Risultati delle ricerche cliniche effettuate in
questi 60 anni nella cardiomiopatia ipertrofica
e quelle ancora necessarie
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W \" Effects of Beta Adrenergic Blockade on the Circulation, with Particular
0 Reference to Observations in Patients with Hypertrophic Subaortic
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Stenosis
DONALD C. HARRISON, EUGENE BRAUNWALD, GERALD GLICK,
DEAN T. MASON, CHARLES A. CHIDSEY and JOHN ROSS, JR.

BEFORE RECEPTOR BLOCKADE

Il Nethalide (noto anche come Pronethalolo o con il
IGOW N\ i ) . . \ . . .
. | nome commerciale Alderlin) e stato uno dei primi
v | Y | [ farmaci beta-bloccanti non selettivi ad essere
” sintetizzato.
o Sviluppato nei primi anni '60 dal pioniere James Black,
o A fu il primo farmaco di questa classe ad entrare in uso
AFTER RECEPTOR BLOCKADE . . . . . . .
SEFORE ISOPROTERENOL pp AFTER. ISOPROTEREROL 2009 clinico per il trattamento di angina e aritmie
N — N —— NN . L .
Tuttavia fu ritirato precocemente per lo scarso profilo
e di sicurezza, come anche successivamente il Practololo.
*© Il Propanololo dimostro invece un profilo di sicurezza

. Fosue v ottimale ed @ ancora in uso
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HCM is a PHENOTYPE

Cut off value LV wall
thickness > 15 mm in

any LV segment that is not
explained solely by loading
conditions (ESC 2023)

Family members 213 mm -

Heterogeneous  Variable (Dynamic)




Aumentata lunghezza del
lembo anteriore mitralico
per classi di eta
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Anterior Mitral Leaflet Length (mm)

<20 21-30 31-40 41-50 51-60 >60
Age Groups (years)

Maron MS et al. Circulation 2011

Attacco anomalo

del muscolo papillare




LUostruzione all’efflusso del ventricolo sinistro e una condizione VARIABILE ,
che puo aggravarsi o migliorare a seconda di alcune condizioni :

WL . =2 <
« Pasti abbondanti « Sforzi importanti e Farmaci: Diuretici, sartani
(pasta, pizza, etc) « sollevamento pesi

e esercizio fisico

o Disidratazione



Hypertrophic Cardiomyopathy Is Predominantly a Disease
of Left Ventricular Outflow Tract Obstruction
Martin S. Maroa, MD; Tacopo Olivotto, MD; Andry G. Zenovich, MSc, Mak S, Link, MD;

Natesa G. Pandiaa, MD; JefTery T. Kuvin, MD; Stefano Nistd, MD: Franco Cecchd, MD,
lsmes F TWHaknn MTY Rarev T Marop, MD

Circulation 2006
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Figure 4. Comparison betwaen LV outflow tract (LVOT) gradi-
ents (=30 mm Hg) provoked with exarcisa and with Valsalva
maneuver, Valsalva significantly underestimates gradients vs
those provoked with exercise. Avg indicates average.

CMI ostruttiva provocabile (latente):

1. manovra di Valsalva

2. dopo pasto carboidrati

3. Eco da sforzo su pedana o cicloergometro

Nonobstructive
(95; 30%)

Rest Obstruction ~

(119: 37%) \

Exercise
(106; 33%)*




Hypertrophic Cardiomyopathy With
Left Ventricular Apical Aneurysm
Implications for Risk Stratification and Management

Ethan J. Rowin, MD,® Barry J. Maron, MD,* Tammy S. Haas, RN,” Ross F. Garberich, MS,” Weijia Wang, MD,*
Mark S. Link, MD,” Martin S. Maron, MD*

JACC 2017
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Heterogeneous Variable (Dynamic)

a Asymmetrical septa! hypertrophy d Biventricular hypertrophic

)

Srijita Sen-Chowdhry'2, Daniel Jacoby?, James C. Moon'* and William J. McKennas NATURE REVIEWS | CARDIOLOGY 2016



HCM

PATIENTS JOURNEY



Patterns of Disease Progression in
Hypertrophic Cardiomyopathy
An Individualized Approach to Clinical Staging

Tacopo Olivotto, MD; Franco Cecchi, MD; Corrado Poggesi, MD; Magdi H. Yacoub, MD, FRS
Circ Heart Fail. 2012:5:535-546

~20-25% Basal LVOTO+ MR
~20-25% Provokable LVOTOx* MR
~50% Symptoms

“Classic”’Phenotype No or mild Fibrosis (LGE)

Prevalence ~75%
LVEF >65%

Stable

~20-25% Basal LVOTO + MR

Adverse Remodeling
~20-25% Provokable LVOTO + MR

STAGE
|
Lt
o®
a3
o*
Development o*
of LV o
Hypertrophy ‘. STAGE
= 11
'
&
b
No Non-Hypertrophic
Symptoms
STAGE |
ECG may be (gene +)
abnormal

Prevalence ~15%
LVEF 50%-65%

~100% Symptoms
Moderate-severe Fibrosis (LGE)

NO LVOTO ~
100% MR
Severe symptoms
Severe Fibrosis (LGE)

STAGE

1V Prevalence ~5-10%
LVEF <50%

Overt Dysfunction



HCM PHENOTYPE

Sarcomeric versus non sarcomeric disease



2014 ESC Guidelines on diagnosis and
management of hypertrophic cardiomyopathy

The Task Force for the Diagnosis and Management of Hypertrophic
Cardiomyopathy of the European Society of Cardiology (ESC)

European Heart Journal
doi:10.1093/eurheartj/ehu284

Rare Variants (10%)
MYL2,ALPK3,et al

MYL3 —
TPMI
TNNI3

TNNT2

 MYH7

MYBPC3

Poligenic +
environmental
Obesity
Hypertension (youngs)
Drugs
Intense sport activity

¥

Sarcomeric protein

gene mutation
40-607%

Themajority of cases in
adolescents and adults are
caused by mutations in
Sarcomere protein genes.

Other genetic or
non genetic causes

* Inborn errors of metabolism
Glycogen storage diseases:
Iw

* Danon

* AMP-Kinase (PRKAG2)

+ Carnitine disorders

* Lysosomal storage diseases
* Anderson-Fabry

* Neuromuscular diseases
+ Friedreich's ataxia
* FHLI

R practioner's office

Asymmetric
LVH

SAM

GLS apical
sparing

Carpal
tunnel

Red flag approach

Hypertrophic cardiomyopathy: prevalence

of disease-specific red

Niccold Maurizi'?*#, Emanuele Monda?, Elena Biagini ©®*, Ella Field>®,

European Heart Journal (2025)
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General

flags

Cardiologist's
disease-specific red flags

LvOT
Sarcomeric obstruction
aetiology
SENS |SPEC
58% | & Elongated
MV leaflets
A . Low QRS
Niltee N . | voltages
aetiology  |RS
SPEC
100% Concentric
((( LVH

X-linked
inheritance

Short
stature

Wide-spaced
eyes

il Red flags detectable in
Systematic search for

@

et al.

Patients with an
HCM phenotype

Concentric
G
B Storage LVH
aetiology
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HCM

TREATMENT OPTIONS



cardiomyopathy: current practice and novel

Pharmacological treatment of hypertrophic Cl

perspectives Beta-blockers
Enri.co A‘mm.irati‘*, Rachele C?ntriz, Raffaele Coppini?, Franco Cecchi3, m Ranohzine
European Joura of Heart Falure (2016 LI
Therapeutic Amiodarone/ ;
. nadolol to CLINICAL
armamentarium reduce NSVT/S SCENARIOS CRT
. HTY
in 2026 ACEVARBS  |yaAD

ta-blockers

1 MRA
M yosin diuretics
Inhibitors
Mavacamten
Aficamten
Nadolol _ _
Atenolol cardlo-ern_bohc
Bisoprolol prevention
Verapamil OAC/NOACs
Di id
Nadolol Surgical Sl Rat§/rhythm control
i i myectomy/ sotalol
Disopyramide Alcohol septal isopyramide
ablation ‘ iodarone
or Electric
cardioversion/
Nadolol & AF ablation

Disopyramide



HCM: WHAT ARE WE STILL MISSING ?



HCM: WHAT ARE WE STILL MISSING ? NEXT STEPS

’ ORIGINAL ARTICLE ‘

Coronary Microvascular Dysfunction
and Prognosis in Hypertrophic Cardiomyopathy

Franco Cecchi, M.D., lacopo Olivotto, M.D., Roberto Gistri, M.D.,
Roberto Lorenzoni, M.D., Giampaolo Chiriatti, M.D., and Paolo G. Camici, M.D.

Journal of the American College of Cardiology
© 2006 by the American College of Cardiology Foundation ISSN ¢
Published by Elsevier Inc. doi:10.10:

Relevance of Coronary Microvascular Flow
Impairment to Long-Term Remodeling and
Systolic Dysfunction in Hypertrophic Cardiomyopathy

Tacopo Olivotto, MD,* Franco Cecchi, MD,* Roberto Gistri, MD,* Roberto Lorenzoni, MD,}
Giampaolo Chiriatti, MD,# Francesca Girolami, BSc,§ Francesca Torricelli, BSc,§
Paolo G. Camici, MD, FACC, FRCP”

Florence, Lucca, Pescia, and Pisa, Italy; and London, England

WHY CARDIAC ARREST OCCUR
HOW TO BETTER IDENTIFY HIGH RISK PTS

ANY OPTION BEYOND ICD ?

HOW TO PREVENT MYOCARDIAL FIBROSIS ?

THE ROLE OF
. GENE VARIANTS (e.g. VOUS)
. SNP
. ENVIRONMENT

« THE ROLE OF GENE THERAPY



2023 ESC Guidelines for the management
of cardiomyopathies

AICARM ASSOCIAZIONE — _
ITALIANA CARDIOMIOPATIE |Alcarm.it

AICARM APS “Servizio «Cuori in ascolto”

Chiama

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

Authors/Task Force Members: Elena Arbelo © *%, (Chairperson) (Spain),
Alexandros Protonotarios ® ¥, (Task Force Co-ordinator) (United Kingdom),
Juan R. Gimeno © ¥, (Task Force Co-ordinator) (Spain),

MULTIDISCIPLINARY
HCM CENTERS

Patient
support

Cardiomyopathy
specialists

cuvori
inascollo

» Cardiologist with
cardiomyopathy expertise
* Paediatric cardiologist with

* Family/carer(s)
* Psychologist
* Patient associations

| 055 06 20 178 |

cardiomyopathy expertise
- Specialist nurse
- Cardiac genetic
counsellor

@Dal 2022, oltre 650 pazienti o familiari hanno
utilizzato il servizio di sostegno ai pazienti con
Cardiomiopatia, prestato telefonicamente da
volontari esperti

* Heart failure team
* Arrhythmia team
* Cardiac imaging team
* Interventional cardiologist team
* Cardiologist with expertise
in sports cardiology

- Geneticist - Pathologist
* Other: cardiac surgeon, primary care
physician, paediatrician, internist,
nephrologist, neurologist,
dermatologist, endocrinologist,
ophthalmologist, pharmacist,
rheumatologist etc.

@Gli utenti di Cuori in Ascolto possono ottenere
sostegno psicologico e confrontarsi con altri
pazienti in merito alle proprie esperienze di
malattia e percorso terapeutico

Other related
cardiology experts

Other related
specialties?



INFORMATION

Step 1 — Understand your risk
Absolute annual risk, not just "high" or "low"

Step 2 — Assess urgency
Primary prevention is rarely an emergency

[ APPRAISAL ]

CHOICE

DECISION

\ e

—

_

Step 3 — Risk # decision
Space for reflection, values, second opinions

Step 4 — Know the ICD
Benefits, complications, long-term impact

Step 6 — Recognise stakeholders
System incentives may influence advice

Step 5 — Know the alternatives
Implant - Defer - Decline — all are valid

1 _ 1

Step 7 — Shared decision: structured, not aspirational
No SDM without appropriate information first. Decision belongs to the patient.

European Heart Journal (2026) 00, 1-3

The communication gap: what physicians say, what patients hear, what should be said

Physician framing

"High / intermediate / low risk" "This could happen to me

(relative to population)

"Life-saving therapy"
(ICD benefit framing)

Complications "listed
as rare events"

Urgency implied /
prompt action needed

"ICD vs no ICD"
(binary framing)

Focus on short-term
prevention

Patient values as
secondary consideration

Patient perception

at any time"

"Complete protection
from death"

Underestimated /
not fully internalised

"This is an emergency —
| must decide now"

Fear of choosing
“no protection"

Lifelong consequences
not fully considered

Values unclear /
not elicited

How to convey it

Give explicit absolute annual risk
e.g. "<1% per year" + visual aid

Clarify risk reduction,
not risk elimination

Discuss lived experience,
cumulative long-term burden

Distinguish urgent (2° prevention)
vs elective (1° prevention)

Explicitly present 3 options:
implant - defer - decline

Frame decision over decades,
especially in the young

Elicit preferences early;
document them explicitly

Global Spothghts https://doi.org/10.1093/eurheartj/ehag412

Assessing the need for cardioverter defibrillator
implantation in hypertrophic cardiomyopathy:
patient association’s perspectives

Niccold Maurizi ® ¥23*, lacopo Olivotto'*>, and Franco Cecchi®; on behalf of
AICARM-HCM Patient Foundation

aicar™
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