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Genome-Wide CRISPR Screening Identifies DCK and CCNL1
as Genes that Contribute to Gemcitabine Resistance in
Pancreatic Cancer
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The description of the content for the mouse GeCKO libraries can be found at https://www.addgene.org/pooled- li-
brary/zhang-mouse-gecko-v2/
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Figure S1. Knockout of DCK increased gemcitabine resistance in TB32047 and PANCI. (A-B)
Western blot results show the DCK knocked out in TB32047-DCK-KO-SC PANC1-DCK-KO. (C-D)
Gemcitabine dose-response curves for TB32047 and PANCI1 cells. The results showed that DCK
negative cells were utterly resistant to 80 nM gemcitabine.



TB32047-WT CCCTTGTCCTCAGATCATTGTAATGTATTTACAAGTCTTAGAATCTGAACGTAACCAAACCCTGGTTCARACTGCCTGGTAAGTTCCTCTT

TB32047-NC CCCTTGTCCTCAGATCATTGTAATGTATTTACARGTCTTAGARATGTGRACGTAACCAARCCCTGETTCARACTGCC TGGTAAGTTCCTCTT

TB32047-CCNL1-8G1-mutation CCCTTGTCCTCAGATCATTGTAATGTATTTACARGTCTTAGARATGTGRACGTARC CAAACCCTGITICAAACTGCCTGGTAAGTTCCTCTT

SORNATTEY o o i 0 0 8 8 GETTCAAACTGCCTEgEaag~~~~~~~~
TB32047-WT AGATTCCCTTGCC---

--AACTCGGCCCCATTGGTTTCTTCTGTT
--AACTCGGCCCCATTGGTTTCTTCTGTT

TB32047-NC AGATTCCCTTGCC---
TB32047-CCNL1-SG2-mutation1 AGA'TTCCC'TTICC— GGCCCCATTGGTTTCTTCTGTT
TB32047-CCNL1-8G2-mutation2  AGATTCCCTTGC! CCCCATTGGTTTCTTCTGTT

SgRNAZ-rev ~ CECCCCATT  ~ e e e e e

PANCT-WT CTCCGGGACGACGACCACGACCACGACCACGACGGEAGEEATCCTGATCEGCGATCGCCTGTA - -
PANC1-NC CTCCGGEGACGACGACCACGACGACGACCACGACGECAGEGATCCTGATCEGCGATCGCCTGTA-
PANC1-CCNL1-SG1-mutation]  CTCCGGGACGACGACCACGACGACGACCACGACGGGAGGGATCCTGATCGGCGATCGCCTGTARN
PANC1-CCNL1-5G1-mutation? CTCCGGGACGACGACCACGACGACGACCACGACGCGACGGATCCTGATCGGCCATCECCTGTA
Y I SYNB M o e e ——

CTCGCCACCCGCEG.

- -CTCGGAAGTTTCACTTACCATCGACCACTCTCTGATTCCGGAGGAGAGGCT CTCGCCCACCCCATCCATGCAGGATGGGCT
- CTCGGAAGTTTCACTTACCATCGACCACTCTCTGATTCCGGAGGAGAGGCTCTCGCCCACCCCATCCATGCAGGATGGGCT
TN CAACTTTCACT TACCATCGACCACTCTCTGAT TCCGEAGEAGAGGCTCTCECCCACCCCATCCATCCAGGATCEECT
- CTCGGAAGTTTCACTTACCATCGACCACTCTCTGAT TCCGGAGGAGAGGCTCTCGCCCACCCCATCCATGCAGGATGGGCT
=~ CTCGGARGTTTCACTTA~ - o o o o o o o o e e i

PANC1-WT ATTTAGCAARAATTTAATTTARAACATTCTGTTCTTATGGTTTAGATTCCETTGCCAACTCGTCCCCATTGGTTTCT TCTTTTTGGTACTACAGAAGAGG
PANC1-NC ATTTAGCAARAATTTAATTTARAACATTCTETTCTTATGETTTAGATTCCGTTEGCCARCTCGTCCCCATTGETTTCTTCTTTTTGGTACTACAGARGAGE
PANC1-CCNL1-3G2Z-mutation ATTTAGCARAAATTTAATTTAAAACATTCTGTTCTTATGGE I‘TTASAT'TCCGT‘I.C CRAACTCGTCCCCATTGGTTTCTTCTTTTTGGTACTACAGAAGAGG
SERNAZITEY oo e TTGCCAACT CGTCCCCAT TG~ e e e e i e

Figure S2. Sequencing confirmation of mutation in TB32047 and PANC1 CCNLI1 negative cells.
(A) to (D) Sequencing results showing CCNL1 knocked out in TB32047-CCNL1-SG1/2-SC and
PANCI1-CCNL1-5G1/2-SC. The red highlight area means the insertion, deletion, or replacement of
the reference sequence. The black highlight area means a big fragment replacement compared
with the reference sequence.
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Figure S3. Western blot of TB32047 and PANCT cells transfected with DCK sgRNA or nontarget-

ing control.
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Figure S4. Western blot of TB32047 and PANCT cells transfected with CCNL1 sgRNA or nontar-

geting control.
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