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This presentation reviews the current state of personalized medicine
approaches in pancreatic ductal adenocarcinoma, including genomic
profiling to identify targetable mutations and emerging therapies such as
PARP inhibitors, checkpoint inhibitors, and novel K-RAS-targeted agents.

KEY POINTS

- The speaker states that approximately 90% of pancreatic cancers harbor K-RAS mutations,
while 10% are K-RAS wild-type with different mutation profiles that may include rare
targetable alterations such as ALK, ROS, or HER amplifications detected by sequencing.

- According to the speaker, maintenance therapy with the PARP inhibitor olaparib for BRCA2-
mutant resected pancreatic cancer showed prolonged progression-free survival in a 2019 trial
and is now part of clinical practice guidelines.

- The speaker reports that microsatellite-instable pancreatic cancers showed response rates
between 40 and 70% to checkpoint inhibitors in retrospective analyses, while PD-L1-positive
but microsatellite-stable tumors do not respond.

- Expression profiling identifies basal-like and classical subtypes, and the speaker states that
retrospective data suggest classical subtype patients respond better to folfirinox, with
prospective stratification trials now underway.

- The speaker describes emerging K-RAS-targeted therapies, including specific G12 inhibitors
showing high disease control rates in phase 1 studies and personalized RNA neoantigen
vaccines developed by BioNTech from individual patient tumor tissue.

- Inthe German personalized medicine network, the speaker states that approximately 20 to
30% of the 12,000 patients presented to molecular tumor boards received targeted off-label
treatments guided by genomic sequencing.
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