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TDP-43 is a major pathology in ADNC and SORL1 R953C carriers show TDP-43 pathology and TDP-43 shRNA treatment in control cells results in
LATE-NC reduced SORL1 immunofluorescence decreased tTDP-43 and enlarged early endosomes
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SORL1, an endolysosomal protein implicated in BT
AD, may contribute to TDP-43 pathology
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Fig. 4. (A). R953C neurons show mislocalization of
tTDP-43 into the cytoplasm. (B). Preliminary rt-qPCR
results. R953C neurons have increased inclusion of
cryptic exons in UNC13A and tSTMN2, linked to TDP-
43 dysfunction

To examine how TDP-43 may be related to SORL1 and ELN-driven shown by EEA1 puncta area quantified by CellProfiler.

changes, we (1) assess TDP-43 and ELN dysfunction in R953C
variant post-mortem tissue and hIPSC-derived neurons, (2)
investigate how toxic gain vs loss of TDP-43 function may contribute
to ELN phenotypes

Retromer component, VPS35, as well as SORL1 may
be reduced in AD+LATE human cases and TDP-43 LOF
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AAV causes increased
cytoplasmic expression.
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software. AAV-treated cells
have higher EEA1 puncta

. size compared to empty
vector controls.

Generating hIPSC-derived cortical neurons
A.

Conclusions and future directions

The presence of TDP-43 in the SORL1 R953C family provides a unique opportunity to investigate TDP-
43 dynamics. Our findings point towards potential mechanisms of TDP-43 development in AD. Here, we
show that

« SORL1 R953C tissue and hIPSC-derived cortical neurons have reduced SORL1 and increased
cytoplasmic TDP-43.
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