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Common mechanisms between SCA36 and C90RF72 ALS/FTD:

Insights from a novel zebrafish model
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Fig.13: Myosin immunostaining at 2dpf revealed decreased number of
myosin light chain (F310) and myosin heavy chain showed disorganized
fibers (F59) in MOnop56 and SCA36-GP+MOnop56 embryos.
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WT at 3.5dpf.
nop56 +/— nop56 —/—

Ni |
Cgfp I

Fig.3: anti-t Li l | :
8.3 a.n | gbu in revealed neurona Fig.12: MOnop56 and SCA36-GP+MOnop56 MOnop56 low-1 —
malformations in 3.5dpf nop56-/- embryos. . :
groups show incomplete cerebellum with the A MOnop56-h—<
Locomotion 96 hpf presence of only a few Purkinje cells at 4dpf. SCA36-GP - I et
e SCA36-GP+MOnop56— H

8000+

6000- ': ' 0 20 40 60
Fig.4: anti-zebrin revealed lack of Purkinje neurons in nop56-/- SCA36-GP

larvae at 4dpf WV o~
‘g ; % Q ) & o.\j\'} ( {&%‘)) Q;}’ ‘ ’\5;‘ g,

Fig.14: A. TEER analysis at 48hpf showed significant locomotor dysfunction in
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ALS and SCA36 shared poli-GP DPR
Conclusions:

SCA36 poly-GP GFP and C9/ALS poly-GP GFP

injected in one-cell zebrafish embryos - SCAS36 could be caused by combination of gain and loss of function mechanisms.

- Poly-GP aggregates only under haploinsufficiency and caused neurodegeneration and

muscular defects.
- Combined model recapitulate key features of the human disease
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