AI Summary - How an ‘Impossible’ Idea Led to a Pancreatic Cancer
Breakthrough — NY Times

Pancreatic Cancer Breakthrough: Main Points
& A major shift in a historically “impossible” cancer target
» Pancreatic cancer has long resisted treatment; most experimental drugs failed for
decades.
« A new drug, daraxonrasib, is the first to substantially extend survival for
patients.
« It targets KRAS, a protein mutated in nearly all pancreatic cancers and many
lung/colon cancers.
+ Why KRAS was considered “undruggable”
« KRAS is a smooth, “greasy ball” protein with no obvious binding pockets.
« For years, experts believed no drug could latch onto it.
« Early attempts by pharma companies failed, causing the field to abandon KRAS.
. The scientific breakthroughs that changed everything
« Kevan Shokat (UCSF) discovered a small molecular “crack” in KRAS in 2013,
proving it could be targeted.
 Greg Verdine (Harvard) developed "molecular glue” concepts—attaching a drug
to another protein (cyclophilin) to wrap around and disable KRAS.
e Revolution Medicines combined these ideas, designing a compound that switches
KRAS from “on” to “off” even in normal cells—something previously thought lethal.
® What daraxonrasib does
« Three pills daily; not a cure, but significantly prolongs life.
« Side effects: rash, diarrhea, fatigue, nausea, cracked fingertips.
» Still, far better tolerated and more effective than traditional chemotherapy.
i) Clinical trial results
o Tested in patients with metastatic disease who had already failed chemotherapy.
« Maedian survival: >13 months vs. <7 months with chemo.
o FDA has fast-tracked the drug; early-access program already underway.
. A flood of new KRAS drugs
o Dozens of companies are now developing similar KRAS-targeting therapies.
» Some scientists call this the biggest cancer-treatment advance since
immunotherapy.
4 Patient story: Rhea Caras
« Diagnosed in 2023 with metastatic pancreatic cancer; expected to live only
months.
« Joined a daraxonrasib trial; two years later, her tumors have shrunk and she’s
planning travel.
o Says she likely wouldn’t be alive without the drug.
@ A 40-year scientific arc
« KRAS was discovered as a cancer driver in 1982.
« It took 44 years for the first effective KRAS-targeting drug to reach patients.
o Early pioneers express amazement that the long-assumed dogma was overturned.



