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« Pancreatic ductal adenocarcinoma (PDA) is the third leading - Fifteen clones were screened: 3 heterozygous clones and 11
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« PDA is resistant to conventional chemotherapy; however, PAM IDH1 R — e |
mechanisms that contribute to this chemoresistance are not —
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 Isocitrate Dehydrogenase 1 (IDH1) has been identified as an L\ VUV ' IDH1 e
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enzyme that plays an important role in chemoresistance in
PDA (Zarei, M., et al. In progress). TTTTTCCCT/

« We sought to establish an IDH1 knockout cell line to further Homozygous (IDH1*/%)
study its role in PDA using the CRISPR-Cas9 targeted
genome editing system.
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Figure C: Immunoblotting demonstrating decreased IDH1
expression in heterozygous clones (HsE5, HsE7, and HsE13).
There was no IDH1 expression in the homozygous knock-out
clones. Sanger sequencing of clone HsE21 demonstrated wild-
GAATT GGATC type sequence and preserved IDH1 protein expression, despite
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| Figure: Takara, Inc. Hs766T IDH1 Expression transfections are possible, but provide an incomplete

knockdown of gene expression and lend themselves to yielding

* The Hs 766T (}ell line, whlch is known to harbor common 5 2.5, inconsistent results.

genetic mutations found in PDAs, such as KRAS, p53, and @ . . .

SMAD4 was used. g 20 -‘- . CRISPR—CaSQ knock.oujt of IDH1 is a novel way to investigate
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« Individual clones were validated with Sanger Sequencing, Figure B: RT-PCR showing significantly decreased mRNA Acknowledgements & Support

mRNA expression levels, and protein expression was
determined with immunoblotting.
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