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PARP inhibitor olaparib has developed as an anti-cancer agent based on
synthetic lethality for BRCA1 and BRCA2 mutated breast, ovarian and pancreatic cancer patients. In
this study, we constructed BRCALl knockout pancreatic cancer cells using CRISPR/Cas9 system.
Additionally, we isolated some olaparib resistance cells in BRCAl knockout cells, and these cells
showed high 1C50 values of olaparib compared with BRCA1l knockout cells without down-regulation of
PARP1 and up-regulation of BRCAl, suggesting that these cells are valuable for identification of the

resistance factors. In future, we will explore the olaparib reistance factors and determine the
mechanism of olaparib resistance. These outcomes will contribute to propose the novel therapy for
overcoming olaparib resistance.
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BEEREORIENMHEES O ERFIK E L THEINTE7 (EK. Lee and U.A. Matulonis,
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Bl OB R AEMBIRICEADL L Z ERRESNTND Z ED, PARP FESKmMEOFEIC
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Olaparib (%, BRCA1/2 & ¥4 FF oM ARk L CRIfasE 27589 5 = & v, CRISPR/Cas9
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qRT-PCR

Total RNA [45#H X ¥ High Pure RNA isolation Kit (Roche) Z WNTHhiH L7z, cDNA D&
A%l High Capacity cDNA Reverse Transcription Kit (Applied Biosystems) Z U, Wftd
~ =2 T IUZHES TiTro 7=, gqRT-PCR IX SYBR Green # U T, StepOne Plus Real Time PCR
System (Applied Biosystems) TTHENT L7z, HEAJEIE 1D mRNA L)L GUSB (Glucuronidase
Beta) ® mRNA L)L C normalize L7z, S L7277 F A4 ~—I3LATD LB TH D, GUSEELS
F Forward primer 5 - GCCTGCGTCCCACCTAGAAT -3’ , Reverse primer 5 -
ACATACGGAGCCCCCTTGTC -3 , PARPI &{n+ : Forward primer 5° — GCTTCAGCCTCCTTGCTACA -3° ,
Reverse primer 5  — TTCGCCACTTCATCCACTCC -3’ , BRCAI &{5+ : Forward primer 5 -
ATTGCGGGAGGAAAATGGT —3° , Reverse primer 5 — AGAAGGGCCCATAGCAACAG -3’
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FUART 27 a L LIERER, ARtk v I a— U R EEE LT, LU S, BRCAI
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