
Received: December 9, 2025
Accepted: December 10, 2025

Correspondence
Eugenio Maria Mercuri
E-mail: eugeniomaria.mercuri@policlinicogemelli.it

How to cite this article: Pane M, Capasso A, Arpaia C, 
et al. Cardiac Surveillance in the Era of Duvyzat: do we 
need to do more? Acta Myol 2025;44:135-137. https://
doi.org/10.36185/2532-1900-1886

© Gaetano Conte Academy - Mediterranean Society of 
Myology

  OPEN ACCESS

This is an open access article distributed in accordance with the 
CC-BY-NC-ND (Creative Commons Attribution-NonCommercial-
NoDerivatives 4.0 International) license. The article can be used 
by giving appropriate credit and mentioning the license, but only 
for non-commercial purposes and only in the original version. For 
further information: https://creativecommons.org/licenses/by-nc-
nd/4.0/deed.en

 2025;XLIV:135-137;
DOI: 10.36185/2532-1900-1886

135

LETTER TO THE EDITOR

Cardiac surveillance in the era 
of Duvyzat: do we need to do 
more?

Marika Pane1, Anna Capasso1, Chiara Arpaia1, Romina Venditti1,  
Emilio Albamonte2 Rossella D’Alessandro3, Federica Ricci3, Adele D’Amico4,  
Michela Catteruccia4, Michele Tosi4, Federica Trucco5, Chiara Panicucci5, 

Riccardo Masson6, Claudia Dosi6, Stefano Parravicini6, Maria Sframeli7,  
Luca Bello8, Maria Grazia D’Angelo9, Francesca Magri10, Sonia Messina7, 
Vincenzo Nigro11, Claudio Bruno12, Giacomo Comi10, Valeria Ada Sansone2,  
Lia Crotti13, Eugenio Mercuri1

1 Centro Clinico NeMO, Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Rome, 
Italy and Pediatric Neurology, Università Cattolica del Sacro Cuore, Rome, Italy; 2 The NeMO 
Center in Milan, Neurorehabilitation Unit, University of Milan, ASST Niguarda Hospital, Milan, 
Italy; 3 Child Neuropsychiatry Unit, Department of Public Health and Paediatric Sciences, 
University of Turin, Turin, Italy; 4 Department of Neurosciences, Unit of Neuromuscular and 
Neurodegenerative Disorders, Bambino Gesù Children’s Hospital, IRCCS, Rome, Italy; 5 Center 
of Translational and Experimental Myology, IRCCS Istituto Giannina Gaslini, Genoa, Italy; 
6 Fondazione IRCCS Istituto Neurologico Carlo Besta, Developmental Neurology Unit, Milan, 
Italy; 7 Department of Clinical and Experimental Medicine, University of Messina, Messina, 
Italy; 8 Dipartimento di Neuroscienze, DNS, Università degli Studi di Padova, Padova, Italy; 

9 NeuroMuscular Unit, Scientific Institute IRCCS E. Medea, Bosisio Parini (Lecco), Italy; 

10 Neurology Unit, Fondazione IRCCS Ca› Granda Ospedale Maggiore Policlinico, Milan, Italy; 
Dino Ferrari Center, Department of Pathophysiology and Transplantation, University of Milan, 
Milan, Italy; 11 Medical Genetics and Cardiomyology, University of Campania “Luigi Vanvitelli” 
and TIGEM, Napoli, Italy; 12 Center of Translational and Experimental Myology, IRCCS Istituto 
Giannina Gaslini, Genoa, Italy; Department of Neurosciences, Rehabilitation, Ophthalmology, 
Genetics, Maternal and Child Health, University of Genova, Genova, Italy; 13 Department of 
Medicine and Surgery, University of Milano-Bicocca, Milan, Italy; IRCCS, Istituto Auxologico 
Italiano, Department of Cardiology, Cardiomyopathy Unit, Center for Cardiac Arrhythmias of 
Genetic Origin and Laboratory of Cardiovascular Genetics, Milan, Italy

Duchenne muscular dystrophy (DMD) is an X-linked recessive neurodegenerative disorder. 
In the last two decades, there have been several clinical trials with therapeutic approaches 
targeting different steps of the mechanisms underlying DMD1. One of these approaches 
uses Duvyzat (givinostat), a histone deacetylase inhibitor that has recently been approved 
for ambulant DMD boys aged ≥6 years, regardless of genetic mutation2.
Since the drug became available in some countries, new safety data have become avail-
able mainly confirming the safety profile emerged from both phase 2 and 3 clinical trial2. 
The safety profile remained acceptable: platelet count reduction, diarrhea, and elevated 
triglycerides remain the major concerns, the first two primarily occurring in the first months 
and the increased triglycerides also in the second trimester after treatment is started.
More recently, following the availability in a much larger cohort in the real world, there has 
been some concern about the possible effect on the QT interval on EKG that had previously 
been found to be prolonged only in preclinical studies at much higher doses than those 
used in clinical practice. The QT interval had been thoroughly investigated in both clinical 
trials with no evidence of prolongation, but the question remains whether this holds true 
in a real world setting where other factors may contribute to produce an abnormal QT 
interval. As prolonged QT is a major cause of sudden death in young people, and DMD 
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Figure 1. Suggested surveillance fl ow-chart.

FOLLOW-UP VISIT

BASELINE VISIT

If during follow-up at 
anytime

Potassium reduction (e.g. vomiting/diarrhea; diuretics)

450 < QTcB < 500 ms anytime

QTcB anytime > 40-50 ms from baseline QTcB

Introduction of any drug that prolong QT

INTERCURRENT RISK

General criteria:
- DMD diagnosis
- Age > 6 years

- Ambulatory status
- Treatment with corticosteroids

- Platelet count > 150 x 109/L
-Resting 12-lead EKG: QTcB < 500 ms****

Other criteria to be checked
- Fasting triglycerides blood levels

- Electrolytes*
- Familiar history**

-Concomitant medications***
(https://www.crediblemeds.org/)

- Cardiological Evaluation

Resting 12-lead EKG:
- QTcB < 450 ms****

Associated with

No familiar history**

And

No concomitant medications 
that prolong QT

Resting 12-lead EKG:
- QTcB < 450 ms****

Associated with

Familiar history**

And/or

Concomitant medications that 
prolong QT

Resting 12-lead EKG
450 < QTcB < 500 ms****

Associated or not with

Familiar history**

And/or

Necessary concomitant 
medications that prolong QT

Blood tests^:
Platelet count and electrolytes 2 
weeks for the first 2 months, at 

month 3 and then every 3 months 
thereafter

Fasting triglycerides at month 3, 
month 6 and then every 6 months 

thereafter

Resting 12-lead EKG:
At month 3, at month 6 and every 6 

months thereafter

Clinical evaluations:
Every 6 months 

Cardiological visit 
(before starting treatment)

Blood tests^:
Platelet count and electrolytes 2 
weeks for the first 2 months, at 

month 3 and then every 3 months 
thereafter

Fasting triglycerides at month 3, 
month 6 and then every 6 months 

thereafter

Resting 12-lead EKG:
At 2 weeks, at month 3, at month 6 

and that every 6 month

Clinical evaluations:
Every 6 months 

Cardiological visit and 24-hour-12-
lead Holter EKG

(before starting treatment)

Blood tests^:
Platelet count and electrolytes 2 
weeks for the first 2 months, at 

month 3 and then every 3 months 
thereafter

Fasting triglycerides at month 3, 
month 6 and then every 6 months 

thereafter

Resting 12-lead EKG:
At 2 weeks, at month 3, at month 6 

and that every 6 month

Clinical evaluations:
Every 6 months 

LOW RISK MODERATE RISK HIGH RISK/BORDERLINE

* Test at least potassium and magnesium. Desirable potassium blood level should be > 4 mEq/L
** Familiar history of sudden unexpected death and/or of prolonged QT and/or cardiac rhythm disorders should be reported
*** All drug that are known to prolong QT should be investigated and replaced when possible; the complete list is available at https://www.crediblemeds.org/ 
**** QT should be calculated and corrected according to Bazett formula; it should be evaluated in all its 12-lead
^ Blood tests must include: platelet count, triglycerides, magnesium, potassium
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in itself implies an increased risk of malignant cardiac arrhythmias 
compared to the general population, maintaining a close surveillance 
on this aspect is paramount.
This information has led to a discussion in the clinical community 
of whether a more accurate surveillance should be used. In Italy, 
a panel of clinical experts in DMD organized several meetings also 
involving cardiologists with specific expertise in the study of the QT 
interval in order to identify possible other factors that may contribute 
to prolong the QT. Several elements that until now have not been 
systematically explored, have been now identified. These include QT 
baseline values below 500 ms but above 450 ms, a difference of 
40-50ms from baseline EKG, subclinical low potassium blood level 
(<  4 mEq/L), family history of sudden unexpected death, and the 
presence of concomitant medications known to prolong QT (https://
www.crediblemeds.org) 3 that may already be taken on a regular ba-
sis at the time therapy with Duvyzat is started (e.g., some antipsy-
chotics) or may be administered following intercurrent episodes (e.g., 
some antibiotics) 3. This is of particular importance in these boys who 
are prone to develop respiratory events that may need antibiotics 4 
and, because of the known effect of dystrophin on brain, there is an 
increasing number of patients treated for behavioral or psychiatric 
problems 5there has been increasing attention to the involvement of 
the central nervous system in Duchenne muscular dystrophy (DMD). 
According to the label, Duvyzat can be administered in ambulant 
DMD boys older than 6 years who are already receiving steroid treat-
ment and have platelet count > 150x 109 and QT interval < 500 ms. 
The suggestion from our group, in agreement with specialist cardiol-
ogists was that it could be useful to collect additional information at 
baseline that would allow to better understand the risk of developing 
prolongation of QT interval irrespective of Duvyzat. These would allow 
us to identify different groups based on a low-, moderate- or high-
risk of developing prolonged QT intervals. Based on these criteria, the 
follow-up after baseline should be shaped accordingly (Fig. 1). 
Particular attention was also paid to the possibility that these events 

may occur at any time during long-term therapy, in relation to inter-
current episodes that may cause potassium reduction (e.g., vomiting) 
or to the introduction of any drug that may prolong QT.
Because of this, there was a suggestion that a 24-hour-12-lead 
Holter EKG should be repeated in the presence of these events to 
evaluate the possible impact on the QT. 
While there is no evidence from real-world data that Duvyzat may 
affect QT, we suggest that at the time the drug will be given at a 
rapidly increasing number of DMD individuals worldwide more at-
tention should be paid to identify possible concomitant risk factors. A 
more detailed monitoring plan, as suggested in this letter, may help to 
obtain a more precise profile of the possible occurrence and severity 
of QT prolongation in individuals receiving Duvyzat over long-term 
treatment courses.
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