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Attempt of a less invasive diagnostic method in narcolepsy

HONDA, Kazuki
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After TRIB2 immunization, the change of orexin was reexamined with the
condition of sleep debt, attenuation of cerebrovascular barrier, and TRIB2 intracerebroventricular
administration. It is confirmed that sensitization with TRIB2 did not lead orexin cells destruction.
As the next step, to confirm whether TRIB2 antibody is induced as a result of the hypocretin cell
destruction, we examined the reactivity of the plasma against TRIB2 peptide obtained from
hypocretin/ataxin-3(Atx)-mice.

Murine hypothalamic sections were specifically double-stained by plasma from a 31-week-old Atx-mouse
and rabbit anti-hypocretin-1 antiserum. Furthermore, an about 140-kDa band reacting with the
Atx-mouse plasma was found. Our findings strongly suggest that the ablation of hypocretin neurons
induces antibodies to TRIB2, hypocretin itself, or specific factors expressed in hypocretin neurons.
The identification of this band in future study could be useful for estimating the degree of
hypocretin neuronal loss.
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Anti-TRIB2 and hypocretin neuron
antibodies in hypocretin/ataxin-3 mice.
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Fig 2 (A) Indices of autoantibodiesin 3~4, 12~26, and
28~38-week-old hypocretin/ataxin-3 mice are
represented. Each dot corresponds to data from one
mouse plasma sample. The dotted line indicates the
mean + 3 SD levelsin 3~4-week-old mice (n = 12). The
indices with plasma above this line were considered to
be positive. Open dots indicate plasma negative for
anti-TRIB2 antibody.
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(B) Immunoblotting analysis of anti-TRIB2 antibodies
in hypocretin/ataxin-3 transgenic mice and wild-type
littermates. The arrowhead indicates TRIB2 expression.
Hyp: hypothaamus, Liv: liver.
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(C) The murine hypothalamic section was stained by
plasma from a 31-week-old hypocretin/ataxin-3 mouse
(red), DAPI (blue), and rabbit anti-hypocretin-1
antiserum (green). Scale bar: 20 pm.
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(D) The murine hypothalamic section was stained by
plasma from a 32-week-old wild-type littermate
mouse (red), DAPI (blue), and rabbit anti-hypocretin-1
antiserum (green). Scale bar: 50 um.
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