





Journals






Active Journals
Find a Journal
Proceedings Series









Topics




Information






For Authors
For Reviewers
For Editors
For Librarians
For Publishers
For Societies
For Conference Organizers



Open Access Policy
Institutional Open Access Program
Special Issues Guidelines
Editorial Process
Research and Publication Ethics
Article Processing Charges
Awards
Testimonials









Author Services




Initiatives






Sciforum
MDPI Books
Preprints.org
Scilit
SciProfiles
Encyclopedia
JAMS
Proceedings Series










About






Overview
Contact
Careers
News
Press
Blog











Sign In / Sign Up









Notice







You can make submissions to other journals
here.







clear






Notice


You are accessing a machine-readable page. In order to be human-readable, please install an RSS reader.








Continue
Cancel





clear





All articles published by MDPI are made immediately available worldwide under an open access license. No special
permission is required to reuse all or part of the article published by MDPI, including figures and tables. For
articles published under an open access Creative Common CC BY license, any part of the article may be reused without
permission provided that the original article is clearly cited. For more information, please refer to
https://www.mdpi.com/openaccess.






Feature papers represent the most advanced research with significant potential for high impact in the field. A Feature
Paper should be a substantial original Article that involves several techniques or approaches, provides an outlook for
future research directions and describes possible research applications.



Feature papers are submitted upon individual invitation or recommendation by the scientific editors and must receive
positive feedback from the reviewers.






Editor’s Choice articles are based on recommendations by the scientific editors of MDPI journals from around the world.
Editors select a small number of articles recently published in the journal that they believe will be particularly
interesting to readers, or important in the respective research area. The aim is to provide a snapshot of some of the
most exciting work published in the various research areas of the journal.












Original Submission Date Received: .






                    
                        You seem to have javascript disabled. Please note that many of the page functionalities won't work as expected without javascript enabled.
                    

                






[image: ]






clear


zoom_out_map


search


menu
















[image: ]




	
Journals
	


	

Active Journals


	

Find a Journal


	

Proceedings Series












	
Topics

	
Information
	


	
For Authors

	
For Reviewers

	
For Editors

	
For Librarians

	
For Publishers

	
For Societies

	
For Conference Organizers






	
Open Access Policy

	
Institutional Open Access Program

	
Special Issues Guidelines

	
Editorial Process

	
Research and Publication Ethics

	
Article Processing Charges

	
Awards

	
Testimonials











	
Author Services

	
Initiatives
	


	

Sciforum


	

MDPI Books


	

Preprints.org


	

Scilit


	

SciProfiles


	

Encyclopedia


	

JAMS


	

Proceedings Series












	
About
	


	

Overview


	

Contact


	

Careers


	

News


	

Press


	

Blog


















Sign In / Sign Up
Submit








 






 



Search for Articles:





Title / Keyword








Author / Affiliation / Email








Journal



All Journals

Acoustics


Acta Microbiologica Hellenica


Actuators


Administrative Sciences


Adolescents


Advances in Respiratory Medicine (ARM)


Aerobiology


Aerospace


Agriculture


AgriEngineering


Agrochemicals


Agronomy


AI


Air


Algorithms


Allergies


Alloys


Analytica


Analytics


Anatomia


Anesthesia Research


Animals


Antibiotics


Antibodies


Antioxidants


Applied Biosciences


Applied Mechanics


Applied Microbiology


Applied Nano


Applied Sciences


Applied System Innovation (ASI)


AppliedChem


AppliedMath


Aquaculture Journal


Architecture


Arthropoda


Arts


Astronomy


Atmosphere


Atoms


Audiology Research


Automation


Axioms


Bacteria


Batteries


Behavioral Sciences


Beverages


Big Data and Cognitive Computing (BDCC)


BioChem


Bioengineering


Biologics


Biology


Biology and Life Sciences Forum


Biomass


Biomechanics


BioMed


Biomedicines


BioMedInformatics


Biomimetics


Biomolecules


Biophysica


Biosensors


BioTech


Birds


Blockchains


Brain Sciences


Buildings


Businesses


C


Cancers


Cardiogenetics


Catalysts


Cells


Ceramics


Challenges


ChemEngineering


Chemistry


Chemistry Proceedings


Chemosensors


Children


Chips


CivilEng


Clean Technologies (Clean Technol.)


Climate


Clinical and Translational Neuroscience (CTN)


Clinics and Practice


Clocks & Sleep


Coasts


Coatings


Colloids and Interfaces


Colorants


Commodities


Complications


Compounds


Computation


Computer Sciences & Mathematics Forum


Computers


Condensed Matter


Conservation


Construction Materials


Corrosion and Materials Degradation (CMD)


Cosmetics


COVID


Crops


Cryptography


Crystals


Current Issues in Molecular Biology (CIMB)


Current Oncology


Dairy


Data


Dentistry Journal


Dermato


Dermatopathology


Designs


Diabetology


Diagnostics


Dietetics


Digital


Disabilities


Diseases


Diversity


DNA


Drones


Drugs and Drug Candidates (DDC)


Dynamics


Earth


Ecologies


Econometrics


Economies


Education Sciences


Electricity


Electrochem


Electronic Materials


Electronics


Emergency Care and Medicine


Encyclopedia


Endocrines


Energies


Eng


Engineering Proceedings


Entropy


Environmental Sciences Proceedings


Environments


Epidemiologia


Epigenomes


European Burn Journal (EBJ)


European Journal of Investigation in Health, Psychology and Education (EJIHPE)


Fermentation


Fibers


FinTech


Fire


Fishes


Fluids


Foods


Forecasting


Forensic Sciences


Forests


Fossil Studies


Foundations


Fractal and Fractional (Fractal Fract)


Fuels


Future


Future Internet


Future Pharmacology


Future Transportation


Galaxies


Games


Gases


Gastroenterology Insights


Gastrointestinal Disorders


Gastronomy


Gels


Genealogy


Genes


Geographies


GeoHazards


Geomatics


Geosciences


Geotechnics


Geriatrics


Glacies


Gout, Urate, and Crystal Deposition Disease (GUCDD)


Grasses


Hardware


Healthcare


Hearts


Hemato


Hematology Reports


Heritage


Histories


Horticulturae


Hospitals


Humanities


Humans


Hydrobiology


Hydrogen


Hydrology


Hygiene


Immuno


Infectious Disease Reports


Informatics


Information


Infrastructures


Inorganics


Insects


Instruments


International Journal of Environmental Research and Public Health (IJERPH)


International Journal of Financial Studies (IJFS)


International Journal of Molecular Sciences (IJMS)


International Journal of Neonatal Screening (IJNS)


International Journal of Plant Biology (IJPB)


International Journal of Topology


International Journal of Translational Medicine (IJTM)


International Journal of Turbomachinery, Propulsion and Power (IJTPP)


International Medical Education (IME)


Inventions


IoT


ISPRS International Journal of Geo-Information (IJGI)


J


Journal of Ageing and Longevity (JAL)


Journal of Cardiovascular Development and Disease (JCDD)


Journal of Clinical & Translational Ophthalmology (JCTO)


Journal of Clinical Medicine (JCM)


Journal of Composites Science (J. Compos. Sci.)


Journal of Cybersecurity and Privacy (JCP)


Journal of Developmental Biology (JDB)


Journal of Experimental and Theoretical Analyses (JETA)


Journal of Functional Biomaterials (JFB)


Journal of Functional Morphology and Kinesiology (JFMK)


Journal of Fungi (JoF)


Journal of Imaging (J. Imaging)


Journal of Intelligence (J. Intell.)


Journal of Low Power Electronics and Applications (JLPEA)


Journal of Manufacturing and Materials Processing (JMMP)


Journal of Marine Science and Engineering (JMSE)


Journal of Market Access & Health Policy (JMAHP)


Journal of Molecular Pathology (JMP)


Journal of Nanotheranostics (JNT)


Journal of Nuclear Engineering (JNE)


Journal of Otorhinolaryngology, Hearing and Balance Medicine (JOHBM)


Journal of Personalized Medicine (JPM)


Journal of Pharmaceutical and BioTech Industry (JPBI)


Journal of Respiration (JoR)


Journal of Risk and Financial Management (JRFM)


Journal of Sensor and Actuator Networks (JSAN)


Journal of Theoretical and Applied Electronic Commerce Research (JTAER)


Journal of Vascular Diseases (JVD)


Journal of Xenobiotics (JoX)


Journal of Zoological and Botanical Gardens (JZBG)


Journalism and Media


Kidney and Dialysis


Kinases and Phosphatases


Knowledge


Laboratories


Land


Languages


Laws


Life


Limnological Review


Lipidology


Liquids


Literature


Livers


Logics


Logistics


Lubricants


Lymphatics


Machine Learning and Knowledge Extraction (MAKE)


Machines


Macromol


Magnetism


Magnetochemistry


Marine Drugs


Materials


Materials Proceedings


Mathematical and Computational Applications (MCA)


Mathematics


Medical Sciences


Medical Sciences Forum


Medicina


Medicines


Membranes


Merits


Metabolites


Metals


Meteorology


Methane


Methods and Protocols (MPs)


Metrology


Micro


Microbiology Research


Micromachines


Microorganisms


Microplastics


Minerals


Mining


Modelling


Molbank


Molecules


Multimodal Technologies and Interaction (MTI)


Muscles


Nanoenergy Advances


Nanomanufacturing


Nanomaterials


NDT


Network


Neuroglia


Neurology International


NeuroSci


Nitrogen


Non-Coding RNA (ncRNA)


Nursing Reports


Nutraceuticals


Nutrients


Obesities


Oceans


Onco


Optics


Oral


Organics


Organoids


Osteology


Oxygen


Parasitologia


Particles


Pathogens


Pathophysiology


Pediatric Reports


Pets


Pharmaceuticals


Pharmaceutics


Pharmacoepidemiology


Pharmacy


Philosophies


Photochem


Photonics


Phycology


Physchem


Physical Sciences Forum


Physics


Physiologia


Plants


Plasma


Platforms


Pollutants


Polymers


Polysaccharides


Poultry


Powders


Proceedings


Processes


Prosthesis


Proteomes


Psychiatry International


Psychoactives


Psychology International


Publications


Quantum Beam Science (QuBS)


Quantum Reports


Quaternary


Radiation


Reactions


Real Estate


Receptors


Recycling


Religions


Remote Sensing


Reports


Reproductive Medicine (Reprod. Med.)


Resources


Rheumato


Risks


Robotics


Ruminants


Safety


Sci


Scientia Pharmaceutica (Sci. Pharm.)


Sclerosis


Seeds


Sensors


Separations


Sexes


Signals


Sinusitis


Smart Cities


Social Sciences


Société Internationale d’Urologie Journal (SIUJ)


Societies


Software


Soil Systems


Solar


Solids


Spectroscopy Journal


Sports


Standards


Stats


Stresses


Surfaces


Surgeries


Surgical Techniques Development


Sustainability


Sustainable Chemistry


Symmetry


SynBio


Systems


Targets


Taxonomy


Technologies


Telecom


Textiles


Thalassemia Reports


Thermo


Tomography


Tourism and Hospitality


Toxics


Toxins


Transplantology


Trauma Care


Trends in Higher Education


Tropical Medicine and Infectious Disease (TropicalMed)


Universe


Urban Science


Uro


Vaccines


Vehicles


Venereology


Veterinary Sciences


Vibration


Virtual Worlds


Viruses


Vision


Waste


Water


Wind


Women


World


World Electric Vehicle Journal (WEVJ)


Youth


Zoonotic Diseases







Article Type



All Article Types
Article
Review
Communication
Editorial
Abstract
Book Review
Brief Report
Case Report
Comment
Commentary
Concept Paper
Conference Report
Correction
Creative
Data Descriptor
Discussion
Entry
Essay
Expression of Concern
Extended Abstract
Guidelines
Hypothesis
Interesting Images
Letter
New Book Received
Obituary
Opinion
Perspective
Proceeding Paper
Project Report
Protocol
Registered Report
Reply
Retraction
Short Note
Study Protocol
Systematic Review
Technical Note
Tutorial
Viewpoint





 





 

Advanced Search








 



Section










Special Issue









Volume





Issue





Number





Page

















 


Logical OperatorOperator

AND
OR





Search Text





Search Type

All fields
Title
Abstract
Keywords
Authors
Affiliations
Doi
Full Text
References





 



add_circle_outline






remove_circle_outline







 














 





[image: ]
0.6







Journals



Cardiogenetics













Journal Description






Cardiogenetics



Cardiogenetics
is an international, scientific, peer-reviewed, open access journal, published quarterly online by MDPI (from Volume 10 Issue 2 - 2020).
	Open Access— free for readers, with article processing charges (APC) paid by authors or their institutions.
	High Visibility: indexed within ESCI (Web of Science), Embase, and other databases.
	Rapid Publication: manuscripts are peer-reviewed and a first
decision is provided to authors approximately 53.4 days after submission; acceptance
to publication is undertaken in 5.2 days (median values for papers published in
this journal in the second half of 2023).
	Recognition of Reviewers: APC discount vouchers, optional signed peer review, and reviewer names published annually in the journal.





Impact Factor:
0.6 (2022) 



subject
Imprint Information

  

get_app
Journal Flyer

   


Open Access

   

ISSN: 2035-8148













Latest Articles









10 pages, 3377 KiB
 






Open AccessCase Report

Anderson–Fabry Disease Homozygosity: Rare Case of Late-Onset Variant

by
Gabriela Dostalova, Jaroslav Januska, Michaela Veselá, Petra Reková, Anna Taborska, Martin Pleva, David Zemanek and Aleš Linhart 


Cardiogenetics 2024, 14(2), 74-83; https://doi.org/10.3390/cardiogenetics14020006 - 07 Apr 2024




Abstract 


Anderson–Fabry Disease (AFD) is a rare, X-linked lysosomal storage disorder caused by a mutation in the α-Galactosidase A gene resulting in α-Galactosidase A enzyme (α-Gal A) deficiency. The metabolic defect leads to the progressive accumulation of glycosphingolipids and the structural and functional impairment
 [...] Read more.



Anderson–Fabry Disease (AFD) is a rare, X-linked lysosomal storage disorder caused by a mutation in the α-Galactosidase A gene resulting in α-Galactosidase A enzyme (α-Gal A) deficiency. The metabolic defect leads to the progressive accumulation of glycosphingolipids and the structural and functional impairment of affected organs. Due to the inheritance pattern, male patients are hemizygous with more severe manifestations of the disease as compared to females who, in most cases, are heterozygous with delayed and variable clinical presentation caused by uneven X-chromosome inactivation. Fabry disease cases are often identified by targeted screening programs in high-risk groups, such as in patients with end-stage renal disease, premature stroke, or unexplained cardiomyopathy. Here, we describe a unique case of a homozygous female patient identified by a nationwide screening program in hypertrophic cardiomyopathy patients. Before the systematic screening, the patient had a diagnosis of hypertrophic obstructive cardiomyopathy and was treated accordingly, including with alcohol septal ablation to reduce the obstructive gradient. The confirmation of Fabry disease led to the discovery of the same variant in several members of her family. The identified variant was c.644A>G, p.Asn215Ser (p.N215S), which is known to cause predominant cardiac involvement with late onset of the disease. This variant is amenable to oral therapy with the small-molecule chaperone migalastat, which was started and then interrupted due to the recurrence of the patient’s migraine and then re-initiated again after two years. During this period, the patient received enzyme replacement therapy with agalsidase beta but developed progressively worsening venous access. Our case illustrates the importance of the systematic screening of patients with clinical evidence of hypertrophic cardiomyopathy in whom the routine diagnostic process fails to discover Fabry disease, in particular variants with late-onset cardiac manifestations. Many of the late-onset variants are amenable to orally active therapy with migalastat, which significantly improves the comfort of the treatment. Its long-term results are being analyzed by a large international “Follow-me” registry, which was designed to verify the validity of pivotal trials with migalastat in Fabry disease.
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Open AccessReview

Consideration of the Medical Economics of Cardiac Genetics, Focusing on the Cost-Effectiveness of P2Y12 Inhibitor Selection Based on the CYP2C19 Loss-of-Function Allele: A Semi-Systematic Review

by
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Abstract 


Medical economics is essential in cardiac genetics for the clinical application and development of research results. However, related economic evaluations are unclear, and limited systematic reviews are available on the cost-effectiveness of drug selection based on the CYP2C19 LOF allele. This review analyzed
 [...] Read more.



Medical economics is essential in cardiac genetics for the clinical application and development of research results. However, related economic evaluations are unclear, and limited systematic reviews are available on the cost-effectiveness of drug selection based on the CYP2C19 LOF allele. This review analyzed research in the MEDLINE database from January 2012 to June 2023 using more evidence than a well-designed cohort study, owing to the lack of relevant research in the database. For example, cost-effectiveness analyses are often reported as simulation assays, and were included in this analysis. No conditions related to patient background or antiplatelet drug therapy were selected. This review was conducted according to the Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) statement (2020). Twenty-one cardiac genetic studies were selected, of which nineteen involved antiplatelet therapy after PCI. A universal group consisting of clopidogrel and other drugs was used as the baseline and compared with the drug selection groups based on the CYP2C19 LOF allele. The incremental cost–effectiveness ratio was generally below 50,000 (US$/Qaly), and drug selection based on the CYP2C19 LOF allele was the most cost-effective, followed by universal clopidogrel. Although cardiac genetic and economic data are rudimentary, this review indicates that antiplatelet therapy (drug selection based on the CYP2C19 LOF allele) after PCI is generally cost-effective.
Full article
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COVID-19 and the Heart: Lessons Learned and Future Research Directions

by
Tetz Cheng-Che Lee, Alaa Mabrouk Salem Omar and Jonathan N. Bella 
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Abstract 


It has become evident that acute COVID-19 infection can lead to cardiovascular complications. While the exact mechanisms by which COVID-19 affects the cardiovascular system have yet to be fully elucidated, several mechanisms have been proposed, including direct myocardial effects on the virus and
 [...] Read more.



It has become evident that acute COVID-19 infection can lead to cardiovascular complications. While the exact mechanisms by which COVID-19 affects the cardiovascular system have yet to be fully elucidated, several mechanisms have been proposed, including direct myocardial effects on the virus and systemic inflammation as an indirect result. The cardiovascular complications of COVID-19 have been characterized and described using noninvasive cardiac imaging. The impact of COVID-19 on the cardiovascular system extends beyond the acute phase of the infection and well beyond recovery or the convalescent period. However, the underlying mechanisms of post-viral long-COVID symptoms have yet to be elucidated. It is evident that COVID-19 has become endemic and is here to stay. Future studies are needed (1) to understand the long-term effects of the cardiovascular complications of COVID-19, future cardiovascular events and the impact of mutating variants on cardiovascular complications through data collection and analysis, (2) to identify the most important diagnostic criteria for prognosis of COVID-19 and to understand the disease mechanism through biomarkers and advanced cardiac imaging, including echocardiography and (3) to develop novel strategies to manage and treat these cardiovascular complications using the knowledge gained.
Full article
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Open AccessFeature PaperArticle

Risk of Cardiac Arrhythmias in Patients with Late-Onset Pompe Disease—Results from a Long Follow-Up in a Group of 12 Patients and Review of Literature

by
Alberto Palladino, Luigia Passamano, Marianna Scutifero, Salvatore Morra, Esther Picillo, Andrea Antonio Papa, Gerardo Nigro and Luisa Politano 
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Abstract 


Background. Pompe disease is a rare, severe, autosomal recessive genetic disorder caused by GAA gene mutations, which cause α-1,4-glucosidase enzyme deficiency. There are two forms of Pompe disease based on the age of onset, the infantile and the adult form (LOPD). Cardiac
 [...] Read more.



Background. Pompe disease is a rare, severe, autosomal recessive genetic disorder caused by GAA gene mutations, which cause α-1,4-glucosidase enzyme deficiency. There are two forms of Pompe disease based on the age of onset, the infantile and the adult form (LOPD). Cardiac involvement, previously recognized only in infantile cases, is now also reported in adults. Cardiomyopathy remains an exceptional finding while heart rhythm disorders appear to be more frequent. Methods. We retrospectively evaluated cardiac involvement in 12 patients with late-onset Pompe disease (LOPD) followed for an overall period of 143 years (mean 12.7 ± 7.7) using ECG, Holter ECG, and echocardiography. Results. The mean age of patients (M8:F4) at the first visit was 40.7 ± 16.1 (range 14–63) and 53.7 ± 16.9 (range 21–76) at last visit. Conduction delay was present in three patients; one patient developed ascending aorta ectasia but had a history of hypertension, and one patient showed right heart enlargement on echocardiography, probably due to pulmonary hypertension. No patient died during the FU, nor developed cardiomyopathy. Ectopic supraventricular beats and repeated episodes of ablation-resistant atrial fibrillation were observed in only one patient (8.3%) who required PMK implantation. Conclusions. Benefitting from the long follow-up, this study allows us to state that primary myocardial involvement is rare in patients with LOPD, while rhythm disorders are more frequent and require monitoring to avoid the risk of possible life-threatening complications.
Full article
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by
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Abstract 


The links between chronic kidney disease (CKD) and cardiac conditions such as coronary heart disease or valvular disease are well established in the literature. However, the relationship between hypertrophic cardiomyopathy (HCM) and CKD is not as frequently described or researched. HCM is the
 [...] Read more.



The links between chronic kidney disease (CKD) and cardiac conditions such as coronary heart disease or valvular disease are well established in the literature. However, the relationship between hypertrophic cardiomyopathy (HCM) and CKD is not as frequently described or researched. HCM is the most common form of inherited cardiac disease. It is mainly transmitted in an autosomal dominant fashion and caused by mutations in genes encoding sarcomere proteins. HCM is estimated to affect 0.2% of the general population and has an annual mortality rate of between approximately 0.5 and 1%. Our review article aims to summarize the genetics of HCM; discuss the potential clinical mimics that occur concurrently with HCM and CKD, potential interlinks that associate between these two conditions, the role of renal dysfunction as a poor prognostic indicator in HCM; and based on currently available evidence, recommend a management approach that may be suitable when clinicians are faced with this clinical scenario.
Full article
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by
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Abstract 


Hypertrophic cardiomyopathy (HCM) is among the most common forms of cardiomyopathies, with a prevalence of 1:200 to 1:500 people. HCM is caused by variants in genes encoding cardiac sarcomeric proteins, of which a majority reside in MYH7, MYBPC3, and TNNT2.
 [...] Read more.



Hypertrophic cardiomyopathy (HCM) is among the most common forms of cardiomyopathies, with a prevalence of 1:200 to 1:500 people. HCM is caused by variants in genes encoding cardiac sarcomeric proteins, of which a majority reside in MYH7, MYBPC3, and TNNT2. Up to 40% of the HCM cases do not have any known HCM variant. Genotype–phenotype associations in HCM remain incompletely understood. This study involved two visits of 46 adult patients with a confirmed diagnosis of HCM. In total, 174 genes were analyzed on the Next-Generation Sequencing platform, and transthoracic echocardiography was performed. Gene-specific discriminative echocardiogram findings were identified using the computer vision library Fast AI. This was accomplished with the generation of deep learning models for the classification of ultrasonic images based on the underlying genotype and a later analysis of the most decisive image regions. Gene-specific echocardiogram findings were identified: for variants in the MYH7 gene (vs. variant not detected), the most discriminative structures were the septum, left ventricular outflow tract (LVOT) segment, anterior wall, apex, right ventricle, and mitral apparatus; for variants in MYBPC3 gene (vs. variant not detected) these were the septum, left ventricle, and left ventricle/chamber; while for variants in the TNNT2 gene (vs. variant not detected), the most discriminative structures were the septum and right ventricle.
Full article
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by
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Abstract 


Inherited arrhythmogenic syndromes (IASs) are a heterogeneous group of rare cardiac entities of genetic origin [...]
Full article
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Abstract 


Thoracic aortic aneurysms (TAAs) are commonly seen in cardiovascular practice. Acquired and genetic conditions contribute to TAA formation. The natural history of genetically mediated TAA underscores the importance of early detection, regular monitoring, and prompt treatment to prevent complications, including dissection or rupture.
 [...] Read more.



Thoracic aortic aneurysms (TAAs) are commonly seen in cardiovascular practice. Acquired and genetic conditions contribute to TAA formation. The natural history of genetically mediated TAA underscores the importance of early detection, regular monitoring, and prompt treatment to prevent complications, including dissection or rupture. The prognosis is poor in the event of acute dissection, with high rates of in-hospital mortality. Healthcare providers need to remain vigilant in their efforts to identify and surveil TAA to reduce the risk of complications. In this manuscript, we review the natural history of TAA, discuss the most common causes leading to the development of TAA, assess the value and limitations of diagnostic modalities, and review the management and long-term surveillance of patients with aortic disease.
Full article
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Abstract 


Arrhythmogenic cardiomyopathy (ACM) may present with sudden cardiac arrest (SCA), and demonstration of a pathogenic variant in ACM-related genes is crucial for its definitive diagnosis. A 42-year-old female patient with family history of sudden cardiac death (SCD) was referred to the cardiomyopathy clinic
 [...] Read more.



Arrhythmogenic cardiomyopathy (ACM) may present with sudden cardiac arrest (SCA), and demonstration of a pathogenic variant in ACM-related genes is crucial for its definitive diagnosis. A 42-year-old female patient with family history of sudden cardiac death (SCD) was referred to the cardiomyopathy clinic after two episodes of aborted SCA. In the second episode, the patient was transported under cardiopulmonary resuscitation (downtime of 57 min) until extracorporeal membrane oxygenation was implanted. A thorough diagnostic work-up led to a diagnosis of biventricular ACM. Genetic testing revealed a previously undescribed variant in ACM patients in the MYH6 gene, c.3673G>T p.(Glu 1225*), which inserts a premature stop codon. This was considered a possible pathogenic variant originating a truncated protein, previously undescribed in ACM. The patient’s 23-year-old daughter was positive for the MYH6 variant and had ECG abnormalities suggestive of ACM. This case details the complex differential diagnosis of SCA and explores the current recommendations for the diagnosis of biventricular ACM. The identification of a MYH6 variant in a patient with ACM, recurrent SCA, and family history of SCD appears to support the hypothesis of the pathogenicity of MYH6 variants in ACM, in which the association of phenotype with sarcomere variants is still unclear.
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Abstract 


The likely pathogenic variant c.407A>T p.Asp136Val of the LMNA gene has been recently described in a young woman presenting with atypical progeroid syndrome, associated with severe aortic valve stenosis. We further describe the cardiovascular involvement associated with the syndrome in her family. We
 [...] Read more.



The likely pathogenic variant c.407A>T p.Asp136Val of the LMNA gene has been recently described in a young woman presenting with atypical progeroid syndrome, associated with severe aortic valve stenosis. We further describe the cardiovascular involvement associated with the syndrome in her family. We identified seven members with a general presentation suggestive of progeroid syndrome. All of them presented heart conduction abnormalities: degenerative cardiac diseases such as coronary artery disease (two subjects) and aortic stenosis (three subjects) occurred in the 3rd–5th decade, and a young patient developed a severe dilated cardiomyopathy, leading to death at 15 years of age. The likely pathogenic variant was found in all the patients who consented to carry out the genetic test. This diverse family cardiologic phenotype emphasizes the complex molecular background at play in lamin-involved cardiac diseases, and the need for early and thorough cardiac evaluations in patients with laminopathic progeroid syndromes.
Full article
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Abstract 


Patients carrying the heterozygous A414G mutation in the HCN4 gene, which encodes the HCN4 protein, demonstrate moderate to severe bradycardia of the heart. Tetramers of HCN4 subunits compose the ion channels in the sinus node that carry the hyperpolarization-activated ‘funny’ current (If
 [...] Read more.



Patients carrying the heterozygous A414G mutation in the HCN4 gene, which encodes the HCN4 protein, demonstrate moderate to severe bradycardia of the heart. Tetramers of HCN4 subunits compose the ion channels in the sinus node that carry the hyperpolarization-activated ‘funny’ current (If), also named the ‘pacemaker current’. If plays an essential modulating role in sinus node pacemaker activity. To assess the mechanism by which the A414G mutation results in sinus bradycardia, we first performed voltage clamp measurements on wild-type (WT) and heterozygous mutant HCN4 channels expressed in Chinese hamster ovary (CHO) cells. These experiments were performed at physiological temperature using the amphotericin-perforated patch-clamp technique. Next, we applied the experimentally observed mutation-induced changes in the HCN4 current of the CHO cells to If of the single human sinus node cell model developed by Fabbri and coworkers. The half-maximal activation voltage V1/2 of the heterozygous mutant HCN4 current was 19.9 mV more negative than that of the WT HCN4 current (p < 0.001). In addition, the voltage dependence of the heterozygous mutant HCN4 current (de)activation time constant showed a −11.9 mV shift (p < 0.001) compared to the WT HCN4 current. The fully-activated current density, the slope factor of the activation curve, and the reversal potential were not significantly affected by the heterozygous A414G mutation. In the human sinus node computer model, the cycle length was substantially increased, almost entirely due to the shift in the voltage dependence of steady-state activation, and this increase was more prominent under vagal tone. The introduction of a passive atrial load into the model sinus node cell further reduced the beating rate, demonstrating that the bradycardia of the sinus node was even more pronounced by interactions between the sinus node and atria. In conclusion, the experimentally identified A414G-induced changes in If can explain the clinically observed sinus bradycardia in patients carrying the A414G HCN4 gene mutation.
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Abstract 


The field of genetics in cardiovascular disease has introduced new possibilities for understanding the fundamental causes of aortic diseases [...]
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Abstract 


Ebstein anomaly is a rare heterogeneous congenital heart defect (CHD) with a largely unknown etiology. We present a 6-year-old girl with Ebstein anomaly, atrial septum defect, hypoplastic right ventricle, and persistent left superior vena cava who has a de novo intragenic ~403 kb
 [...] Read more.



Ebstein anomaly is a rare heterogeneous congenital heart defect (CHD) with a largely unknown etiology. We present a 6-year-old girl with Ebstein anomaly, atrial septum defect, hypoplastic right ventricle, and persistent left superior vena cava who has a de novo intragenic ~403 kb deletion of the GDP-mannose 4,6-dehydratase (GMDS) gene. GMDS is located on chromosome 6p25.3 and encodes the rate limiting enzyme in GDP-fucose synthesis, which is used to fucosylate many proteins, including Notch1, which plays a critical role during mammalian cardiac development. The GMDS locus has sporadically been associated with Ebstein anomaly (large deletion) and tetralogy of Fallot (small deletion). Given its function and the association with CHD, we hypothesized that loss-of-function of, or alterations in, GMDS could play a role in the development of Ebstein anomaly. We collected a further 134 cases with Ebstein anomaly and screened them for genomic aberrations of the GMDS locus. No additional GMDS genomic aberrations were identified. In conclusion, we describe a de novo intragenic GMDS deletion associated with Ebstein anomaly. Together with previous reports, this second case suggests that GMDS deletions could be a rare cause for congenital heart disease, in particular Ebstein anomaly.
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Abstract 


Hypertrophic cardiomyopathy (HCM) is the most common heritable cardiovascular disorder and is characterized by left ventricular hypertrophy (LVH), which is unexplained by abnormal loading conditions. HCM is inherited as an autosomal dominant trait and, in about 40% of patients, the causal mutation is
 [...] Read more.



Hypertrophic cardiomyopathy (HCM) is the most common heritable cardiovascular disorder and is characterized by left ventricular hypertrophy (LVH), which is unexplained by abnormal loading conditions. HCM is inherited as an autosomal dominant trait and, in about 40% of patients, the causal mutation is identified in genes encoding sarcomere proteins. According to the results of genetic screening, HCM patients are currently categorized in two main sub-populations: sarcomeric-positive (Sarc+) patients, in whom the causal mutation is identified in a sarcomeric gene; and sarcomeric-negative (Sarc−) patients, in whom a causal mutation has not been identified. In rare cases, Sarc− HCM cases may be caused by pathogenic variants in non-sarcomeric genes. The aim of this review is to describe the differences in the phenotypic expression and clinical outcomes of Sarc+ and Sarc− HCM and to briefly discuss the current knowledge about HCM caused by rare non-sarcomeric mutations.
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Abstract 


Left ventricular outflow obstruction (LVOTO) and diastolic dysfunction are the main pathophysiological characteristics of hypertrophic cardiomyopathy (HCM)LVOTO, may be identified in more than half of HCM patients and represents an important determinant of symptoms and a predictor of worse prognosis. This review aims
 [...] Read more.



Left ventricular outflow obstruction (LVOTO) and diastolic dysfunction are the main pathophysiological characteristics of hypertrophic cardiomyopathy (HCM)LVOTO, may be identified in more than half of HCM patients and represents an important determinant of symptoms and a predictor of worse prognosis. This review aims to clarify the LVOTO mechanism in, diagnosis of, and therapeutic strategies for patients with obstructive HCM.
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Abstract 


Brugada syndrome (BrS) is an inherited cardiac channelopathy with variable expressivity that can lead to sudden cardiac arrest (SCA). Studies worldwide suggest that BrS and Brugada pattern (BrP) have low prevalences in general. However, studies also note that BrS is most prevalent among
 [...] Read more.



Brugada syndrome (BrS) is an inherited cardiac channelopathy with variable expressivity that can lead to sudden cardiac arrest (SCA). Studies worldwide suggest that BrS and Brugada pattern (BrP) have low prevalences in general. However, studies also note that BrS is most prevalent among certain Asian populations. Among the different global regions, the highest prevalence is believed to be in Southeast Asia, followed by the Middle East, South Asia, East Asia, Europe, and North America. It is not only important to recognize such varying degrees of BrS prevalence within Asia but also to understand that there may be significant differences in terms of presenting symptoms, occult risk factors, and the impact on clinical outcomes. The importance of identifying such differences lies in the necessity to develop improved risk assessment strategies to guide secondary prevention and treatment for these patients. Specifically, the decision to pursue placement of an implantable cardiac defibrillator (ICD) can be lifesaving for high-risk BrS patients. However, there remains a significant lack of consensus on how to best risk stratify BrS patients. While the current guidelines recommend ICD implantation in patients with spontaneous Type 1 ECG pattern BrS who present with syncope, there may still exist additional clinical factors that may serve as better predictors or facilitate more refined risk stratification before malignant arrhythmias occur. This carries huge relevance given that BrS patients often do not have any preceding symptoms prior to SCA. This review seeks to delineate the differences in BrS presentation and prevalence within the Asian continent in the hope of identifying potential risk factors to guide better prognostication and management of BrS patients in the future.
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Abstract 


(1) Background. One of the causes of myocardial infarction (MI) with nonobstructive coronary arteries (MINOCA) is thrombus formation in situ followed by lysis, resulting in a morphologically normal angiogram but with an underlying prothrombotic state that is potentially predisposed to recurrence. Recent studies
 [...] Read more.



(1) Background. One of the causes of myocardial infarction (MI) with nonobstructive coronary arteries (MINOCA) is thrombus formation in situ followed by lysis, resulting in a morphologically normal angiogram but with an underlying prothrombotic state that is potentially predisposed to recurrence. Recent studies have shown that a subset of MINOCA patients may have thrombophilic conditions at screening. Objective: To compare the prothrombotic trend in MINOCA patients with that of subjects with MI and obstructive coronary arteries (MIOCA) by testing for known congenital thrombophilias and markers of coagulation activation. (2) Materials and methods. Screening included congenital thrombophilias (factor V Leiden; assessment of protein C, protein S, and antithrombin III) and eight genes. Of these, four genes represented the folate pathway enzymes: MTHFR 677 C>T (rs1801133), MTHFR 1298 A>C (rs1801131), MTR 2756 A>G (rs1805087), and MTRR 66 A>G (rs1801394). The other four genes represented the blood coagulation system: F13 (163 G>T) rs5985, F1 (−455 G>A) rs1800790, GP IIb–IIIa (1565 T>C) rs5918, and PAI-I (−675 5G>4G) rs1799889. Additionally, we examined the levels of homocysteine and lipoprotein (LP) (a). (3) Results. Our study included 269 patients: 114 MINOCA patients and 155 MIOCA patients with lesions of one coronary artery. The frequencies of polymorphisms in the genes of the blood coagulation system and the folate pathway did not differ between the groups. The following genes were associated with in-hospital mortality in the MINOCA group: MTHFR 1298 A>C rs1801131 (OR 8.5; 95% CI 1.67–43.1) and F1 (−455 G>A) rs1800790 (OR 5.8; 95% CI 1.1–27.8). In the MIOCA group, the following genes were associated with in-hospital mortality: MTHFR 1298 A>C rs1801131 (OR 9.1; 95% CI 2.8–28.9), F1 (−455 G>A) rs1800790 (OR 11.4; 95% CI 3.6–35.9), GP IIb–IIIa (1565 T>C) rs5918 (OR 10.5; 95% CI 3.5–30.8), and PAI-I (−675 5G>4G) rs1799889 (OR 12.9; 95% CI 4.2–39.7). We evaluated long-term outcomes (case fatality rate, recurrent MI, and stroke) over a period of 12 months in both groups. The variables associated with these outcomes were laboratory parameters, such as protein C deficiency, hyperhomocysteinemia, and a content of LP (a) > 30 mg/dL. However, we did not reveal the prognostic value of polymorphisms of the studied genes representing the blood coagulation system and the folate pathway. (4) Conclusion. We established no statistically significant differences between the MINOCA and MIOCA groups in the prevalence of congenital thrombophilias and the prevalence of folate pathway enzyme genes and blood coagulation system genes. The MTHFR 1298 A>C (rs1801131) and F1 (−455 G>A) rs1800790 genes were associated with in-hospital mortality in both groups. More significant prognostic factors in both groups during the one-year period were protein C deficiency, hyperhomocysteinemia, and LP (a) > 30 mg/dL.
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Abstract 


Salt sensitivity is a trait in which high dietary sodium (Na+) intake causes an increase in blood pressure (BP). We previously demonstrated that in the gut, elevated dietary Na+ causes dysbiosis. The mechanistic interplay between excess dietary Na+-induced
 [...] Read more.



Salt sensitivity is a trait in which high dietary sodium (Na+) intake causes an increase in blood pressure (BP). We previously demonstrated that in the gut, elevated dietary Na+ causes dysbiosis. The mechanistic interplay between excess dietary Na+-induced alteration in the gut microbiome and sex differences is less understood. The goal of this study was to identify novel metabolites in sex differences and blood pressure in response to a high dietary Na+ intake. We performed stool and plasma metabolomics analysis and measured the BP of human volunteers with salt intake above or below the American Heart Association recommendations. We also performed RNA sequencing on human monocytes treated with high salt in vitro. The relationship between BP and dietary Na+ intake was different in women and men. Network analysis revealed that fatty acids as top subnetworks differentially changed with salt intake. We found that women with high dietary Na+ intake have high levels of arachidonic acid related metabolism, suggesting a role in sex differences of the blood pressure response to Na+. The exposure of monocytes to high salt in vitro upregulates the transcription of fatty acid receptors and arachidonic acid-related genes. These findings provide potentially novel insights into metabolic changes underlying gut dysbiosis and inflammation in salt sensitivity of BP.
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Abstract 


Arrhythmogenic cardiomyopathy (ACM) is an inherited multifaceted cardiac disease that causes sudden cardiac death, especially in young adults and athletes [...]
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Abstract 


Cell-free nuclear (cf-nDNA) and mitochondrial (cf-mDNA) DNA are released from damaged cells in type 2 diabetes mellitus (T2DM) patients, contributing to adverse cardiac remodeling, vascular dysfunction, and inflammation. The purpose of this study was to correlate the presence and type of cf-DNAs with
 [...] Read more.



Cell-free nuclear (cf-nDNA) and mitochondrial (cf-mDNA) DNA are released from damaged cells in type 2 diabetes mellitus (T2DM) patients, contributing to adverse cardiac remodeling, vascular dysfunction, and inflammation. The purpose of this study was to correlate the presence and type of cf-DNAs with HF in T2DM patients. A total of 612 T2DM patients were prescreened by using a local database, and 240 patients (120 non-HF and 120 HF individuals) were ultimately selected. The collection of medical information, including both echocardiography and Doppler imagery, as well as the assessment of biochemistry parameters and the circulating biomarkers, were performed at baseline. The N-terminal brain natriuretic pro-peptide (NT-proBNP) and cf-nDNA/cf-mtDNA levels were measured via an ELISA kit and real-time quantitative PCR tests, respectively. We found that HF patients possessed significantly higher levels of cf-nDNA (9.9 ± 2.5 μmol/L vs. 5.4 ± 2.7 μmol/L; p = 0.04) and lower cf-mtDNA (15.7 ± 3.3 μmol/L vs. 30.4 ± 4.8 μmol/L; p = 0.001) than those without HF. The multivariate log regression showed that the discriminative potency of cf-nDNA >7.6 μmol/L (OR = 1.07; 95% CI = 1.03–1.12; p = 0.01) was higher that the NT-proBNP (odds ratio [OR] = 1.10; 95% confidence interval [CI] = 1.04–1.19; p = 0.001) for HF. In conclusion, we independently established that elevated levels of cf-nDNA, originating from NT-proBNP, were associated with HF in T2DM patients.
Full article
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