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Sir, – In the issue “Vol. 39 – No. 1/2020” 
of Clinical Neuropathology, we described 
the neuropathological features in a male 
patient in his fifties with an early-onset de-
mentia. We entitled the article “Adult-onset 
leukoencephalopathy with axonal spheroids 
and pigmented glia – An unusual cause of 
dementia [1]”.

At the time of the publication, genetic 
testing was not available. Fortunately, we 
have now been able to analyze an archival 
blood sample and to perform whole exome se-
quencing (Institute of Human Genetics, Tech-
nical University Munich, Germany). A novel 
heterozygous missense variant c.2546T>C, 
p. (Phe849Ile) in the CSF1R (colony stimulat-
ing factor-1 receptor, NM_005211.3) gene 
was detected. This variant is considered as 
“likely pathogenic” according to the Ameri-
can College of Medical Genetics and Ge-
nomics (ACMG) criteria [2].

Our genetic findings can confirm that 
the described case was a “definite” case 
of adult-onset leukoencephalopathy with 
axonal spheroids and pigmented glia due to 
CSF1R mutation [3].
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Figure 1. A: Coronal sections through the brain hemispheres show prominent white matter rarefaction with yellow-
ish discoloration. B, C: Klüver-Barrera stain reveals the severe leukoencephalopathy with relative preservation of 
U-fibers. D: At higher magnification, there is prominent rarefaction of white matter with loss of oligodendrocytes 
and reactive astrocytes. These show partly brownish pigment in the cytoplasm (E, arrows) without metachromasia 
(F, toluidine blue). G, H, I: Presence of abundant and partly large axonal spheroids (arrows) that are also well identi-
fied with antibodies against neurofilaments (I).
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