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Orexin changes in experimentally immunized rats by TRIB2.
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Recent finding shows an incidence of anti-TRIB2 antibody in narcolepsy patients.
We investigated pathophysiological role of TRIB2 antibody on ORX neurons by using TRIB2-immunized rats.
Sera, CSF, and hypothalamic tissues were corrected to investigate anti-TRIB2 titers, ORX contents, mRNA
expressions, anti-TRIB2 antibodies on ORX neurons, and cell populations.
TRIB2 antibody titers were increased in sera and CSF of the immunized rats compared with intact rats.
Chronic TRIB2 induced decrease of ORX mRNA synthesis and release to CSF in immunized rats, but no changes
were found regarding hypothalamic ORX contents, cell populations in immunized rats. Our results suggest
that the activation in immune system has the effect on the function of ORX neurons. However, since no
change in ORX cell population in immunized-rats with CSF TRIB2 autoantibodies, it is suggested that the
other cytotoxic factor against ORX neurons is required to explain induction of narcolepsy by anti-TRIB2
antibodies.
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The percent ratio to the average hypocretin level
in CSF of the age matched intact group was
calculated. CSF hypocretin  levels were
significantly decreased in KLH group of 19 (mean
+ SEM, 82.4 +20.0 %, p < 0.005)-o0ld rats (76.1
9.4 %, p <0.05) and TRIB2 group of 19 (mean *
SEM, 73.3 £ 5.1 %, p < 0.005) and 21week-old
rats (70.3 £ 7.5 %, p < 0.005) compared with age
matched intact group (19weeks; 100.0 + 4.3 %,
21weeks; 100.0 £ 12.3 9%). There was no
significant difference between KLH and TRIB2
groups in 19 and 21 week-old rats.

©)) mRNA
21
TRIB2 KLH
mRNA

mRNA
TRIB2 KLH

MCH

Hypocretin contents
in hypothalamus (ng/ml)

NMUIxu

Intact

=

LH TRIB2

There was no significant change in hypothalamic
hypocretin contents between immunized-groups
and intact group.
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Hypocretin mRNA expression was reduced in
KLH (mean = SEM, 1.63 £ 0.14, p < 0.05) and
TRIB2 (1.76 = 0.14, p < 0.01) group compared
with intact group (2.50 £ 0.33) (Figure 3C). Pmch
mRNA was not significantly changed among
three groups (Intact; 2.09 = 0.25, KLH; 1.74 *
0.15, TRIB2; 2.13 £ 0.15) .
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Positive signal with rat IgG in TRIB2-immunized

rats of hypocretin neurons

Rat IgG binding signal against hypocretin neuron
was found in TRIB2-immunized rats, suggesting
that peripheral circulating autoantibodies against
TRIB2 reached the central nervous systems, but
had no cytotoxicity against hypocretin neurons.
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