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Diagnosticka Kriteria

ilts: in an adult, HCM is defined by an LV wall thickness >15 mm in
myocardial segment that is not explained solely by loading condi-
s. Lesser degrees of wall thickening (13—14 mm) require evaluation
other features including family history, genetic findings, and ECG
ormalities.

_hildren: the diagnosis of HCM requires an LV wall thickness more than
andard deviations greater than the predicted mean (z-score >2).>°

.elatives: the clinical diagnosis of HCM in adult first-degree relatives
atients with unequivocal disease is based on the presence of LV wall
kness =13 mm. In child first-degree relatives with LV wall thickness
ores of <2, the presence of associated morphological or ECG ab-
malities should raise the suspicion but are not on their own diagnos-

or HCM.

Eur Heart J. 2023 Oct 1;44(37):3503-3626
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Neutral
HCM
~10%

Reverse curve
HCM
30-40%

Sigmoidal

HCM
40 - 50%

~ 10% Myofilament ~ 80% Myofilament -~ 30% Myofilament ~ 40% Myofilament
Gene + Gene + Gene + Gene +

J Am Coll Cardiol 2009,54:201-211
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Rozdéleni HKMP O

Dle pritomnosti a zavaznosti LVOTG

* neobstrukéni typ — LVOTG < 30mmHg v klidu ¢1 po zatézi (30 % pacientu)

= obstruk¢ni typ — LVOTG > 30mmHg ¥
ol

= klidova obstrukce

A

= Jatentni (zatéZi indukovand) obstrukce

Archiv I JKAK, FNUSA
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Nitrokomorova obstrukce ? ik

ftect of Left Ventricular Outflow Tract T
. LI Progression to NYHA

Obstruction on Clinical Outcome Class INor IV or Death from  Sudden Death

. . . Variable Death from Any Cause HCM-Related Death Heart Failure or Strokej from HCM 7

ln Hypertrophlc Cardlomyopathy Relative Risk Relative Risk Relative Risk Relative Risk

(95%Cl)  PValue (95%Cl)  PValue (95%Cl) P Value (95%Cl)  PValue
rtin S. Maron. M.D Iacopo Olivotto. M.D.. Sandro Betocchi. M.D Left ventricular outflow obstruction (=30 16(1.1-22) 002 16(1.1-2.4) 002 2.7 (20-35) <0.001 1.9(1.1-3.5) 0.014
* L & e | H ¥ b | ’ = e mm Hg)

Susan A. Casey, R.N., John R. Lesser, M.D., Maria A. Losi, M.D.,
Franco Cecchi, M.D., and Barry J. Maron, M.D.
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Algoritmus zhodnoceni LVOTG ()

atients with HCM, at initial evaluation,
roracic 2D and Doppler echocardiography are

mended, at rest and during Valsalva

uvre in the sitting and semi-supine positions—

LVOTO >50 mmHg —®-
? .
@ | Symptomatic |

en on standing if no gradient is provoked—to
LVOTO 84,86,365,525,584,587,589—594

at | year

ptomatic patients with HCM and a resting or
<ed® peak instantaneous LV outflow tract

1t <50 mmHg, 2D and Doppler

irdiography during exercise in the standing,

(when possible), or semi-supine position are

mended to detect provocable LVOTO and
588,595-598

se-induced mitral regurgitation.

LVOTO =50 mmHg
besophageal echocardiography should be : mmTe
ered in patients with HCM and LVOTO if the ?

nism of obstruction is unclear or when __ Y

ng the mitral valve apparatus before a septal lla €

ion procedure, or when severe mitral L @ E
itation caused by intrinsic valve abnormalities

599-602
ected.

ocation with Valsalva, standing, or oral nitrate.
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Zobrazovaci metody u HCM i

Item to assess Primary imaging Comments
modality
ﬂ wall thickness E(m:MR = All LV segments from base to apex examined in end-diastole, preferably in the 2D short-axis view,

ensuring that the wall thickness is recorded at mitral, mid-LV, and apical levels.

80

+ CMR is superior in the detection of LV apical and anterolateral hypertrophy, aneurysms,”® and

thrombi,®" and is more sensitive in the detection of subtle markers of disease in patients with

sarcomeric protein gene variants (e.g. myocardial crypts, papillary muscle al:)normah'ties).159'532'SEB

Systolic function (global ECHO/@MR » Ejection fraction is a suboptimal measure of LV systolic performance when hypertrophy is present.

and regional) Doppler myocardial velocities and deformation parameters (strain and strain rate) are typically reduced
at the site of hypertrophy despite a normal EF and may be abnormal before the development of
increased wall thickness in genetically affected patients.

Diastolic function ECHO * Routine examination should include mitral inflow assessment, tissue Doppler imaging, pulmonary vein
flow velocities, pulmonary artery systolic pressure, and LA size/volume.

Mitral valve ECHO = Assess presence and degree of SAM and mitral regurgitation. The presence of a central- or anteriorly
directed jet of mitral regurgitation should raise suspicion of an intrinsic/primary mitral valve abnormality

and prompt further assessment.

LvOT ECHO = See Figure 12.
Q dimensions E(y.MR * Provides important prognostic information, *¢>-2584

= Most common mechanisms of LA enlargement are SAM-related mitral regurgitation and elevated LV
filling pressures.

Myocardial fibrosis/LGE CMR The distribution and severity of interstitial expansion can suggest specific diagnoses. Anderson—Fabry
disease is characterized by a reduction in non-contrast T1 signal and the presence of posterolateral
LGE."*"** In cardiac amyloidosis, there is often global, subendocardial or segmental LGE and a highly
specific pattern of myocardial and blood-pool gadolinium kinetics caused by similar myocardial and

blood T1 signals.*®=%

USV.ANNYA
Eur Heart J. 2023 Oct 1;44(37):3503-3626



Echokardiografie — specificka etiologi&/)

Finding
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Specific diseases to be considered

ﬁ‘ucreased interatrial septum thickness
Increased AV valve thickness
Increased RV free wall thickness
Mild-to-moderate pericardial effusion

Ground-glass appearance of ventricular myocardium
&Jn 2D echocardiography

Amyloidosis
Amyloidosis; JAnderson—Fabry disease

Amyloidosis, jnyocarditis, Anderson—Fabry disease, Noonan syndrome, and related disorders
Amyloidosis, fnyocarditis/myopericarditis
Amyloidosis

J

Concentric LVH

Extreme concentric LVH (wall thickness >30 mm)

Glycogen storage disease, Anderson—Fabry disease, PRKAG2 variants, Friedreich ataxia
Danon disease, Pompe disease I

Global LV hypokinesia (with or without LV dilatation)

RVOTO

Mitochondrial disease, TTR-related amyloidosis, PRKAGZ2 variants, Danon disease, myocarditis, advanced
sarcomeric HCM, Anderson—Fabry disease, Friedreich ataxia

Noonan syndrome and associated disorders

[ Apical sparing pattern on longitudinal strain imaging

Amyloidosis]

Eur Heart J. 2023 Oct 1;44(37):3503-3626
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Echokardiografie 1 5 i
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Echokardiografie 11 /)l

6.57 mis| B i B R (UMY E Vel
p 172.72 mmHg . " MV DecT
Frq_ 16.85 kHz it MV Dec Slope 3.5 mis
B MVAVel 111
MV E/A Ratio
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Specifické fenotypy HCM dle CMR Q‘? e
Lt | Cardiac CMR examples | Specific diseases to be consid
notype -

Posterolateral LGE and concentric LVH
Low native T |

Anderson—Fabry disea

Diffuse subendocardial LGE,

high native T Amyloidosis

Patchy mid-wall in hypertrophied areas ' I % . | S . Sarcomeric HCM

LGE v jakémkoliv rozsahu je pfitomno az u 65% (33 — 84%) pacientti s HKMP
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SCD - ESC guidelines 2014 )

PRIMARY PREVENTION SECONDARY PREVENTION @

EUROPEAN ESC POCKET&EE'

SOCIETY OF
CARDIOLOGY® Sapoatesyarinse i

ICD
recommended

ICD generally not ICD may be ICD should be
indicated® considered considered
FAKULTNI ﬁ ®
——— NEMOCNICE
U SV. ANNY
V BRNE
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SCD - AHA/ACC guidelines 2020

Table 7.  Established Clinical Risk Factors for HCM Sudden Death Risk Stratification

Family history of sudden death from HCM

Sudden death judged definitively or likely attributable to HCM in =1 first-degree or close relatives v
are <50y of age. Close relatives would generally be second-degree relatives; however, multiple SC|
tertiary relatives should also be considered relevant.

Massive LVH

Wall thickness 230 mm in any segment within the chamber by echocardiography or CMR imaging;
consideration for this morphologic marker is also given to borderline values of 228 mm in individu:
patients at the discretion of the treating cardiologist. For pediatric patients with HCM, an absolute
z-score threshold for wall thickness has not been established; however, a maximal wall that corresy
to a z-score 220 (and >10 in conjunction with other risk factors) appears reasonable.

Unexplained syncope

=1 Unexplained episodes involving acute transient loss of consciousness, judged by history unlikely
be of neurocardiogenic (vasovagal) etiology, nor attributable to LVOTO, and especially when occurr
within 6 mo of evaluation (events beyond 5 y in the past do not appear to have relevance).

HCM with LV systolic dysfunction

Systolic dysfunction with EF <50% by echocardiography or CMR imaging.

LV apical aneurysm

Apical aneurysm defined as a discrete thin-walled dyskinetic or akinetic segment of the most distal
portion of the LV chamber; independent of size.

Extensive LGE on CMR imaging

Diffuse and extensive LGE, representing fibrosis, either quantified or estimated by visual inspection
comprising 215% of LV mass (extent of LGE conferring risk has not been established in children).

NSVT on ambulatory monitor

It would seem most appropriate to place greater weight on NSVT as a risk marker when runs are frec
(23), longer (=10 beats), and faster (=200 bpm) occurring usually over 24 to 48 h of monitoring. For
pediatric patients, a VT rate that exceeds the baseline sinus rate by >20% is considered significant.

CMR indicates cardiovascular magnetic resonance; ICD, implantable cardioverter-defibrillator; LGE, late gadolinium enhancement; LV, left ventricular; LVH,
ventricular hypertrophy; LVOTO, left ventricular outflow tract obstruction; NSVT, nonsustained ventricular tachycardia; and SCD, sudden cardiac death.

Circulation. 2020 Dec 22;142(25):e533-e557
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SCD - ESC Guidelines 2023 D i

( ) It is recommended that the 5-year risk of SCD be
HimaR pryversin N _ o assessed at first evaluation and re-evaluated at 1-2
- — year intervals or whenever there is a change in clinical
y ' status.>*

Implantation of an ICD should be considered in
patients with an estimated 5-year risk of sudden
death of >6%, following detailed clinical assessment

that considers:
(i) the lifelong risk of complications;
(i) competing mortality risk from the disease and lla

Family history of SCD
LV systolic function comorbidities;
Extent of myocardial scar AND
I (iif) the impact of an ICD on lifestyle,

e m : socio-economic status, and psychological
S-year risk <4% S-year risk =6% health 81521,525726832833
L .

In patients with LV apical aneurysms, decisions about

5-year risk =4 to <6% primary prevention ICD based on an assessment of

! risk using the HCM Risk-SCD or a validated
ICD :ﬁ.:; paediatric risk-prediction (e.g. HCM Risk-Kids) tool
il making and not solely on the presence of the aneurysm

should be cons'sdered.530'723’737'791'792

Secondary prevention
Implantation of an ICD may be considered in
individual patients with an estimated 5-year risk of
SCD of between >4% and <6%, following detailed
clinical assessment that takes into account the
lifelong risk of complications and the impact of an
ICD on lifestyle, socio-economic status, and

: Q e psychological health 81:521:525726:832833

*Clinical risk factors: extensive LGE (>15%) on CMR; LVEF <50%. ‘
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Management leCby symptomatickych pacggtf“iﬁi‘;‘““

Restoration of sinus rhythm or appropriate rate
control should be considered before invasive
management of LVOTO in patients with new-onset
or poorly controlled AF 6263

Still symptomatic

81 3PM
0 me

A OOCHTLEA [GRS CS4 < -30
105 20K [120+ Ms QRS TRYANL FORKIPRAVA VL

i i i
| i 1A

=

1
i

Pacient s HCM a fibrilaci sini by mél byt antikoagulovan bez ohledu na CHA2DS2-VASc score
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Management pacientu bez obstrukce %7

Beta-blockers and calcium antagonists (verapamil or

diltiazem) should be considered to improve symptoms lla C
in patients with angina-like chest pain even in the

absence of LVOTO or obstructive CAD.”**7*

Oral nitrates may be considered to improve

symptoms in patients with angina-like chest pain,

C
even in the absence of obstructive CAD, if there is no
LVOTO.
Ranolazine may be considered to improve symptoms

C

in patients with angina-like chest pain even in the
absence of LVOTO or obstructive CAD. 7*%7%

Low-dose diuretics Low-dose diuretics

L g J = Terapeutické moznosti jsou omezené

transplantation

)ESC—’ = Zamgéiuje se na ovlivnéni arytmii, snizeni

plnicich tlaki LK a 1é¢bu angin6znich potiz:

FAKULTNI ®
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Management pacientu s obstrukci

IStiH symptomatic or intolerant/contraindication to beta-blockers

Verapamil Diltiazem

(Class 1) (Class 1)

I Still symptomatic

Mavacamten
(Class lla)

Disopyramide
(Class I)

l Still symptomatic

Eur Heart J. 2023 Oct 1,44(37):3503-3626
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4

Non-vasodilating beta-blockers, titrated to
maximum tolerated dose, are recommended as

first-line therapy to improve symptoms in patients
with resting or provoked® LVOTQ 31-633.648-650
Verapamil or diltiazem, titrated to maximum
tolerated dose, are recommended to improve
symptoms in symptomatic patients with resting or
provoked® LVOTO who are intolerant or have
contraindications to beta-blockers.***¢*7¢*!
Disopyramide,” titrated to maximum tolerated dose,
is recommended in addition to a beta-blocker (or, if
this is not possible, with verapamil or diltiazem) to
improve symptoms in patients with resting or
provoked® LYOT(Q.632-634

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-622.6424546

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.

@ESC—

622644646
FAKULTN/ ®
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Septalni redukcni terapie

It is recommended that SRT be performed by
Sequential AV pacing, with optimal AV interval to T
reduce the LV outflow tract gradient or to facilitate
medical treatment with beta-blockers and/or

verapamil, may be considered in selected patients

r team expert in the management of
695,696,708-710

: symptoms is recommended in
"esting or maximum provoked LVOT
I mmHg who are in NYHA/Ross

c [lI-1V, despite maximum tolerated
, 697702

* Chirurgicka myek

with resting or provocable LVOTO >50 mmHg,

C
C

r r :
= Alkoholova septal sinus rhythm, and drug-refractory symptoms, who
o 1y, rather than ASA, is recommended
have contraindications for ASA or septal myectomy an indication for SRT, as well as in
or are at high risk of developing heart block following T e S e
£33.719-724 g surgical intervention (e.g. mitral
ASA or septal myectomy. ties).5”3
. , In patients with resting or provocable LVOTO -onsidered in patients with recurrent
| (DVOUdUtanVa kar‘ >50 mmHeg. sinus rhythm and drug-refracto ope caused by a resting or maximum lla C
= & ! g ry TO gradient >50 mmHg despite '
symptoms, in whom there is an indication for an ICD, | therapy.*%711~713
a dual-chamber ICD (instead of a single-lead device) B "'cered in expert centres with
: >w procedural complication rates in
o ) may be considered, to reduce the LV outflow tract ild symptoms (NYHA class Il
" pacienti po uspesne sef gradient or to facilitate medical treatment with edical therapy who have a resting or
: ked (exercise or Valsalva) gradient
v over  pww beta-blockers and/or verapamil.$33719-72472¢ ° C
pieziti s béinou popula.. e o
moderate-to-severe SAM-related mitral
regurgitation; or
+ AF, or
« moderate-to-severe left atrial dilatation.*>3”">
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Mavacamten na IKAK FNUSA




Mavacamten 57 e

Selektivni, reverzibilni inhibitor srdeCni myosinové ATPazy

) 4 ) 9 )
o J
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

* PIONEER-HCM

* EXPLORER-HCM

= VALOR-HCM

FAKULTNI ®
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Soubor pacientu gﬁ s

pojiStovna zaCatek podavani schvaleno
mavacamtenu

Muz * 1948 zamitnuto
Zena * 1955 ASA 7/2022 111 27.6.2024 ano
Muz * 1962 ERASH 4/2022 111 4.7.2024 ano
Muz * 1979 - 205 9.8.2024 ano
Muz * 1974 ERASH 3/2022 205 27 ano
Zena * 1950 ERASH 6/2021 111 77 ano
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= 7.7.2022 provedena ASA na RS1

= uspokojivy bezprostiedni efekt (pokles invazivné métencho klid. LVOTG ze 139 na 13mmHg,
resp. po VM pokles ze 156 na 28mmHg)

* po zakroku pokles klidoveho LVOTG, pozatéZovy nadale vyznamny (echokard.)

* dle zobrazovacich metod (echo + MR) jizva po ASA na rozhrani basdlni a stfedni
casti IVS, base IVS se vyklenuje do LVOT

= up-titrace BB limitovana hrani¢ni TF (metoprolol 50mg/den)




Echokardiografie qp ortion
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* po inicialnim klinickém zlepSeni opét progrese do NYHA III

" reASA vzhledem k anatomii septalnich vétvi neni mozna, proto podana zadost o
mavacamten na §16, ktera byla schvalena

= 27.6.2024 nasazen mavacamten v davce 2,5mg 1x denné (+ metoprolol 50mg)

LVOTG 21, resp. 89mmHg, EF LK 70%, SAM pritomen, Mi reg. 1+

fcné NYHA 111

6OMWT — 380 m

genetika CYP 2C19: genotyp *1/*1, ktery je spojen s normalni rychlosti metabolizace léciv




Davkovaci schéma mavacamtenu Q? ks

. 1: Zahajeni |é€by u fenotypu pomalého metabolizatora CYP2C19 Obrazek 2: Zahdjeni |ECby u fenotypu stiedné rychlého, normaliniho, rychlého a ultrarychlého metabolizatora CYP2C19

driovaci faze
4. tyden* 8. tyden* 12. 6

Obrazek 4: Preruseni lécby pfi kierekoliv klinicke navstéve, pokud je LVEF < 50% 1. Opétowné
Pozastavie AL
1. Znovu zahajte lééhu denni davkou (mg) e [ ivor;
o jedmn tiroved niZi. ALVERN
* 5mg—2.5 mg; 10 mg—5 mg; ity
15mg—10mg nisledujic
L gfemitgéébu.m_ + Je-li lé&ba prerusena pii divee 2,5 mg, PYEF =3
e e movu zacnéte pii 2,5 mg. —
kg thﬂkamﬂg?ﬁ¢e _ LVEF 230% 2. Znowu zkentrolujte klinicky stav, gradient gﬁz:f >
parametry kazdé 4 tidny - LVOT oii Valsalvovs <vru a LVEF jednon detmé
az do LVEF = 50 %, : B Sl e —
= ve 4. tydnu a udrinjte stavajici davku po Snite na s o
— _ dobu nasledwjicich & tydnh, pokud neni Jedﬁif;iné ™k
LVEF =30"% [ LVEF = 30%. a—
3. Postupujte podle obrazlu 3. e
5 mg jednou
denné
Lécbu mvale ukonfete, je-li pil davee
25 mp denné LVEF dvakrat po sobé Jdl je LVEF »= 50 % (viz obraze
< 50 Y.

[ kontrola za 4 a 8 tydni.
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Davkovaci schéma mavacamtenu

DAVKOVACI SCHEMA

CAMZYCS

(mavacamten) capsiiss

Kritéria Akce Davkovani
0. tyden LVEF > 55% Zahdjen( 1é¢by 2,5 nebo 5 (dle fenotypu)
A Gradient v LVOT < 20 mmHg Uprava dévky Preruseni neba snizeni davky (dle fenotypu)
. tyden
Gradient v LVOT = 20 mmHg Pokracovani na stejné davce Zahajovaci ddvka
Gradient v LVOT < 20 mmHg Preruseni |é¢by 0

8. tyden

Gradient v LVOT = 20 mmHg

Uprava dévky

Znovuzahdjeni, pokracovani (na zékladé rozhodnuti ve 4.tydnu)

LVEF <50 % Preruseni Iécby -
12.;de de’n LVEF > 55 % Titrace 2Zvyseni davky o jednu troven:
(a kazdy a gradient v LVOT = 30 mmHg 2,545, 5+10, 10+15 (max. 5 mg pro pomalého metabolizatora)

12. tyden)

LVEF 50-55 % nebo LVEF > 55 %

Pokracovan( na stejné dévce

aktudlni davka

a gradient v LVOT < 30 mmHg
Kazda S
R LVEF <50 % Pferusen( Iécby 0
navstéva
Vidy po (s S ¥
y P LVEF > 50 % 2o ahintisehy Niz&i ddvka o jednu troven nez byla |é¢ba pferusena.

preruseni

(dévka 2,5 mg pokud byla tato davka i pfed pferusenim).

* Po znovuzahajenilécby, snizeni nebo zvyseni davky, zkontrolujte klinicky stav pacienta ve 4. tydnu (gradient v LVOT pii Valsalvové manévru a LVEF

l. interni
kardioanc
klinika

ve 4. tydnu) udrzujte stavajici ddvku po dobu nasledujicich 8 tydn(, pokud neni LVEF pod 50 %.
® Maximalni denni ddvka je 15 mg (5 mg pro pomalé metabolizatory fenotypu CYP2C19).

¢ U pacientd, u nichz se po 4-6 mésicich uzivani maximalni tolerované davky neprojevi zadna odpoveéd (napf. z&dnd zlepseni symptomd, kvality Zivota,
télesné vykonnosti, gradientu v LVOT), je tfeba zvazit ukoncenf Iécby.
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Follow — up (4. tyden) P

= LVOTG 26, resp. 55mmHg, EF LK 70%, SAM naznacen, Mi reg. stopova
= ftné¢ NYHA II
= OMWT —368 m

[mds

%@M S TS mﬁaw_\_j\w



N\

Follow — up (4. tyden)

g 3 4 CAMZYCS
DAVKOVACI SCHEMA (MavacamEn) S

Kritéria

Akce

Davkovani

LVEF > 55% Zahajen( 1é¢by

Gradient v LVOT < 20 mmHg Uprava dévk

4. tyden

Gradient v LVOT 2 20 mmHg

8. tyden

12. tyde
(a kazdy
12. tyder

aktuadlni davka

Preruseni |écby

Vzdy po 75 da j irovefi nez s&ba pi
pFer):;geni : LVEF > 50 % Znovizahfient Ieoy Nizsi davka o jednu troven nez byla Ié¢ba prerusena.

(davka 2,5 mg pokud byla tato davka i pred pFerusenim).

* Po znovuzahdjeni|éCby, snizeni nebo zvyseni davky, zkontrolujte klinicky stav pacienta ve 4. tydnu (gradient v LVOT pri Valsalvové manévru a LVEF
ve 4. tydnu) udrzujte stdvajici davku po dobu nésledujicich 8 tydnt, pokud neni LVEF pod 50 %.

* Maximalni denni davka je 15 mg (5 mg pro pomalé metabolizatory fenotypu CYP2C19).

* U pacientd, u nichz se po 4-6 mésicich uzivani maximalni tolerované davky neprojevi zédna odpovéd (napf. zadna zlepseni symptomd, kvality Zivota,
télesné vykonnosti, gradientu v LVOT), je tfeba zvazit ukoncenf IéCby.

=

FAKULTNI
NEMOCNICE
U SV. ANNY
V BRNE

®

l. interni
kardioanc
klinika




Follow — up (8. tyden) S =

= LVOTG 11, resp. 15 mmHg, EF LK 65%, SAM nepfitomen, M1 reg. stopova
= f{iné NYHAT - 1I
= 6MWT — 387 m
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Follow — up (8. tyden)

CAMZYCS

2.5,5,10,15mg

(mavacamten) capstiss

DAVKOVACI SCHEMA

Akce Davkovani

Kritéria

Zahajeni lécby

LVEF > 55%

Uprava dévk

) Gradient v LVOT < 20 mmHg
4. tyden

8. tyden

12. tyde
(a kazdy
12. tyder

aktuadlni davka

Preruseni |écby
Niz8i davka o jednu troven nez byla Ié¢ba prerusena.

Lifgazalien/ iechy (davka 2,5 mg pokud byla tato davka i pred pFerusenim).

Vzdy po g o
preruseni j o sl
* Po znovuzahdjeni|éCby, snizeni nebo zvyseni davky, zkontrolujte klinicky stav pacienta ve 4. tydnu (gradient v LVOT pri Valsalvové manévru a LVEF
ve 4. tydnu) udrzujte stdvajici davku po dobu nésledujicich 8 tydnt, pokud neni LVEF pod 50 %.

* Maximalni denni davka je 15 mg (5 mg pro pomalé metabolizatory fenotypu CYP2C19).
* U pacientd, u nichz se po 4-6 mésicich uzivani maximalni tolerované davky neprojevi zédna odpovéd (napf. zadna zlepseni symptomd, kvality Zivota,

télesné vykonnosti, gradientu v LVOT), je tfeba zvazit ukoncenf IéCby.
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Obrizek 2: Zahajeni 1é¢by u fenotypu stifedné rychlého, normalniho, rychlého a ultrarychlého
metabolizitora CYP2C19

2
DAVK [ 4. tyden* J [ 8. tyden* ] 12. tyden*®
Gradient v LVOT pi — B
Valsalvové manévru 1. Opetm-'r_je zahajte
2.5 mg jednou denng,
) i pokud LVEF = 50 %
e Gradient v LVOT pii » <20 mmHg [® Poz:a'slav'ie g 2. Znovu zkontrolujte
. tyden WValsalvové manévru lecbu klinicky stav, gradient
v LVOT pii Valsalvove
4. tyden SniZte na :m:;z:}: LIVE;:B
| <20mmig By 25mg g sthvajici déviou po dobu
8. tyden jednou denné nasledujicich 8 tydni,
pokud neni
LVEF < 50%.
12. tyden
(a kazdy 5 mg jednou
12. tyden) dennég, zahajte, || Udrzujte
' g =20 mmHg 25mg e

pouze pokud

LVEF = 55 % jednou denné

SniZte na Viz udrzovaci faze
pFeruseni Udrui mafl e [ 2,5 mg i na obrazku 3
iy L Jednou denné
2 g =20mmHg H» 5 mg jednou
denne
* Pozno\ o
ve 4.ty Udlzu_]le

SREE =20 mmHg - 5 mgjednou

denné

* U pacie

elesné ¥ Preruste 1é¢bu, pokud je pii kterékoli klinické navstévé LVEF < 50 %; opétovné zahajte 1é¢bu po
4 tydnech, pokud je LVEF > 50 % (viz obrazek 4).
LVEF = ejekéni frakce levé komory; LVOT = vytokovy trakt levé komory
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ZKRACENE INFORMACE O LECIVEM PRIPRAVKU

' Tento lé€ivy pfipravek podléha dalSimu sledovani. To umozni rychlé ziskani novych
informaci o bezpeénosti. Zadame zdravotnické pracovniky, aby hlasili jakakoli podezieni na
nezadouci ucéinky.

Nazev lécCivého prFipravku: 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 lécbé symptomatické hypertrofické obstrukéni kardiomyopatie
(oHCM) (NYHA, tfida lI-Ill) u dospélych pacienti. Davkovani a zpusob podani: Pred zahajenim lécby
je tfreba pomoci echokardiografie vySetfit ejekéni frakci levé komory (LVEF). LéEbu nelze zah3ajit, pokud
je LVEF <55 %. Zeny ve fertiinim véku musi mit pfed zahajenim lé&by negativni t&hotensky 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 muze vést ke zvySenému riziku systolické dysfunkce v porovnani
s normalnimi metabolizatory. Pokud k zahajeni 1éCby dojde pfed urCenim fenotypu CYP2C19, maji
pacienti dodrzovat pokyny pro davkovani pro pomalé metabolizatory, dokud nebude uréen fenotyp
CYP2C19. Rozsah davek je 2,5mg az 15 mg. Podrobné informace o davkovani viz SPC.
Kontraindikace: Hypersenzitivita na IéCivou latku nebo na kteroukoli pomocnou latku. Téhotenstvi.
Soubézna lécba silnymi inhibitory CYP3A4 u pacientd s fenotypem pomalého metabolizatora CYP2C19
a s neurcenym fenotypem CYP2C19. Soubézna Iécba kombinaci silného inhibitoru CYP2C19 a silného
inhibitoru CYP3A4. Zvlastni upozornéni a opatifeni pro pouziti: Mavakamten snizuje LVEF a mUze
zpUsobit srde¢ni selhani v dusledku systolické dysfunkce definované jako symptomaticka LVEF < 50 %.
U pacientd se zavaznym interkurentnim onemocnénim, jako je infekce nebo arytmie (v€etné fibrilace
sini nebo jiné nekontrolované tachyarytmie), nebo téch, ktefi podstupuji velkou operaci srdce, mize byt
vySS8i riziko systolické dysfunkce a progrese do srde¢niho selhani. Pfed zahajenim IéCby je tfeba zmé&frit
LVEF a poté ji peclivé sledovat. Preruseni lé€by muze byt nezbytné k zajisténi, Ze LVEF zlGstane
= 50 %. Zahajeni lécby nebo zvySeni davky silného nebo stfedné silného inhibitoru CYP3A4 nebo
jakéhokoli inhibitoru CYP2C19 muze zvysit riziko srdeéniho selhani v disledku systolické dysfunkce.
Podrobné informace viz SPC. Interakce s jinymi lé€ivymi pripravky: Jeli u pacienta uzivajiciho
mavakamten zahajena Ié€ba novym negativné inotropnim IéCivem, nebo je zvySena davka negativhé
inotropniho IécCiva, je tfeba zajistit peclivy Iékarsky dohled s monitorovanim LVEF, dokud neni dosazeno
stabilniho davkovani 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 metabolizatordt CYP2C19 je metabolizovan predevsim
cytochromem CYP3A4. Inhibitory/induktory CYP2C19 a inhibitory/induktory CYP3A4 tak mohou ovlivnit
clearance mavakamtenu a zvysSit/snizit jeho plazmatickou koncentraci v zavislosti na fenotypu
CYP2C19. Podrobné informace viz SPC. Fertilita, téhotenstvi a kojeni: Zeny ve fertilnim v&ku musi
mit pfed zahajenim Ié€by negativni t€hotensky test a museji pouzivat u€innou antikoncepci béhem lécby
a po dobu 6 mésicu po jejim ukonceni. Studie na zvitatech prokazaly reprodukéni toxicitu. Nezadouci
ucinky: Nej¢astéjsi nezadouci Uc€inky 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. Registracni €isla: EU/1/23/1716/001-008. Posledni
revize textu: 07/2024.

Pred predepsanim si preététe uplny souhrn Gdaja o pripravku (SPC). Vydej Ié€ivého pfFipravku je
vazan na lékarsky predpis. Lécivy pfipravek neni hrazen z prostiredkll vefejného zdravotniho
pojisténi. Podrobné informace o tomto léCivém pfipravku jsou k dispozici na webovych strankach
Evropské agentury pro IéCivé pfipravky (EMA) http://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.

*V§imnéte si prosim zmén v Souhrnu udaju o pfipravku



