Phosphoproteomic analysis of TrkB receptor activation by a novel monoclonal antibody agonist:

Implications for the treatment of Huntington’s disease.
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Here we investigated a potential therapeutic approach to reverse deficits in HD through
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Significance of upstream kinase enrichment was determined using a Fisher exact test.
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* |n this study, we monitored global phosphoproteome and proteome changes after bilateral injection
sl O e of a TrkB agonistic antibody, 38B8, into the striatum of wild-type and Q175 (HD) mice.

» We could trace the 38B8 response from TrkB receptor activation (direct phosphorylation) through
the subsequent signaling cascade via Plcy1 (direct phosphorylation), Erk1/2 and Akt1/2/3 (kinase
activity and identification of regulated motifs).

Reduced phosphorylation » Similar levels of pathway activation were observed in wild-type and Q175 mice, indicating that the
° agonist function is retained in HD mice.

* Taken together, our findings demonstrate the functional activity of 38B8 in an HD mouse model in
s ool boambel. atr s st o vivo, which suggests that direct TrkB receptor activation could be a viable approach for the

Bioinformatic data analysis

TMT reporter intensities were normalized to the median protein/site intensity per TMT 10-plex.
Changes of protein expression and phosphorylation were analyzed using the limma* package for
linear modeling and statistical testing (moderated t-tests).

Gene Ontology enrichment was analyzed using GOstats® (conditional hypergeometric test). 2bolic process o |
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