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Leukodystrophies -i.e. genetic diseases primarily affecting the CNS white matter (WM) -are increasingly recognized in the field of adult neurology. Thanks to greater access to next generation sequencing (NGS) such as gene panels, whole-exome or whole-genome sequencing, many rare disorders classically affecting the WM in children are now diagnosed in adults. MRI of the CNS remains a key diagnostic tool for leukodystrophies [START_REF] Van Der Knaap | Diagnosis, prognosis, and treatment of leukodystrophies[END_REF] , including for differential diagnoses with acquired vascular leukoencephalopathies or inflammatory leukoencephalopathies 2 , e.g. multiple sclerosis (MS). The so-called demyelinating, and most common, leukodystrophies are characterized by prominent WM T2-hyperintensity and T1-hypointensity, usually symmetrical and confluent, unlike MS. Conversely, hypomyelinating leukodystrophies present with mild WM T2-hyperintensity associated with almost normal T1 signal. The recognition of such rare pattern of WM abnormalities is more challenging for neurologists and neuroradiologists. Hence, the diagnosis of hypomyelinating leukodystrophies is often overlooked in adult medicine.

To address this gap, Di Bella et al. reported on 25 adult patients classified with a pattern of hypomyelination on brain MRI [START_REF] Bella | Hypomyelinating leukodystrophies in adults: Clinical and genetic features[END_REF] . A gene panel including 142 genes associated with genetic leukoencephalopathies identified pathogenic variants in genes associated with hypomyelinating leukodystrophies (PLP1, GJC2, GJA1, TUBB4A, POLR3A, POLR1C, RARS1) in 8 patients, and likely pathogenic variants in genes encoding peroxisomal proteins (PEX3, PEX13) in 2 patients 3 .

Accordingly, the diagnostic yield in this series was 40%. In one patient, 2 variants of unknown significance were also identified in TBCD, a gene recently associated with a severe leukoencephalopathy in children [START_REF] Bella | Hypomyelinating leukodystrophies in adults: Clinical and genetic features[END_REF] ; however, this finding requires further validation. In most patients reported by Di Bella et al., disease onset was estimated during adolescence (between 10 to 20 years of age) with mainly poor school performance and walking difficulties. At examination (between 21 to 57 years of age), patients exhibited spastic paraplegia -sometimes associated with cerebellar ataxia or dystonia -, and various degrees of cognitive impairment. RARS1 pathogenic variants with adult-onset spastic paraplegia, cognitive decline and hypomyelination [START_REF] Bella | Hypomyelinating leukodystrophies in adults: Clinical and genetic features[END_REF] . The identification in 2 patients of variants in genes (PEX3 and PEX13) encoding peroxins -i.e.

proteins involved in peroxisome biogenesis -is also noteworthy 3 . Late-onset, sometimes adult-onset, forms of peroxisome biogenesis disorders (PBD) are increasingly identified with NGS. Additionally, children with PBD often present with white matter abnormalities. However, Di Bella et al. did not perform biochemical studies to support the pathogenicity of their variants. Furthermore, the matter abnormalities presented by their patients may not be related to primary but secondary hypomyelination due to neuronal degeneration 
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  Pathogenic variants in PLP1, encoding the most predominant myelin protein, are the first cause of hypomyelinating leukodystrophies in children. In adults, PLP1 pathogenic can cause spastic paraplegia type 2, mostly in women -e.g. mothers of boys presenting with a severe hypomyelinating disease -, concordant with the X-linked inheritance of this disease. Brain MRI usually shows mild white matter abnormalities, sometimes mimicking MS[START_REF] Rubegni | SPG2 mimicking multiple sclerosis in a family identified using next generation sequencing[END_REF] . Both GJC2 and GJA1
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. Di Bella et al. report the first patients bearing POLR1C and

  [START_REF] Van Der Knaap | Diagnosis, prognosis, and treatment of leukodystrophies[END_REF] .Overall, the work from Di Bella et al. presenting the largest series of patients with hypomyelinating disorders stresses out the importance of recognizing such MRI phenotypes in adult patients with motor and cognitive decline. Like other inherited disorders, phenotypic severity and age of onset of leukodystrophies may be modulated by genetic, environmental and ontogenic factors[START_REF] Saudubray | The phenotype of adult versus pediatric patients with inborn errors of metabolism[END_REF] .
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, which helps distinguishing between genetic and acquired diseases and may allow a specific diagnosis or short differential diagnosis containing only a few genes such as hypomyelination.