Mavacamten
» Hyper contractility » Reduces myosin-actin cross bridges
» Impaired relaxation « Attenuates hypercontractility and
» Altered myocardial energetics improve compliance and energetics

American Journal of Cardiovascular Drugs (2022) 22:497-510



Mavacamten v lécbé HOCM

@ E s C European Heart Journal (2023) 00, 1-124
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ESC GUIDELINES

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
not possible, with verapamil or diltiazem) to improve
symptoms in adult patients with resting or provoked®
LVOTO 622642-646

Cardiac myosin ATPase inhibitor (mavacamten),
titrated to maximum tolerated dose with
echocardiographic surveillance of LVEF, should be
considered as monotherapy in symptomatic adult
patients with resting or provoked® LVOTO (exercise
or Valsalva manoeuvre) who are intolerant or have
contraindications to beta-blockers, verapamil/

diltiazem, or disopyramide, 52%644-64¢

Diltiazem
(Class 1)

Verapamil
(Class 1)

l Still symptomatic

Mavacamten
(Class lla)

@Eesc—



Mavacamten v lécbé HOCM

Mavacamten for treatment of symptomatic obstructive
hypertrophic cardiomyopathy (EXPLORER-HCM):
a randomised, double-blind, placebo-controlled, phase 3 trial

lacopo Olivotto, Artur Oreziak, Roberto Barriales-Villa, Theadore P Abraham, Ahmad Masri, Pablo Garcia-Pavia, Sara Saberi, Neal K Lakdawala,
Matthew T Wheeler, Anjali Owens, Milos Kubanek, Wojciech Wojakowski, Morten K Jensen, Juan Gimeno-Blanes, Kia Afshar, Jonathan Myers,
Sheila M Hegde, Scott D Solomon, Amy | Sehnert, David Zhang, Wanying Li, Mondira Bhattacharya, Jay M Edelberg, Cynthia Burstein Waldman,
Steven ] Lester, Andrew Wang, Carolyn Y Ho, Daniel Jacoby, on behalf of EXPLORER-HCM study investigators*

Methods In this phase 3, randomised, double-blind, placebo-controlled trial (EXPLORER-HCM) in 68 clinical
cardiovascular centres in 13 countries, patients with hypertrophic cardiomyopathy with an LVOT gradient of
50 mm Hg or greater and New York Heart Association (NYHA) class II-IIT symptoms were assigned (1:1) to receive
mavacamten (starting at 5 mg) or placebo for 30 weeks. Visits for assessment of patient status occurred every

Lancet 2020; 396: 759-69



EXPLORER-HCM

EXPLORER-HCM studie faze 3, multicentricka, randomizovana, dvojité slepa, placebem
kontrolovana, probihajici v 68 CV centrech ve 13 zemich'?

Primarni cil:
Porovnat lécebny efekt 30ti tydenniho podavani mavakamtenu vs placebo na fyzickou kapacitu a
klinické symptomy u pacientl se symptomatickou obstrukéni HCM'2

Sekundarni cile':
— Porovnat efekt mavakamtenu vs placebo na symptomy a LVOT obstrukci pomoci echokardiografie
— Porovnat efekt mavakamtenu vs placebo na fyzickou aktivitu, klinické priznaky a PROs (patient reported
outcomes) mavacamten
— Hodnoceni bezpecnosti a tolerability (é¢by mavakamtenem

HCM, hypertrophic cardiomyopathy, LVOT, left ventricular outflow tract; PRO, patient reported outcome.
1. Olivotto | et al. Lancet. 2020;396:759-769. 2. Ho CY et al. Circ Heart Fail. 2020;13. doi: 10.1161/CIRCHEARTFAILUR

EXPLORER-HCM



EXPLORER-HCM

Pacienti s gradientem LVOT > 50 mmHg a NYHA class Il az Il 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 tydn(

Screening Double-Blind Placebo-Controlled Treatment T e
reatment
35 days 30 weeks 8 weeks

Mavacamten
2.5, 5, 10, or 15 mg QD

Enrolled
. N = 251 .
Weeks -35d  -5d 0 4 6 8 12 18 22 26 30 34 38
gt
Baseline _Starting dose: 5 mg QDI EOT EOS

Titration at Weeks 8 and 14

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

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.
EXPLORER-HCM



EXPLORER-HCM: primarni kompozitni cil

19.4 (8.7, 30.1)
Primarni kompozitni cil 45 (37) 22 (17)
0.0005
Cil1
> 1.5 mL/kg/min zvy3eni pVO, se zlepSenim 41 (33) 18 (14) 19.3 (9.0, 29.6)
> 1 NYHA class
Cil 2
> 3.0 mL/kg/min zvyseni pVO, bez zhorseni 29 (24) 14 (11) 12.6 (3.4, 21.9)
v NYHA class
Cil 11Cil 2 2 3.0 mL/kg/min zvy3eni pVO, 12.5 (4.0, 21.0)
a zlepsSeni > 1 NYHA class 25(20) 10(8) 0.0005?

2P value not alpha controlled.
NYHA, New York Heart Association; pvO,, peak oxygen consumption.
1. Olivotto | et al. Lancet. 2020;396:759-769. 2. CAMZYOS [prescribing information]. Princeton, NJ: Bristol-Myers Squibb Company. Adapted from Olivotto | et al. Lancet. 2020;396:759-769.

EXPLORER-HCM



EXPLORER-HCM: zména pVO,

pVvO,

Rozdil
1.4 (95% Cl: 0.6, 2.1) —
P = 0.0006

N
(%)
)

1,5 -

~0.1(3.0)

Mean (SD) change from baseline
to Week 30, mL/kg/min

S

(0]

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

Signifikantni zvyseni pVO, pri lécbé mavakamtenem v porovnani s placebem. "2

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.

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

EXPLORER-HCM



EXPLORER-HCM: zlepseni 2 1 NYHA class

Procento pacientl se zlepSenim = 1 NYHA class ve 30. tydnu

100 ~
90 -
80
70 -
60 -
50 -

407 65%
307 (80/123)

20 H
10 H
O_

% of Patients (n/total n)

Mavacamten

Note: n was the number analyzable for secondary endpoints based on availability of both baseline and Week 30 values.
NYHA, New York Heart Association.

Difference
34% (95% Cl: 22, 45)
P < 0.0001

Placebo

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

EXPLORER-HCM



EXPLORER-HCM sekundarni cil: LVOT gradient po zatézi

Rozdil B
-35.6 (95% Cl: -43.2, -28.1) P < 0.0001
Rozdil: Rozdil:

ao 100 ~ | 7/ il -10 mmHg

T
|_
O E 80 -
S E
A ‘i"-:a 60 -
S0
C T 40 - 86 mmHg 84 mmHg
o O
-'(.7; LD 20 -
O x 38 mmHg
=3

o 0 B [ 1

Baseline Week 30 Baseline Week 30
Mavakamten (n = 117) Placebo (n = 122)

2“n” values represent the number of patients analyzable for secondary endpoints based on availability of both baseline and Week 30 values.
LVOT, left ventricular outflow tract.
1. Olivotto | et al. Lancet. 2020;396:759-769. 2. CAMZYOS [prescribing information]. Princeton, NJ: Bristol-Myers Squibb Company.

EXPLORER-HCM



EXPLORER-HCM - sekundarni cil: kvalita zivota

25 1 KCCQ-CSS! HCMSQ-SoB?
N Baseline Weeks EOT EOS
0,0 T T T T T T T T
| 4 6 10 14 18 22 26 30
o 15 8 -0,5 A
2o 0 T 1,0 -
© S 72 I
c = o ®
o8& s a2 s
38 £ S
~ E T < -2,0 4
0 O - ’
5 O 30 week s o
% Al LS mean (95% Cl) difference: @ 25 A
9.1 (5.5,12.7) 2
o P < 0.0001 o 301
35 30 week
0 6 ; 1 S ; ’ LS mean (95% Cl) difference:
| We'eks . . -1.8 (-2.4,-1.2) B Mavacamten
P < 0.0001 M Placebo
On treatment Off treatment

Skore KCCQ-CSS (pozitivni zména znamena zlepseni) i HCMSQ-SoB (negativni zména znamena zlepseni)
bylo zlepseno pri lé¢bé mavakamtenem v porovnani s placebovou skupinou.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



EXPLORER-HCM: zmény LVEF v priibéhu c¢asu

Mean LVEF change over time

100 T °
74.2 73.5 74.2 74.4 74.7 74.5 73.6 74.2
75 - ¢ S 3 e —o — e
® 74.1 72.2 71.8 69.7 70.3 70.9 70.9 70.2
/R
w50 A
>
-
25 -
0 T T T T T T T T
0 4 6 12 18 22 26 30
Weeks
== mavacamten =8= Placebo ©

Number of patients at visit
mavacamten 123 116 115 111 111 107 113 114

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.
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.

U 9 pacientt doslo k reversibilnimu
snizeni LVEF < 50% (median 48%; range
35%-49%)v prubéhu lécby

— Mavakamten: 7 (6%) pacientd

— Placebo: 2 (2%) pacienti

U 3 ze 7 pacient( s mavakamtenem
a u 1 of ze 2 pacientl s placebem, se
tato redukce klinicky neprojevila

U vSech 7 pacient( lécenych
mavakamtenem doslo k Gpravé LVEF
po vysazeni léCby mavakamtenem

EXPLORER-HCM



EXPLORER-HCM: Shrnuti

= Mavakamten prokazal ve 30 tydnu |écby zlepseni pacientd s obstrukéni HCM ve fyzické
kapacité, LVOT obstrukci, NYHA funkéni klasifikaci a dalSich klicovych aspektech jejich
zdravotniho stavu

=  EXPLORER-HCM zahrnovala pacienty s predchozi lécbou B-blokatory nebo Ca blokatory,
pacienty s predchozi chirurgickou |é¢bou - SRT (septal reduction therapy), i pacienty
bez predchozi |éCby

= \lysledky této klinické studie jasné prokazaly benefit prvni farmakologické l1écby
zamérené na inhibici srdec¢niho myosinu pacientll se symptomatickou obstrukéni HCM

HCM, hypertrophic cardiomyopathy; LVOT, left ventricular outflow tract; NYHA, New York Heart Association; SRT, septal reduction therapy.
Olivotto | et al. Lancet. 2020;396:759-769.

EXPLORER-HCM



EXPLORER-HCM - LTE

EXPLORER-LTE Cohort

/
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Week Week
No. of Patients No. of Patients
220 217 218 196 214 219 216 206 147 106 &7 —@—-230212 212193208 215 209 197 141 100 66
@~ 220220196 212 219 217 205 145 105 67 ~@- 220220196213 219 27 205 145 105 67
—@— Central Laboratory Value --@- Site Laboratory Value

Central Laboratory Value --

) LVEF reductions <50% occurred in 5% of patients. In most cases, the reductions were transient,
J Am Coll Cardiol HF 2024:12:164-177 reversible, and not associated with adverse events, and treatment was resumed.




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: primarni cil

Primarni kompozitni (sloZzeny) cil'?

Cil1 Cil 2
Rozhodnuti provést SRT pred nebo - Zvazeni vhodnosti provedeni SRT dle guidelines
v tydnu 16 v tydnu 16

Primarni slozeny cil je dosazen splnénim cile 1 nebo 2

HCM, hypertrophic cardiomyopathy; 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



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

Vo]
o
1

B Guideline Eligible or
SRT

% 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: SRT kompozitni cil, tyden 32

100

Vo]
o

80
70
60
50
40
30
20

W Baseline
B Week 16
B Week 32

% pacientd (n/total n)

=
o

o

Original Mavacamten

V 32. tydnu nebylo 88% pacientl vhodnych pro SRT, 95% pacient( dale nechtélo podstoupit invazivni proceduru a
zvolilo si pokracovani v dlouhodobé extenzi této studie.

aThe Placebo to Mavacamten Crossover group refers to the patients who were originally randomized to placebo in the placebo-controlled treatment phase (Week 1-16) and crossed over to mavacamten at Week 16 in the active-controlled treatment phase (Week 16-32).
SRT, septal reduction therapy.

Desai MY, et al. [published online ahead of print, 2022 Nov 6]. Circulation. 2022;10.1161/CIRCULATIONAHA.122.062534. Figure adapted from Desai MY, et al. [published online ahead of print, 2022 Nov 6]. Circulation. 2022;10.1161/CIRCULATIONAHA.122.062534.

VALOR-HCM



VALOR-HCM - biomarkery

1,100 ~
1,000 -
900 A
800
700 A
600
500 A
400 A
300 A
200
100 A
0 T

Serum NT-proBNP (ng/L)

NT-proBNP geometric mean ratio difference
0.33(95% Cl: 0.26 to 0.42), P < 0.001

0

Treatment Groups (N)
-o- Placebo 56
-~ Mavacamten 56

8 16
Weeks Since Randomization

54 52
55 55

30 -

20 A

10 -

Serum NT-Troponin | (ng/L)

0 T

Troponin geometric mean ratio difference
0.53 (95% Cl: 0.41t0 0.70), P < 0.001

0]

8 16
Weeks Since Randomization

Treatment Groups (N)

-o- Placebo 56
-o- Mavacamten 56

54 52
55 55

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



VALOR-HCM: Shrnuti

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

=  Postexercise LVOT gradient

= NYHA functional class

= KCCQ-CSS

= Cardiac biomarkers (NT-proBNP and troponin 1)

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

HCM hyp t ph ardiomyopathy; KCCQ-CSS, Kan. CtyC domy p thyQ t CI \S mma yS e; LVOT, left ventricular outflow tract; NT-proBNP, N-terminal pro B-type natriuretic peptide; NYHA, New York Heart Association; SRT, septal reduction therapy.
“Plea:

k t-specific label for considerat | py d
1. Des: MV t \ IACC 2022;80:95-108. 2. Desai MY, t \ [p b\ h d | ahe; d fp nt, ZOZZN 6] C ulation. 2022;10.1161/CIRCULATIONAHA.122.062534.

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

100+

100% 100%
100 100~ =@ Placebo-to-mavacamten

=@ Mavacamten

80

~
o
I

60

% of Patients

40+

% Patients Meeting the
Primary Efficacy Endpoint
(4]

o

N
@

20

Peak LVOT Gradient (Valsalva), mmHg

Baseline Week 16 Week 32 Week 56 Baseline Week 16 Week32 Week 56 Atleast 1 Al least 2 At least 1 At least 2 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56

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

JAMA Cardiol. 2023;8(10):968-977.



VALOR-HCM - LTE - bezpecnost

Mavacamten in Patients With Hypertrophic Cardiomyopathy

Referred for Septal Reduction
Week 56 Results From the VALOR-HCM Randomized Clinical Trial

Overall, 12 of 108 patients (11.1%; 95% Cl, 5.87%-18.60%), which represents

7 of 56 patients (12.5%) in the original mavacamten group and 5 of 52 patients (9.6%) in the
placebo crossover group, had an LVEF less than 50% (2 with LVEF =30%, one of whom
died), and 9 of 12 patients (75%) continued treatment.

CONCLUSIONS AND RELEVANCE Results of this randomized clinical trial showed that in patients
with symptomatic obstructive HCM, mavacamten reduced the need for SRT at week 56, with
sustained improvements in LVOT gradients and symptoms. Although this represents a useful
therapeutic option, given the potential risk of LV systolic dysfunction, there is a continued

need for close monitoring.

JAMA Cardiol. 2023;8(10):968-977.



SRT u HOCM - az kdyz selze farmakologicka lécba...

Recommendations

It is recommended that SRT be performed by
experienced operators working as part of a
multidisciplinary team expert in the management of
HCM 664665.687.695,696,708-710

SRT to improve symptoms is recommended in
patients with a resting or maximum provoked LVOT
gradient of >50 mmHg who are in NYHA/Ross
functional class Ill-V, despite maximum tolerated
medical therapy.*"7%2

Septal myectomy, rather than ASA, is recommended
in children with an indication for SRT, as well as in
adult patients with an indication for SRT and other
lesions requiring surgical intervention (e.g. mitral
valve abnormal ities)."73

SRT should be considered in patients with recurrent
exertional syncope caused by a resting or maximum
provoked LVOTO gradient >50 mmHg despite

optimal medical therapy.8¢71"=713

Class® Level®
Cc
II Verapamil Diltiazem
(Class 1) / \ (Class 1)
C l Still symptomatic
Mavacamten

(Class lla)

lla o l Still symptomatic

\

Eur Heart J. 2023 Oct 1;44(37):3503-3626.
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...nebudou si intervencni kardiologové hledat jinou praci?




ZAVERY

Specificka lécba kardiomyopatii se postupné stava realitou.

Mavacamten ma u HOCM mnohem presvédcivéjsi evidenci, nez stavajici lécba
»prvni linie“, tedy BB a non-dihydropiridinové CaA

Vyznamne snizuje nejen gradient v LVOT a symptomatologii, ale vede k jasnému
zlepseni kvality Zivota.

Diky mavacamtenu mame k dispozici inovativni velmi efektivni preparat s
potencialem prinést revoluci do lécby HOCM.

Titracni faze je relativné komplikovana a jejim priibéhu i v udrZovaci fazi lécby je
nutno sledovat vyvoj EF LK — klicova role center pro lécbu HCM.
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ZKRACENE INFORMACE O LECIVEM PRIPRAVKU: Tento légivy pFipravek podléha dal$imu sledovani. To umozni rychlé ziskani novych informaci o
bezpe&nosti. Zadame zdravotnické pracovniky, aby hlasili jakékoli podezfeni na neZadouci ucinky. Nazev léEivého pripravku: Camzyos 2,5 mg tvrdé tobolky,
Camzyos 5 mg tvrdé tobolky, Camzyos 10 mg tvrdé tobolky, Camzyos 15 mg tvrdé tobolky. SloZeni: Jedna tvrda tobolka obsahuje mavakamten 2,5 mg nebo 5
mg nebo 10 mg nebo 15 mg. Indikace: Camzyos je indikovan k [éEb& symptomatické hypertrofické obstrukéni kardiomyopatie (0HCM) (NYHA, tfida II-1ll) u
dospélych pacientl. Davkovani a zplisob podani: Pfed zahajenim [&Cby je tfeba pomoci echokardiografie vySetiit ejekéni frakcilevé komory (LVEF). Lé€bu nelze
zahajit, pokud je LVEF < 55 %. Zeny ve fertilnim véku musi mit pfed zahajenim lécby negativni t8hotensky test. Pfiméfena 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 mlze vést ke zvySenému riziku systolické dysfunkce v porovnéni s norméinimi metabolizatory. Pokud k zahéjeni Ié€by dojde
pfed uréenim fenotypu CYP2C19, maiji pacienti dodrZzovat pokyny pro davkovani pro pomalé metabolizatory, dokud nebude uréen fenotyp CYP2C19. Rozsah
davek je 2,5 mg aZ 15 mg. Bioekvivalence mezi jednotlivymi silami nebyla potvrzena v bioekvivalencni studii u lidi; proto je zakazano pouZit vic tobolek pro
dosaZeni predepsané davky a ma se pouzit jedna tobolka s nalezitou silou davky. Podrobné informace o davkovani viz SPC. Kontraindikace: Hypersenzitivita na
lé¢ivou latku nebo na kteroukoli pomocnou latku. Téhotenstvi. Soub&zna lé¢ba silnymi inhibitory CYP3A4 u pacient( s fenotypem pomalého metabolizatora
CYP2C19 a s neuréenym fenotypem CYP2C19. Soubé&zZna I&é€ba Kombinaci silného inhibitoru CYP2C19 a silného inhibitoru CYP3A4. Zvlastni upozornéni a
opatfeni pro pouziti: Mavakamten sniZzuje LVEF a mize zplsobit srdecni selhani v disledku systolické dysfunkce definované jako symptomaticka LVEF < 50 %.
U pacientll se zavaznym interkurentnim onemocnénim, jako je infekce nebo arytmie (véetné fibrilace sini nebo jiné nekontrolované tachyarytmie), nebo téch,
ktefi podstupuiji velkou operaci srdce, muze byt vyssi riziko systolické dysfunkce a progrese do srde¢niho selhani. Pfed zahajenim 1éEby je tfeba zméfit LVEF a
poté ji peclivé sledovat. Pferuseni IéCby mUZe byt nezbytné k zajisténi, Ze LVEF zlustane = 50 %. Zahajeni |€Cby nebo zvy$eni davky silného nebo stfedné
siiného inhibitoru CYP3A4 nebo jakéhokoli inhibitoru CYP2C19 mlzZe zvysit riziko srdec¢niho selhani v disledku systolické dysfunkce. Podrobné informace viz
SPC. Interakce s jinymi [&€ivymi pfipravky: Jeli u pacienta uZivajiciho mavakamten zahajena 1é€ba novym negativné inotropnim Ié€ivem, nebo je zvy5ena davka
negativné inotropniho I&Civa, je tfeba zajistit peclivy lékafsky dohled s monitorovanim LVEF, dokud neni dosaZeno stabilniho davkovéni a klinické odpovédi. U
stfedné rychlych, normalnich, rychlych a ultrarychlych metabolizatord CYP2C19 je mavakamten primarné metabolizovan cytochromem CYP2C19 a v mensi
mife cytochromem CYP3A4. U pomalych metabolizatorii CYP2C19 je metabolizovan predevsim cytochromem CYP3A4. Inhibitory/induktory CYP2C19 a
inhibitory/induktory CYP3A4 tak mohou ovlivnit clearance mavakamtenu a zvy3it/sniZit jeho plazmatickou koncentraci v zavislosti na fenotypu CYP2C19.
Podrobné informace viz SPC. Fertilita, t&hotenstvi a kojeni: Zeny ve fertinim véku musi mit pfed zahajenim lé€by negativni t&hotensky test a museji pouzivat
ucéinnou antikoncepci béhem lécby a po dobu 6 mésicu po jejim ukoceni. Studie na zvifatech prokazaly reprodukéni toxicitu. NeZadouci uéinky: Nejcastéjsi
nezadouci U€inky jsou zavraté, dusnost, systolicka dysfunkce a synkopa. Pro dal3i informace viz SPC. Velikost baleni: 14, 28 nebo 98 tvrdych tobolek. Drzitel
rozhodnuti o registraci: Bristol-Myers Squibb Pharma EEIG, Dublin, Irsko. Registra¢ni &isla: EU/1/23/1716/001-008. Posledni revize textu: 08/2023 Pfed
pfedepsanim si pfectéte Upiny souhrn Udaju o pFipravku (SPC). Vydej IéCivého pFipravku je vazan na lékarsky predpis. Légivy pfipravek neni hrazen z
prostiedkll vefejného zdravotniho pojisténi. Podrobné informace o tomto I&éGivém pripravku jsou k dispozici na webovych strankach Evropské agentury pro IéCivé

ptipravky (EMA) http://ema.europa.eu nebo jsou dostupné u zastupce drzitele rozhodnuti o registraci v CR: Bristol-Myers Squibb spol. s r.o., Bud&jovicka 778/3,
140 00 Praha 4, www.bms.com/cz



