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Dear Editor-in-Chief,

We read with interest the article published by Cai and
colleagues on anti-Tr/DNER antibody-associated cerebellar
ataxia [1]. Three out of 500 patients with unidentified cer-
ebellar ataxia tested positive for anti-Tr/DNER antibodies.
Immunotherapy was effective in all three patients, making
the diagnosis of anti-Tr/DNER antibody-associated cerebel-
lar ataxia important in the differential diagnosis of unidenti-
fied cerebellar ataxia.

However, the three patients published by Cai and col-
leagues had atypical features for the classical presentation of
the anti-Tr/DNER antibody-associated cerebellar ataxia. A
systematic review of all published cases [2] found that 81%
of patients were male, 91% had a paraneoplastic presenta-
tion, and only 41% had significant neurological improvement
with immunotherapy. The three reported cases by Cai and
colleagues were female, none had an associated tumor, and
all patients had an effective response to immunotherapy.

Cai and colleagues considered that they found an atypi-
cal clinical presentation because of the short duration of
follow-up and the early diagnosis. We propose an alternative
explanation. In other paraneoplastic syndromes, non-tumor
variants of the diseases were described with different demo-
graphic and therapeutic features. For example, although the
most common presentation of the Lambert Eaton syndrome
is in middle-aged males with small cell lung cancer, a non-
tumor variant that predominates in women and presents a
higher response to immunotherapy was described [3]. Non-
tumor Lambert Eaton syndrome has a genetic association
with HLA-D8-DR3 and an increased susceptibility to auto-
immune diseases in patients with the disease and their family
members [4], reinforcing an immunogenetic mechanism for
this variant of the disease.
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Future studies should consider a better demographic,
clinical, therapeutic, and immunogenetic characterization
of non-tumor anti-Tr/DNER antibody-associated ataxia.
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