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Conclusions

The current study highlights the genetic features of the MHC
region associated with the risk of PD across ethnicities, enhancing
our understanding of the immunologic pathophysiology of PD.

doi:10.1016/j.jns.2021.117854
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Background and aims

Exome Sequencing's (ES) relevance as a diagnostic tool in a real-
life practice with heterogeneous cohort of patients presenting for
neurogenetic evaluation is still debated and has yet to be assessed.
Here, we report a prospective study using clinical ES (cES) as a first-
tier test or after a non-contributive diagnostic odyssey in various
progressive neurological disorders, regardless of age at onset, familial
history or clinical spectrum, assessing the efficiency and relevance of
CES in the daily practice of Neurology and Genetic Departments.
Methods

Sixty-seven probands with various progressive neurological
disorders (cerebellar ataxias, neuromuscular disorders, spastic
paraplegias, movement disorders and individuals with complex
phenotypes labeled “other”) were recruited over a 4-year period
regardless of their age, gender, familial history and clinical
framework. Individuals could have had prior genetic tests as long
as it was not cES. cES was performed in a proband-only (60/67) or
trio (7/67) strategy depending on available samples and was
analyzed with an in-house pipeline including software for CNV and
mitochondrial-DNA variant detection.
Results

In 29/67 individuals, cES identified clearly pathogenic variants
leading to a 43% positive yield. When performed as a first-tier test,
CES identified pathogenic variants for 53% of individuals (10/19).
Difficult cases were solved including double diagnoses within a
kindred or identification of a neurodegeneration with brain iron
accumulation in a patient with encephalopathy of suspected
mitochondrial origin.
Conclusions

This study shows that cES is a powerful tool for the daily practice
of neurogenetics offering an efficient (43%) and appropriate

approach for clinically and genetically complex and heterogeneous
disorders.
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Background and aims

Since last few years genetic testing has become easily available. In
developing countries where cost may forbid testing, evaluating
clinical exome sequencing(CES) might be financially more feasible
than whole exome sequencing (WES) for heterogenous mendelian
disorders. However there are few studies to assess diagnostic yield of
CES. Our study looked at diagnostic yield of clinical exome panel for
phenotypic subgroup of neurological disorder with a presumed
genetic aetiology.
Methods

Retrospective analysis of all patients who were subjected to CES
between 2016 and 2019 at neurology department of KEM hospital
was done. It was done in patients in whom clinical picture was
highly suggestive of genetic aetiology. CES data was generated at
standard genetic laboratory
Results

Exome data from 95 adult and child neurological patients were
analysed. Likely or definite causative variants were found in 52
individuals, achieving an overall diagnostic rate of 55%. Molecular
diagnosis could be established in 34/47 (72%) patients with
neuromuscular disease, 6/24 (25%) with epileptic disorders, 6/14
(43%) with movement disorders and 6/10 (60%) with suspected
intellectul disability and delay. In 20(21%) patients the management
changed in terms of specific drugs and diet.
Conclusions

Diagnostic CES identified underlying genetic defect definitively or
likely in 55% of neurological patients. Highest diagnostic yield was
achieved in neuromuscular group (72%). Diagnostic yield was high
because of stringent selection of patients. Confirmation of diagnosis
by genetics paves way for genetic counselling, avoids invasive
diagnostic tests and decreases economic burden to family.
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Background and aims

Objective: To determine the frequency, presentation and outcome
of various inborn errors of metabolism who presented as
neurodevelopmental delay in Children’s Hospital, Multan.


http://dx.doi.org/10.1016/j.jns.2021.117854
http://dx.doi.org/10.1016/j.jns.2021.117855
http://dx.doi.org/10.1016/j.jns.2021.117856

	Free Communications
	Effects of subthalamic deep brain stimulation on neuropsychiatric fluctuations in patients with.....
	Motor cortical network excitability in Parkinson's disease: A transcranial magnetic stimulation.....
	Spread of segmental/multifocal idiopathic adult-onset dystonia to a third body site, data from .....
	Olfaction impairment in Parkinson's disease patients with tremor dominant subtype compared to t.....
	Frailty as clinical modulator of brain damage and progression in Parkinson's disease
	Clinical and instrumental characterization of GBA-related Parkinson's disease: Focus on cardiov.....
	Exploring the relationship between eye movements and levodopa long duration response in drug-na.....
	Hippocampal subfields in RRMS: The modulatory role of gender and fatigue
	Functional and structural MRI correlates of executive functions in multiple sclerosis
	Clinical overlap between functional neurological disorders and autism spectrum disorders: A pre.....
	Risk of SARS-COV 2 infection and death for COVID-19 in people living with dementia in the Lazio.....
	Modulation of beta-amyloid induced monocyte chemotaxis: Role of TSPO
	The Italian dementia with lewy bodies study group (DLB-�SINDEM): A multicenter survey on the ac.....
	Does neuroinflammation impact on amyloid beta pathways? Evidences from a consecutive series of .....
	Nociception coma scale-revised (NCS-R) with personalized painful stimulation versus standard st.....
	The potential value of new generation smartphone electrocardiogram for detecting atrial fibrill.....
	Delirium in acute stroke: A single centre, prospective, cross-sectional, cohort study
	Carotid artery plaque progression: Proposal of a new predictive score and role of carotid intim.....
	Early-onset delirium after spontaneous intracerebral hemorrhage
	SARS-COV-2 pandemic impacted on stroke management: The experience of the stroke study group in .....
	Covid-19 related stroke: No preventative value of antithrombotic therapy
	High frequency of depressive sympotoms in early phase post-stroke subjects
	The impact of stroke in Latin America: A longitudinal analysis of the burden of disease and ris.....
	Fibrinogen depletion coagulopathy predicts major bleeding after thrombolysis for ischemic strok.....
	Can a headache be a warning symptom of ischemic stroke?
	Long-term outcome between direct oral anticoagulants therapy and antiplatelet therapy after pat.....
	Obstructive sleep apnea confers lower mortality risk in acute ischemic stroke patients treated .....
	International prospective study on long-term clinical evolution of patients with severe brain i.....
	Interhemispherical predictors of disability and upper limb motor impairment in patients with mu.....
	Profiling the biochemical lysosomal activities in blood of patients with multiple system atroph.....
	Striatal dopamine transporter imaging and rest tremor pattern in early-stage tremulous patients.....
	Ability of a set of trunk acceleration-derived gait stability indexes to identify gait unbalanc.....
	Gait analysis in normal pressure hydrocephalus: A meta-analysis
	Botulinum toxin injection in longissimus and iliocostalis muscles for treating pisa syndrome: S.....
	Intrinsic brain functional connectivity predicts treatment-related motor complications in early.....
	3T magnetic resonance-guided focused ultrasound thalamotomy in patients with essential tremor: .....
	In-depth phenotyping of movement disorders in WARS2 encephalopathy
	Neural correlates of a mindfulness practice-A case-control study
	Effect of childhood trauma on depression: A moderated mediating role of social support and func.....
	Prevalence of depression among Sudanese patients with Parkinson–2021
	Spatiotemporal dynamics of human attention revealed by intracerebral recording
	Linguistic characteristics of different types of aphasia: A computer-assisted qualitative analy.....
	Theory of mind: A clue to functional movement disorders diagnosis
	Effects of long-term meditation on cognition, electroencephalography and visual evoked potentia.....
	Sdisorder
	Usefulness of 24-hour ambulatory EEG monitoring in the diagnosis of typical absences
	Sialidosis type 1: Long-term care of two unrelated patients and effectiveness of low doses of P.....
	Cognitive decline risk stratification in people with late-onset epilepsy of unknown etiology: A.....
	Quantitative electroencephalography (QEEG) modifications during ovarian cycle in patients with .....
	Emergency department prioritization of transient loss of consciousness due to epileptic seizure.....
	A multimodal neuroimaging approach to non lesional frontal lobe epilepsy
	In JME patients, prolonged and short epileptiform discharges have an opposite relationship with.....
	Correlates of psychological distress in epileptic patients during the COVID-19 outbreak
	Hemodynamic activity characterization of resting-state networks (RSNS) by fractal analysis in e.....
	Visual cortical excitability in chronic migraineurs treated with erenumab: Preliminary results .....
	Cortical thickness in chronic cluster headache
	BONT-A efficacy in high frequency migraine: An open label, single arm, exploratory study applyi.....
	One-year treatment with erenumab: How does it affect chronic migraine in difficult-to-treat pat.....
	Cyclic changes of visual cortical excitability across migraine phases: A study with sound induc.....
	Disconnectome of the migraine brain: A model of migraine as “connectopathy”
	Cognitive impairment and respiratory decline in amyotrophic lateral sclerosis
	Behavioural impairment in ALS patients with SOD1 mutations
	Amyotrophic lateral sclerosis patients' quality of life and their caregiver burden during COVID.....
	The unfolded protein response in amyotrophic later sclerosis: Results of a phase 2 trial
	Pallidal functional connectivity changes are associated with disgust recognition in pure motor .....
	Do ecological factors influence the clinical presentation of amyotrophic lateral sclerosis?
	Respiratory domain of ALSFRS-R scale increases arterial blood gas analysis’ sensitivity in asse.....
	Clinically evident ocular movement abnormalities are specific for cognitive impairment in amyot.....
	Genetic testing for adults with epilepsy reveals a significant diagnostic yield and precision m.....
	Focal epilepsy due to malformations of cortical development: Long-term outcome and prognosis pr.....
	Cognitive decline in late-onset epilepsy of undefined etiology: A longitudinal cohort study
	IL-6 role in mesial temporal lobe epilepsy development
	Genetic testing guides clinical management of epilepsy and improves patient outcomes
	Super-refractory status epilepticus after cardiac arrest: Aggressive treatment guided by multim.....
	Use of machine learning for predicting levetiracetam treatment outcome in temporal lobe epileps.....
	Investigating the role of muscarinic acetylcholine M2 and serotonin 5-HT2B receptors, norepinep.....
	The effect of changes in the optic nerve elasticity on the central retinal artery blood flow in.....
	Long term (48-weeks) effectiveness, safety and tolerability of erenumab in the prevention of hi.....
	Tracking the evolution of non-headache symptoms through the migraine attack
	Exploring the role of the pons and hypothalamus in migraine disease progression
	Functional connectivity specific to photophobia in migraineurs: A static and dynamic resting-st.....
	Monoclonal antibodies against the CGRP receptor exert effects at the level of the caudal trigem.....
	Spinal nociceptive sensitization and plasma palmitoylethanolamide levels during experimentally-.....
	Topiramate versus propranolol for prevention of chronic migraine: A randomized double-blind con.....
	Frontal white matter integrity and idiopathic dizziness in cerebral small vessel disease
	The human vestibular cortex: Functional anatomy, connectivity and the effect of peripheral vest.....
	Neuro-ophthalmological characterization of dominant optic atrophy not due to OPA1 mutations
	Acute unilateral isolated posterior semicircular canal hypofunction. Is it neuritis or ischemia.....
	Benign paroxysmal positional vertigo in acute traumatic brain injury patients – data from a mul.....
	Fast recovery of visual function by minimally invasive neurosurgery (MIN)
	Vestibulo-spatial navigation: Pathways and sense of direction
	Neutrophil-to-lymphocyte ratio, factor VIII and antithrombin III: Inflammatory-clotting biomark.....
	Brain structural MRI predicts outcome of radiosurgical treatment in trigeminal neuralgia
	Neuropathic pain and small-fiber related symptoms in late-onset transthyretin familial amyloid .....
	Is the multisensory integration different between migraine patients and healthy subjects? A stu.....
	Migraine in popular songs: Thirty years in comparison
	Erenumab following treatment discontinuation
	Dopaminergic system abnormalities in chronic cluster headache patients
	Functional connectivity changes in complex migraine aura: Beyond the visual network
	Development and validation of the myasthenia gravis telescore (MGTS)
	Clinical and pathological characterization of RFC1 AAGGG expansion presenting as chronic axonal.....
	Clinical utility of whole-genome sequencing in a large ALS cohort
	Dysregulation of myomiRs as common pathogenic feature associated with muscle atrophy in ALS, SM.....
	King's progression rate: Prognostic value in amyotrophic lateral sclerosis according to cerebro.....
	The role of anxiety as a prognostic factor in amyotrophic lateral sclerosis
	Prominent upper motor neuron dysfunction correlates with a more significant behavioral impairme.....
	A different cognitive and behavioral profile in ALS patients with or without C9orf72 expansion
	Interleukin-17 axis in the modulation of cortical and subcortical synaptic plasticity across di.....
	Long-term disability progression in childhood and adolescent onset multiple sclerosis patients
	Prevalence of 2-year “no evidence of disease activity” (NEDA-3 and NEDA-4) in relapsing-remitti.....
	Comparative effectiveness of early intensive or escalation treatment strategies on long term di.....
	Genetic factors implicated in the response to fingolimod treatment in multiple sclerosis patien.....
	Effectiveness of autologous haematopoietic stem cell transplantation and conventional immunosup.....
	CSF Tau protein correlates with cognitive impairment in multiple sclerosis patients at diagnosi.....
	Assessment and management of infectious risk in multiple sclerosis patients treated with diseas.....
	Vascular compression in trigeminal neuralgia discloses trigeminal root somatotopic organization
	Management of distressing respiratory symptoms in MND towards the end of life; a network based .....
	Assessement of clinical prognostic factors in elderly glioblastoma patients: An unmet need
	Low-grade glioma series: A 10 year single centre experience
	Genome sequencing, mutational analysis, and survival rate of glioblastoma multiforme
	Penfield motor homunculus revisited: New data from cortical and subcortical intraoperative moto.....
	Risk stratification and prediction of severity of hemorrhagic stroke in dry desert climate �-� .....
	Human spinal cord-like organoids to model C9ORF72 ALS and test new therapies in vitro
	Medulla oblongata volume predicts survival in amyotrophic lateral sclerosis patients
	Cortical and subcortical damage: Differences between C9orf72 ALS mutation carriers and wild-typ.....
	Safety and tolerability of efgartigimod in patients with generalized myasthenia gravis: Phase 3.....
	Introducing The International Centre for Genomic Medicine in Neuromuscular Diseases (ICGNMD)
	Global open-label extension: 24-month data of patisiran in patients with HATTR amyloidosis
	HELIOS-A: 9-month results from the phase 3 study of vutrisiran in patients with hereditary tran.....
	Relapsing inflammatory neuropathy with normal peripheral nerve conduction studies – a paradoxic.....
	Exit-strategies in Natalizumab-treated RRMS at high risk of progressive multifocal leukoencepha.....
	The role of brain network functional connectivity and machine learning for the classification a.....
	Progression independent of relapse activity in early multiple sclerosis patients
	A CSF biomarker of intrathecal B cells activation correlates with memory impairment in multiple.....
	Immunoglobulin free light chains as a diagnostic and prognostic biomarker in multiple sclerosis.....
	Disease-modifying therapies in non-relapsing multiple sclerosis do not influence risk of requir.....
	Microstructural alterations of the spinothalamic tract and neuropathic pain: A diffusion tensor.....
	Increased risk of death from COVID-19 in multiple sclerosis: A�meta-analysis of observational s.....
	Structural MRI signatures of grey matter atrophy in genetic frontotemporal lobar degeneration
	Longitudinal structural and functional brain alterations in Parkinson's disease patients with f.....
	Dissemination in time and space in presymptomatic granulin mutation carriers: A GENFI dynamic f.....
	Random-forest classification of psychogenic non-epileptic seizures and temporal lobe epilepsy
	International magnims-CMSC-NAIMS consensus recommendations on the use of standardized MRI in MS
	Motor cerebro-cerebellar networks breakdown among different subtypes of Parkinson’s disease
	Ventral tegmental area disconnection contributes two years early to correctly classify patients.....
	Cognitive and behaviorial features of a cohort of patients in COVID-19 post-acute phase
	Prospective eeg cortical sources and connectivity evaluation in patients with recent COVID-19 a.....
	Impact of COVID-19 related lockdown measures on stroke care quality in Careggi University Hospi.....
	Clinical, neurophysiological and neuroradiological characteristics of 30 cases of SARS-COV-2-as.....
	Metabolic signature of hyposmia after mild COVID-19: An �[18]F-�FDG-pet study
	Effectiveness and safety of ocrelizumab in a real-world setting: A single center experience fro.....
	Serum neurofilament light chain in a cohort of multiple sclerosis, MOG-antibody diseases and ne.....
	CSF inflammatory profile in clinically isolated syndrome and definite multiple sclerosis patien.....
	Maintaining acute stroke care during the covid-19 pandemic: The Tuscany stroke network performa.....
	Covid-19-associated Guillain-Barré syndrome in the first wave of COVID-19 pandemic in Lombardia.....
	Preliminary evidence of blunted humoral response to SARS-Cov-2 (MRNA) vaccine in multiple scler.....
	Amyotrophic lateral sclerosis progression in the year of the COVID-19 pandemic
	The impact of COVID-19 pandemic on cognition of people with dementia
	Evaluation of phantosmia and phantogeusia in patients after covid-19: A pilot study
	Linking Europe and sub-Saharan Africa in the COVID-19 era. Partnership and teleneurology
	Impact of COVID-19 on Parkinson's disease: The experience of an Italian centre
	The queen square encephalitis multidisciplinary meeting (infection and autoimmune): Pre and pos.....
	Anti-brain protein autoantibodies in parenchymal neurocysticercosis *
	Encephalitis during first year of SARS-COV-2 pandemic– first results of the European ENCOVID re.....
	Neurological disorders associated with COVID-19 infection: An Italian multi-center cohort study.....
	Brainstem involvement in COVID-19: A neuropathological and neurophysiological study
	Neurologic disease and COVID-19: A comparative study between first and second wave hospitalized.....
	Spectrum, risk factors and outcomes of neurological complications of COVID-19
	Guillain-barré syndrome and COVID-19: An observational multicenter study
	Cardiovascular autonomic dysfunction in patients with posterior circulation ischemic stroke
	Sudomotor and cardiovascular autonomic function in de novo Parkinson's disease assessed by sudo.....
	Assessment of cardiovascular autonomic function in hereditary transthyretin amyloidosis
	Decreased cardiac autonomic activity and increased sympathetic vascular control in advanced sta.....
	Neurotoxicity-related to CAR-T therapy: Proposed protocol and preliminary data from Bologna
	Multifocal motor neuropathy: Long-term treatment with subcutaneous immunoglobulin
	The diagnostic field of the autonomic tests in diagnosis of early Parkinsonian and cerebellar m.....
	An emerging spectrum of autoimmune astrocythopathy: Beyond anti-GFAP antibodies
	Management of acute ischemic strokes in patients with developmental disorders the national inpa.....
	Bridging thrombolysis versus direct mechanical thrombectomy in stroke due to basilar artery occ.....
	Trends of recanalization therapies for ischaemic stroke in Campania Region, Italy in 2019 and 2.....
	Post-stroke delirium in younger patients is associated with worse clinical presentation and fun.....
	Recurrent herpes simplex virus type-1 reactivations in adult mice brain alter synaptic function.....
	Auditory sensory deprivation induced by noise exposure exacerbates cognitive decline and hippoc.....
	Racial disparities in the effect of low cognitive function on all-�cause mortality
	EDSS trajectories in multiple sclerosis patients from the Italian MS register
	Brain metabolism, amyloid load and neuropsychological correlates in preclinical dementia stages
	Plasma neurofilament light chain as a useful biomarker in prodromal phases of Alzheimer's disea.....
	Gender differences in cognitive reserve: Implication for subjective cognitive decline in women
	Neuropsychological predictors of MCI conversion to dementia at different timepoints
	Interaction between cognitive reserve and brain complexity to mitigate the impact of atrophy in.....
	Accuracy of FDG-PET at the individual level in MCI-LB versus MCI-AD: A stepwise approach from v.....
	Muscarinic receptor expression in the peripheral blood cells differentiates DLB from AD
	Dementia and cognitive disorders among international migrants living in Italy: Findings from th.....
	Motor and neurophysiological features of sleep in Huntington disease: A single-center, prospect.....
	Technology based prognostic biomarkers in Parkinson's disease: A prospective study in a de novo.....
	Clinical progression over 2 years of 220 patients with late onset Huntington's disease
	Autonomic symptoms in motor subtypes of Parkinson's disease
	Paraneoplastic limbic encephalitis with anti-MA2 antibodies: The value of early diagnosis and i.....
	A2A receptors in mouse model of DYT1 primary dystonia
	Mild case of Unverricht-Lundborg disease presenting as Juvenile myoclonic epilepsy
	On three causes of pediatric arterial ischemic stroke
	Impaired embodied cognition in patients with mesial temporal lobe epilepsy and hippocampal scle.....
	Major determinants of quality of life in adult patients with epilepsy
	Comparison of the effects of new anti-seizure drugs (ASDS) on cardiac autonomic control in pati.....
	Can we predict drug resistance in post-stroke epilepsy
	Telemedicine during the SARS-COV-2 pandemic lockdown: Monitoring stress and quality of sleep in.....
	The role of epileptic activity in the prodromal phase of Alzheimer's disease
	Lecanemab, an anti-Aβ protofibril antibody: Updated data from a randomized, double-blind phase .....
	Task-free functional networks related to emotion processing
	Hierarchical reorganization of the thalamic functional network in subjects with mild cognitive .....
	Locus coeruleus magnetic resonance imaging correlates with [18F]Fluoro deoxyglucose uptake in A.....
	Predictive factors of progression to total loss of language and functional autonomy in primary .....
	Neuropsychological and brain metabolism characteristics of mild cognitive impairment in prodrom.....
	Unravelling the association between amyloid-pet and CSF biomarkers: Who really deserves an A&IN.....
	Trans-ethnic fine-mapping of the MHC region on Parkinson's disease identified shared genetic fe.....
	High efficiency and clinical relevance of exome sequencing in the daily practice of neurogeneti.....
	Diagnostic yield of clinical exome testing in neurology patients of from tertiary care centre
	Spectrum of IEM in children who presented as neurodevlopmental delay in Children’s Hospital, Mu.....
	Self-reported postural symptoms predict vestibular dysfunction and falls in mitochondrial disea.....
	The puzzling finding of disturbed neuromuscular transmission in Gaucher disease: A case report .....
	Impact of COVID-19 pandemic on neurology training program in Italy
	Neurology education after COVID-19 pandemic: A residents` perspective
	Facing epilepsy treatment gap in sub-Saharan Africa. European neurologists increase education a.....
	Digital work engagement among Italian neurologists
	Design of poly(DOPA)-based nanoparticle for Parkinson’s disease treatment with suppressing dysk.....
	Novel mutation of EXOSC3 presenting as hereditary spastic paraplegia plus syndrome
	Dentato-rubro-thalamic tract (DRTT) dysfunction in the emergence of tremor in spinocerebellar a.....
	Efficacy and safety with &gt/;3 years of inotersen treatment for the polyneuropathy of heredita.....
	A new noninvasive technique for intracranial pressure variations monitoring
	Deterministic tractography-based versus indirect-targeting magnetic resonance-guided focussed u.....
	Mathematical modeling reveals the correlates of cognitive impairment across the FTLD spectrum
	Major depressive disorder and pharmacoresponse independently influence amygdalar T2 signal chan.....
	Migraine prophylactic treatment in a tertiary headache centre: A retrospective study
	The effect of subcutaneous injection of methylprednisolone acetate and lidocaine for refractory.....
	Outcome of low dose D-penicillamine therapy of neurologic wilson disease- a longitudinal observ.....




