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CONCLUSIONS

We find that Tdp-43 dependent processing of Stmn2
exacerbates premature death and motor deficits in
conditions of Tdp-43 depletion. Further, we
demonstrate target engagement of Stmn2 U7 snRNA
in this novel humanized Stmn2 mouse model.
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Fig 1. A-l) Data from 1-month-old hStmn2** mice ICV injected
with shRNA targeting Tardbp (shTardbp, n=3) or non-targeting
control (shCtrl, n=7). A-F) RT-gPCR analysis from injected mice.
Representative western blot (G) of the forebrain and
quantification of Tdp-43 (H), and Stmn2 protein (I).Data are
presented as mean + SEM. *p < 0.05, p £ 0.01, ™p <
0.001,****p < 0.0001, and non-significant (ns), as analyzed by 2-
way ANOVA.

Fig 2. A) Survival curve of WT (n=8-11), hStmn2*"- (n=5-6), and
hStmn2**(n=13-15) injected with shCtrl or shTardbp aged to 3-
months. Levels of Tardbp RNA (B) and Tdp-43 protein (C) from
injected mice. D-F) RT-gPCR analysis from injected mice. Results
of grip strength (G) rotarod day 4 (H) from all groups. Data are
presented as mean *+ SEM. *p < 0.05, * p < 0.01, **p <
0.001,****p < 0.0001, and non-significant (ns), as analyze by
Mantel-Cox survival analysis (A) or 2-way ANOVA (B-l).
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Fig 3. A) Survival curve of hStmn2** injected with shCtrl; U7
Stmn2 (n=19), shTardbp; U7 Ctrl (n=23), and shTardbp; U7
Ctrl (n=23) aged to 3-months old. B-E) RT-qPCR analysis
from injected mice. Data are presented as mean + SEM. *p <
0.05, ** p < 0.01, ***p < 0.001,****p < 0.0001, and non-
significant (ns), as analyze by Mantel-Cox survival analysis
(A), or 2-way ANOVA (B-E).
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