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authors and encouraging interact ion among the networks of 

authors publishing in the j ournal8, promot ing scient ific t ies 

with researchers from Spanish-speaking countries5, as well as 

internat ional Spanish researcher collaborat ions and 

interdisciplinary connect ion of clinical research and basic 

scient ific and epidemiologic act ivity9. Furthermore, the 

policy of priorit ising the English language in a publicat ion can 

lead to unintended and perhaps undesired effects, such as 

reducing the importance of the publicat ion as a disseminat ion 

vehicle for the community which it  serves. In this sense, 

different  aspects of great  importance have been right ly 

pointed out  from the area. These should be taken into 

account  by all clinically-oriented publicat ions, part icularly in 

a situat ion characterised by the increasing number of j ournals 

indexed in the desired (and at  the same t ime controversial) 

SCI-Expanded: namely, that  these publicat ions are generally 

a vehicle of expression for the interests of a scient ific society 

and serve a large community of readers beyond the scient ists 

who publish in them and the role they occupy in the qualifying 

rankings of publicat ions10.
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Adult onset of leukoencephalopathy  
with vanishing white matter

Leucoencefalopatía con sustancia blanca 
evanescente de inicio en edad adulta

Dear Edit or:

We read with great  interest  the let ter published in the 

previous issue of your j ournal by Pato Pato et  al.1,  which 

presented a case having characterist ics similar to ours. The 

publicat ion of that  case leads us to comment  on the possible 

existence of an underdiagnosis of this disease, which may 

be more prevalent  in the general populat ion and go 

unnot iced by the ent ire medical populat ion.

Male, 20 years old, healthy, with no remarkable medical 

history, son of non-consanguineous parents. In 1994, after a 

minor t raffic accident  without  head t rauma and in which 

the remaining occupants of the vehicle were unharmed, he 

presented an episode of psychomotor agitat ion. Computed 

tomography (CT) showed bilateral white mat ter hypodensity, 

which was init ially interpreted as cerebral oedema, 

requiring mechanical vent ilat ion and admission to the 

intensive care unit .  After extubat ion nine days later, the 

pat ient  presented episodes of agitat ion with echolalia and 

palilalia, alternat ing these with periods during which he 

was able to maintain simple conversat ions. He also suffered 

occasional epilept ic crises and right  spast ic hemiparesis. 

Brain magnet ic resonance imaging (MRI) showed almost  

complete bilateral affectat ion of white mat ter.

The studies performed to rule out  common 

leukoencephalopathy aet iologies were normal: creat ine 

kinase, lactate, protein and immunoglobulins, cerebrospinal 

fluid analysis, including IgG index, autoimmunity, serology 

(syphilis, HIV, Salmonel la,  herpes virus), basal cort isol,  

ACTH, amino acids in urine, very–long-chain fat ty acids, 

analysis of fibroblast  culture, urinary arylsulfatase A, 

phytanic acid, copper and ceruloplasmin, and muscle and 

sural nerve biopsy.

The pat ient  experienced gradual improvement  that  

became consolidated in the following months; he was able 

to walk unaided and the epilept ic crises disappeared.

Throughout  the years of follow-up, he presented 

progressive deteriorat ion in both motor and cognit ive 

funct ions, spontaneously or coinciding with fever episodes. 

Hospitalisat ion was required in some of them.

The genet ic study ident ified a G338A homozygous 

mutat ion in the eIFGB5 gene. Both parents were carriers of 

this mutat ion.

Current ly, after 14 years, he is totally dependent  in his 

daily life: he presents marked cognit ive impairment , severe 
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spast icity and dystonic postures. The recent  MRI (fig. 1) 

shows an important  progression of leukoencephalopathy 

with images of associated cyst ic degenerat ion.

Init ially, leukoencephalopathy with vanishing white mat ter 

was called CACH (childhood ataxia with diffuse central 

nervous system hypomyelinat ion) or MCD (myelinopathia 

centralis diffusa). The disorder was defined as such by Van 

der Knaap et  al.2 in 1997 using radiological and diagnost ic 

criteria, although several descript ions had already been 

published in the literature. In 1998, Van der Knaap described 

milder forms and late-onset  variants of the same disease, 

leading to the exclusion of the age at  onset  from the 

diagnost ic criteria3. Since then, 263 cases have been reported 

and the number of mutat ions has risen to 1.214.

Current ly, we know that  ovary-leukodyst rophy and 

vanishing white mat ter disease form part  of the spect rum 

of the same disease, so they are referred to as eukaryot ic 

init iat ion factor (eIF2B)-related disorder.

Approximately 75% of pat ients have an eIF2B5 gene 

mutat ion5,  of which the most  frequent  is G338A, as was the 

case in our pat ient  and the one previously presented in this 

publicat ion. This is mainly associated with adult  onset  

forms, although cases of the classic form have also been 

reported. There is a genotype-phenotype correlat ion, as 

some mutat ions are associated with milder forms of the 

disease and others with severe variat ions4.

Despite having no specific t reatment , early diagnosis is 

essent ial to prevent  infect ions, fever and minor t rauma, 

which are aggravat ing factors, as well as to carry out  

suitable genet ic counselling.

It  should be noted that  this may be an underdiagnosed 

ent ity and that  there are presymptomat ic pat ients (as was 

evidenced in our pat ient ’s CT) in whom any banal situat ion 

can t rigger the disease. So, it  seems important  to bear in 

mind that , despite being a “ rare”  disease, the geographical 

proximity of both cases is unusual.
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Figure 1  T1 sequence of magnet ic resonance imaging: extensive bilateral hypodensity of the white mat ter with associated areas 

of cyst ic degenerat ion.


