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Current Role of Septal Reduction Therapies
in the Era of Myosin Inhibition
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P ACE2e Septal Reduction Therapies for HOCM
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1960s Septal myectomy (SM)*14. 15]

1665 |- St vanemirat aproacis Invasive Therapies for HOCM

1992 —— SM + mitral valve (MV) leaflet plication21]

|
|

1994 —— Extended SMI20!
1995 —— Alcohol septal ablation (ASA)*©0]

1998 —— Myocardial contrast echocardiography guided ASAISS]

2003 —T— SM + MV leaflet extension!?2]

2004 —+— Extended SM + MV apparatus surgeryi*]
SM + Alfieri stitch (Edge-to-Edge)23!
Low dose ASA (1-2ml)ie1]

2005 —+— “Resection-Plication-Release” procedurel?4]
2008 —1— SM + Papillary muscle reorientationt4°]

2012 —— SM with transapical approach ¥2]

2015 —|— SM + Secondary chordae cutting 25!

2016 —— Echocardiographic algorithm to guide SM 7]

Extended SM + Muscle bundles excision 501

2018 —— PIMSRA*28]

Extended SM for midventricular obstruction [18]

2022 —— SESAME*79]
Right infra-axillary thoracotomy approach SM [57]

2023 — TA-BSM*23
TCRFA*28.91]

Midventricular and apical SM 9]
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CIPLACE 2 Alcohol Septal Ablation
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Identification of the -
target septal branch Wiring of the septal branch

\\\f
50

Pelliccia F et al

Eurolntervention
2019:15:411-417

Position of the over-the-wire
balloon in the septal branch
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CIPLACF22 Alcohol Septal Ablation
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Pre: 23 cm
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QPLACE2S Septal Reduction Therapies for HOCM

Key Questions to Guide Success

1. Is there still a role for ASA/Surgery in
the era of myosin inhibitors?
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QPLACE2S ESC Guidelines 2023
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QPLACEZS ACC/AHA Guidelines 2024

\C EXPERIENCE
Repeat evaluation as (o) } ves

per Figure 1, Box 2 i NO ;

Avoid vasodilators and
high-dose diuretics

i

If symptoms persist

Other surgical
indication?

lllll
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@PLACE?Z2 Myosin Inhibition in Patients With HOCM Referred

far ODT
1o o

Patients Who Underwent SRT or

Patients Who Improved

by 0, 21, or 22 NYHA Class

Remained Guideline Eligible for SRT

100 100+
82%

79%

~
T

63%

50

257

Percent of Patients

NYHA Class Improvement (%)
3

Mavacamten Placebo 0 Mavacamten Placebo
(n=56) (n=56) (n=56) (n=56)
1 Guis(:!erline Eligible [ Guideline Ineligible None [ 21Class [l =2 Class
or i

Desai MY, et al. J Am Coll Cardiol. 2022;80(2):95-108. -
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Exercise Capacity in Relation to Treatment in HCM

Mitral regurgitation, SAM,
elongated MV leaflets

Small vessel disease,
myocardial bridging

Cardiac
hypertrophy, Diastolic
papillary muscle dysfunction,
anomalies, myocardial
myocardial stiffness,
clefts LA enlargement
. Peak oxygen "
Resting aqd consumption (VO,) Inte_rst|t|a| and
dynamic = SV x HR x perivascular
LvoT - . fibrosis,
obstruction (a-v O, difference) chronotropic

incompetence

Myocardial ischemia,
reduced CFR

Pulmonary hypertension and
increased PVR, ventilation
perfusion mismatch

Coats CJ, et al. SEQUOIA-HCM lnvestigators. JACC Heart Fall 202412 193-215
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Study

Dybro et al, 2021%*
Heitner et al, 2019
Heitner et al, 2019
Ofivotio et al, 2020™*
Ommen et al, 1999™
Knight et al, 1997

Nagueh et al, 2001

Firoozi et al, 2002%* 27.7mo

Malek et al, 2008%
Recwood et al. 1979
Diodati et al, 1982¢
Ommen et al, 1999
Nagueh et al, 20014

Firoozi et al, 2002*" 456 mo

Smith et al. 2020"

Duration n
2wk 23
2wk 11
2wk 10
0wk 251
23mo 19
Imo 5

1y 25

20

Imo 23
6mo 29
Emo N
415¢ 20
e 13
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189
196
242
208
162
18
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194
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188
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QPLACE2S Septal Reduction Therapies for HOCM

Key Questions to Guide Success

1. Is there still a role for ASA/Surgery in the era
of myosin inhibitors?

2. Do we have sufficient experience to be
doing high quality/volume SRTs at our
institution?
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@PLAC 20 Surgical myectomy for hypertrophic
~ | L/ =26 cardiomyopathy: procedural volume

and outcomes

: i X Overall survival
echocardiography complication rates

Number of patients with a Overall survival (%)
LVOT gradient (230 mmHg) Reoperation 1004 1

2% T ———
-— 75 e

VSD
50 -
Strata Events, 1-year OS 5-year OS

n(%) %(n % (n)

Multicentre cohort
study at 12 hospitals
in the Netherlands 300

200

25 4
Mortallty All 51 93% 83%

@ (15 @92 (113
04

335 patients with
HOCM confirmed 100

by a core laboratory n =24 0 1 2 3 4 5
(7%) Stroke Time (years)
9 0 AI{335 292 255 215 171 113
Pre-op Post-op 0 1 2 3 4 5

5 ]

Low-volume hospitals

(<10 procedures/year) )
Female sex e Low-volume
High-volume hospitals procedures

Factors associated with increased 30-day complication rate

(210 procedures/year)

oo ] [c]2] 2310 BT VINPI WP YACTIEIPLo 7l European Heart Journal (2026) 47, 2481-2493
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COPLACE2S Septal Reduction Therapies for HOCM

Key Questions to Guide Success

1. Is there still a role for ASA/Surgery in the era
of myosin inhibitors?

2. Do we have sufficient experience to be doing
high quality/volume SRTs at our institution?

3. Is ASA or SM better for this patient? Which
gives the most benefit at the least risk?
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ASA vs SURGERY
CPLACESS

Patients undergoing ASA have similarly @

Resection-Plication-Release (RPR) Repair

low long-term mortality and (aborted) /10 patients requires
e ey e e g ‘:‘",'3.1.",;,":,,“‘3“‘“‘ or Hypertrophic Cardiomyopathy
foloing meciony

113 ASA patients
requires reintervention,
5x the risk following

ASA between 1.5mL
and 2.5 mL were found
to be well balanced in
terms of efficacy and
safety for most patients

Uebregts, M. et al J Am Call Cardiol 2017:70(4):481-8.
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Surgical Myectomy
Versus Alcohol Septal Ablatlon

Will There Ever Be a Randomized Trial?

for
vopathy

Tacopo Olivotto, MID,” Steve R. Ommen, MDD, Martin S. Maron, MID,§

Franco Cecchi, MID,” Barry J. Maron, MIDF

Florence, Iraly; Rochester and Minneapolis, Minrnesota; arnd Bosfor

Bypass Angioplasty

Revascularization Investigation
{=7-N3231))

. Massachusetts

@S =00
==y

C12.53

1.829 (7%) >

R T .

Patients Undergoing
Coronary Angiogram

LSS O(50°/o)/ Cilinically Eligible

67°z;.j- Exclusion Criteria
Eligible for Both
CABG and PTCA

Refused
Randomization

Enrolled and
Randomized

cABG PTCA
/‘ e~ /' ‘\\
EhL> @GP

T heoretical Surgical Myectomy vs.

Alcohol Septal Ablation Trial

< 34.000 D
&

HCM Patients
to be Screened

Clinically Eligible:

= c; Obstruction & Severe
< :3‘ foo ( 10 /o Refractory Symptoms
L—» X ~30°A, Exclusion Criteria

@& Eaoa

Eligible for Both
e e Myectomy and ASA
=5 -0 Refuse
b__' = ,500/?" Randomization
1.200 (3.5%)

T

Myectomy

Enrolled and
Randomized

ASA

<> &



@PLACE %8 Septal Myectomy vs. Alcohol Septal Ablation: PSM study
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2618 Individuals assessed for eligibility Survival
2407 Myectomy 100 -
211 Alcohol septal ablation

80 1

1123 Excluded € 60

1123 Myectomy E
895 Concomitant procedure 5
> 195 Transapical myectomy — Myectomy
33 Refused research 201 —— Alcohol Septal Ablation
consent -~~~ Expected Survival
0 Alcohol septal ablation °s T T T - p
Follow-Up (Years)

1495 Eligible for propensity matching
1284 Myectomy
211 Alcohol septal ablation

—— Myectomy
50 4 Alcohol Septal Ablation

Mean Predicted LVOT Gradient
(TTE) at Late Follow-Up (mmHg)
w
o

| | 20
334 Myectomy s;:;'dmhtg;n 10
0 :
20 40 60 80
Nguyen, et al. J Thorac Cardiovasc Surg 2019;157:306-15 Preintervention LVOT Gradient (mmHg)
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Recommendations for septal reduction therapy (1) @ESC

Recommendations Class Level
It is recommended that SRT be performed by experienced operators working as part of a
multidisciplinary team expert in the management of HCM.

SRT to improve symptoms is recommended in patients with a resting or maximum
provoked LVOT gradient of 250 mmHg who are in NYHA/Ross functional class IlI-1V, despite | | B
maximum tolerated medical therapy.
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 | C
intervention (e.g. mitral valve abnormalities).

SRT should be considered in patients with recurrent exertional syncope caused by a resting
or maximum provoked LVOTO gradient 250 mmHg despite optimal medical therapy.

Mitral valve repair or replacement should be considered in symptomatic patients with a
resting or maximum provoked LVOTO gradient 250 mmHg and moderate-to-severe mitral lla C
regurgitation that cannot be corrected by SRT alone.

[ C

lla C

©E2C

2023 ESC Guidelines for the management of cardiomyopathies

www.escardio.org/guidelines (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad 194)



@PLACE%% CURRENT ROLE OF SEPTAL REDUCTION THERAPIES IN HOCM

TAKE-HOME MESSAGE

The new life of myectomy in the era of myosin inhibitors

NONINVASIVE RELIEF

. L. OF OBSTRUCTION
The spectrum of patients eligible for OR
.. . MORE APPROPRIATE
CMIs for symptomatic improvement is SURGERY I
broader than that for surgical — e em = e MODIFYING
intervention, and the overlap between EFFECTS ON THE
BROADER RELIEF OF MYOCARDIUM

the two treatment approaches may be
minimal in real-world populations

OBSTRUCTION
IN NON-SURGICAL
CANDIDATES

Quarta G et al.
Progress in Cardiovascular Diseases 2026
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@PLACE %g CURRENT ROLE OF SEPTAL REDUCTION THERAPIES IN HOCM

Symptoms
controlled?
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International Journal of Cardiology 304 (2020) 86-92

Contents lists available at ScienceDirect i
CARDIOLOGY

International Journal of Cardiology

journal homepage: www.elsevier.com/locate/ijcard

Multidisciplinary evaluation and management of obstructive L)
hypertrophic cardiomyopathy in 2020: Towards the HCM Heart Team e
Francesco Pelliccia ®*, Ottavio Alfieri ?, Paolo Calabroé <9, Franco Cecchi ¢, Paolo Ferrazzi f, Felice Gragnano 9,

Juan Pablo Kaski &, Giuseppe Limongelli ¢, Martin Maron ', Claudio Rapezzi’, Hubert Seggewiss ¥,
Magdi H. Yacoub !, lacopo Olivotto ™

A shared decision-making approach is always to be preferred, discussing risks and benefits of
each treatment strategy, matching clinical aspects with the preferences of the individual patient.

For this purpose, it is crucial that the decisional process is carried out with a multi-disciplinary

approach by an experienced team working in a dedicated cardiomyopathy center of excellence:
the HCM Heart Team
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