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MANAGEMENT OF HCM WITH OBSTRUCTION
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MAVACAMTEN - MYOSIN INHIBITOR
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MAVACAMTEN
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MAVACAMTEN IN HCM WITH OBSTRUCTION

PIONEER HCM'1+#2

EXPLORER HCM*®37

VALOR-HCM *

Duration (weeks)
MNYHA dass
Dose (mg/day)
Primary endpoint
OUTCOMES

Open-label

MNon-randomized
21
12
1A
2-20

Change in post-exercise LVOT gradient

} LVOT gradients

Improved exercise capacity and ventilatory efficiency

| NYHA class
} MRS dyspnoea score

Improved health status

Double-blind randomized

251

30

il

2515

Exercise capacity symptom burden
} LVOT gradients

Improved exercise capacity
| NYHA class

1 NT-proBNP and hs-cTnl
Improved diastolic function

Double-blind
Randomized

112

16

1INAY

25-15

Continued eligibility for SRT
| eligibility for SRT

| LVOT gradients

| NYHA class

| NT-proBNP and hs-cTnl
Improved health status
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TOO GOOD TO BE TRUE?

Mavacamten Placebo group
group (n=123) (n=128)

Patients with =1 treatrment- 108 (HEw%) 101 (79%)

emergent adverse event

Tatal number of serious adverse 11 20

evEfts

Patients with 21 serious adwerse 10 [B%) 11 {9%)

ewent
Atrial fibrillation 2 (2%) 4 (3x)
Symope 2 (2%) 1 (1%}
Stress candiomyopathy 2 (2%) 0
Sudden death 0 1{1%)
Transient ischaemic attack 0 1 (1%}
Cardiac failure congestive 0 1{1%)
Divertioulitis 1(1%) o
Viral gastroenteritis 0 1 (1%}
Urinary tract infection 0 2 (%)
Infection 1(1%) 0
Eheumatoid arthritis 0 1 (1%}
Contusion 1(1%) 0
Forearm fracture 1(1%) 0
Dehydration 0 1 (1%}
Vocal cord polyp 0 1 (1%}
Cholesteatoma 0 1 (1%}
Prostate cancer 0 1 (1%}

Drata ane n (%)

Points of attention:

Table 4: Summary of treatment-emergent adverse events and serigus

adverse events

* Genotype Cytochrome P450-CYP2C19 (in Europe).

* Drug-drug interactions (CYP2C19 and CYP3A4 inhibitors).
* Contraindicated in pregnancy.

* Echocardiographic monitoring.

* Half-life 6-9 days to 23 days in poor-metabolizers.

Olivotto et al. Lancet 2020



MAVACAMTEN IN PRACTICE

Week 4%

J

Week §*

Walealva LVOT

5 mg once daily,
initiate only if
LVEF =353%

Week 127

Week 12 + every 12 weeks

LVEF = 5%

See figure 4.

Current dose
{ Treatment not
pauscd)

aradient 1. Restart on 2.5 mg
once daily if
LVEF = 50%.
Valsalva LVOT | <20 mmHg Fause > Z.RﬁhEEIC clinical
gradient freatment status, Valsalva
LVOT gradient and
Decrease to LVEF in 4 weeks
<20mmHg s 2 5mgonce N and maintain the
daily current dose for the
next § weeks unless
LVEF = 50%,.
Maintain
| =20mmHg * 25mgonce H»
daily
Decrease to
<20 mmHg [ 25mgonce [ See rnamtcrmm:f
MMaintain daily phase in figure 3
=20mmHg 5 mgonce
daily
Maintain
>20mmHg | Smgome [
daily

# Interrupt treatment if LVEF is < 50% at any clinical visit; restart treatment after 4 weeks if
LVEF = 50% (see figure 4).

LVEF = left ventricular ejection fraction; LWVOT = left ventricular outflow tract

Summary of Product Characteristics mavacamten, August 2023

LVEF = left ventricular ejection fraction; LVOT = left ventricular outflow tract

LVEF 50-55%, regardless of
Valsalva LVOT gradient

ar
LVEF = 35% and

Valsalva LVOT gradient < 30 mmHg

Maintain on the current dose and follow up 12 weeks
later.

LVEF = 55% and

Valsalva LVOT gradient > 30 mmHg

[

For CYP2C 19 poor metaboliser phenotype:

Up-titration to next higher daily (mg) dose level:
2.5 mg—5 mg; 5 mg—10 mg; 1l mg—15 mg
Recheck clinical status, Valsalva LVOT gradient
and LVEF at week 4 after dose increase and
maintain the current dose for the next § weeks
unless LVEF < 5%,

Further up-titration 1s allowed after 12 weeks of
treatment on the current dose level iIf LVEF

= 55%. Recheck at week 4.

Maximum daily dose s 15 mg.

Maximum dose is $ mg. If utrating from 2.5 mg to
5 mg; follow-up 4 and § wecks later.
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REAL WORLD DATA

150 patients; 65 year, 53% female

mavacamten 5 mgin 53%

16% Adjustment of treatment for drug-drug interactions
3 temporary interruption of mavacamten due to EF < 50%
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Desai et al. Prog in Cardiovasc Dis 2024
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REAL WORLD DATA

A

—e— Resting 107

* 96 oHCM patients o4 ¥

* Mean age 63 years

* 54% Female

* Temporary interruption in 2
patients due to EF < 50%

0.9+

LVOT Gradient (mmHg)
Proportion with =1 NYHA Class Improvement

0 12 24 a5 12 24 36
Sample Week of Mavacamten Therapy Sample Week of Mavacamten Therapy
size BOTT 83/82 £6/55 56/56 size B4 66 58
1.0
0.91
0.8
0.7 5
£
§ 0.6 a
é 0.5 2
0.4
0.3
0.2+
0.14
0.0- i 12 24 36
' 4 8 12 24 36 Week of Mavacamten Therapy
Week of Mavacamten Therapy Sampie size 84 66 56
N omg WM 25mg WM S5mg Bl AVNB Dose Decrease
Il No AVNB Dose Change
B 10mg I 15mg I AVNB Dose Increase Erasmus MC
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Reza et al. JACC Heart Failure 2024



MAVACAMTEN IN PRACTICE

TIS0.5 MI1.3

TIS0.8 MI1.3

M3 M3

mavacamten 5 mg

06032024 132107 TISOS Ml 01
M3 Me
+59
+ LVOT Vmax '
Vmax 211 cm/s

Max PG 18 mmHg

- 2 M3M4
Vmax 510 cm/s 3 +59

Max PG 104 mmHg

VALSALVA
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SEQUOIA-HCM STUDY

of care havin

LVOT-G 23
post-Valsa | Positive results in phase 3 trial
LVOT-G 2f | with cardiac myosin inhibitor
and NYHA{ | in obstructive HCM
class | |, the phase 3 SEQUOIA-HCM
trial, treatment with aficamten
improved exercise capacity in
Stu patients with obstructive HCM
compared with placebo.
Echoce
09/01/2024
NYHA functic
Dose titration ot

Patients with oHCM
treated with standard

N

MEDICAL NEWS
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Cardiac myosin inhibitor
Improves exercise capacity in
obstructive HCM

ESC Heart Failure 2024 —
Treatment with aficamten over

h 4
End of study

24 week in patients with

obstructive HCM resulted in

Improvement in exercise capacity |
and significant changes in 10 W28

secondary endpoints including A
improvements in both KCCQ- .

15/05/2024 A

Coats et al. JACC; Heart Failure 2024
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