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Key Takeaway Points

• All patients with pancreatic cancer should undergo comprehensive 

tumor genome testing. NCCN, 03/2026. 

• Multiple RAS-targeting strategies, including mutant specific (G12C, 

G12D), pan-KRAS and multi-RAS ON inhibitors, have now shown 

clinical activity in pancreatic cancer.

• The next frontier is overcoming resistance through rational 

combination strategies.



The Old Road: Ponderous Progress in PDAC Drug Development

approved / new standard of care failed phase III

2000

2010

2020

Gemcitabine

1997  ·  first standard  ·  OS ~5.7 mo

Erlotinib + gemcitabine  —  PA.3

2005  ·  first positive targeted combo  ·  OS 6.2 mo (+~2 wks)

FOLFIRINOX  —  PRODIGE 4 / ACCORD 11

2011  ·  OS 11.1 mo  ·  first major gain

nab-paclitaxel + gemcitabine  —  MPACT

2013  ·  OS 8.5 mo

Olaparib  —  POLO

2019  ·  first biomarker (gBRCA) approval  ·  PFS↑, OS flat

NALIRIFOX  —  NAPOLI-3

2023  ·  OS 11.1 mo  ·  matches the 2011 ceiling

Tipifarnib

2004  ·  farnesyltransferase inhibitor

Bevacizumab  —  CALGB 80303

2010  ·  anti-VEGF

Cetuximab  —  SWOG S0205

2010  ·  anti-EGFR

Axitinib

2011  ·  VEGFR TKI

Aflibercept  —  VANILLA

2013  ·  VEGF trap

Masitinib

2015  ·  c-KIT inhibitor

Evofosfamide  —  MAESTRO

2016  ·  hypoxia-activated prodrug

Failures shown are landmark phase III trials (+ sorafenib, sunitinib, marimastat, ganitumab, trametinib and others). Wins: PA.3 (2007), PRODIGE 4/ACCORD 11 (2011), MPACT (2013), POLO (2019), NAPOLI-3 (2023).



The most common alterations in pancreatic cancer are ‘undruggable’

Singhi AD et al. Gastroenterology 2019;156:2242–2253. 

Varghese AM et al. Nature Medicine volume 31, pages 466–477 (2025)



Ras Biology

• Binary switch: Ras cycles between inactive GDP-bound and 

active GTP-bound states.

• Activation: GEFs (eg SOS) promote GDP→GTP exchange 

(On); GAPs + intrinsic GTPase trigger GTP→GDP 

hydrolysis (Off).

• Mutations: Oncogenic RAS impairs GAP binding and 

intrinsic GTPase activity, locking Ras in the active GTP 

(On) state

• This favors Ras-GTP accumulation and drives proliferation

Der CJ et al. N Engl J Med 2026;394:1857-1861



Targeting K-Ras in pancreatic cancer: in search of pockets

Karasu N et al. Med Oncol 38, 120 (2021), 

• GTP binding site is deep within the K-

Ras protein

• This site is largely inaccessible to small 

molecule inhibitors

• K-Ras has significantly high affinity for 

GTP/GDP picomolar (10-12)

• Contrast to micromolar binding affinity 

for ATP with BCR/ABL or EGFR TK

Brugger W et al. Lung Cancer. 2012 Jul;77(1):2-
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Targeting K-Ras in pancreatic cancer: engineering pockets

• K-Ras G12C mutation 

uncovers a switch pocket

• Small molecule  sits in the 

pocket and distorts Kras-GDP 

(RAS-Off)

• This allows allosteric 

inhibition of Ras-GDP/GTP 

transition.

• Kras is is now druggable!

Der CJ et al. N Engl J Med 2026;394:1857-1861Ostrem J et al Nature 2013;503:548-551.



Ras-GDP inhibition:  Limitations and Lesson Learned. 

• K-Ras G12C is present in only 1-2% 

of PDAC

• Response in pancreatic cancer is not 

as durable or robust as it is in other 

cancers

• May need to be combined with 

EGFR blockade



KRAS G12D ON/OFF Dual state inhibitors
Efficacy and Safety of GFH375  Monotherapy in Previously Treated Advanced KRAS G12D Mutant PDAC

Zhou A et al, Annals of Oncology, 36S1626 

• Phase I/II Study of GFH375/VS7375 in  

KRAS G12D PDAC

• 66 patients received 600mg QD dose.

• 68% had received at least 2 prior lines

• ORR: 41% (90% CI 30, 52%)

• Median PFS: 5.5 months (90% CI, 4.27-7.20)

• Median OS: NR months (median fu 

5.65months)

• Grade 3 toxicities:31%

• Most common diarrhea, n&v, cytopenias.



Proteolysis Targeting Chimera (PROTAC) protein degrader: ASP3082

• Phase 1 Study of Setidegrasib (ASP3082) in  

KRAS G12D PDAC

• N=21. IV 600mg weekly

• Median two (range 1-5) previous treatments

• ORR was 24% (95% CI 8-47)

• Median PFS, 3 months (95% CI 1.4- 6.9)

• Median OS, 10.3 months (95% CI 4.2- 

13.0)

Jeon E et al EJMC 2025 . Park et al, NEJM 2026. 



Molecular Glue: KRAS G12D ON state Tri-complex Inhibitors

Choucair et al, Sig Transduct Target Ther 2025

Spira AI, et al. J Clin Oncol. 2025;43(4_suppl):724

• Phase 1 Study of Zoldonrasib in  

KRAS G12D PDAC

• N= 104. PO1200mg QD dose.

• Median 2 (0-6) previous 

treatments

• ORR was 30% (95% CI 8-47).



Daraxonrasib (RMC-6236) Multi-Selective Ras (ON) Inhibitor







RASolute 304: Adjuvant Daraxonrasib vs observation in resected PDAC. 

Open and enrolling at Winship. 



Riedl J et al. Cancer Cell, 2026; 44, 471-497

RAS targeting agents: selectivity and tolerability.

Sotorasib
Zoldonrasib
ASP3082
INC161734

Daraxonrasib

BI3706674

AMG410 



Other targets: Methylthioadenosine phosphorylase (MTAP) loss

• MTAP gene is adjacent to CDKN2A on 

# 9p21

• Co-deleted in ~35% of PDAC.

• Without MTAP, MTA accumulates and 

partially inhibits PRMT5 (an arginine 

methyltransferase).

• MTAP-deleted cells are dependent on 

residual PRMT5 activity — a synthetic-

lethal vulnerability.

• MTA-cooperative PRMT5 inhibition a 

biomarker-selected, druggable target.



First-in-human study of AMG 193, an MTA-cooperative PRMT5 inhibitor, in 

patients with MTAP-deleted solid tumors: results from phase I dose exploration

• 80 patients with MTAP 

deleted tumors

• 19 patients (24%) PDAC

• ORR was 21.4%

• Median duration of response 

was 8.3 months

• Grade 3 or higher AE in 

13.8%

• Grade 3 or higher cytopenias 

>10%



Targeting MTAP-deleted/KRAS mutant cancers using the combination of 

PRMT5 inhibitor and RAS (ON) inhibitor

Daraxonrasib 100mg  QD + Vopimetostat 200mg/250mg QD



MountainTAP-30:  A Study Comparing Navlimetostat (BMS-986504) in 

Combination With Nab-paclitaxel and Gemcitabine Versus Placebo in 

Combination With Nab-paclitaxel and Gemcitabine in Participants With 

Untreated Metastatic Pancreatic Ductal Adenocarcinoma With Homozygous 

MTAP Deletion

Open and enrolling at Winship. 



Therapeutic opportunities in KRAS WT PDAC

Singhi et al, Gastroenterology 2019;156:2242–2253



Efficacy of Zenocutuzumab in NRG1 Fusion-Positive Cancer

• Neuregulin 1 (NRG1) fusion is present 

in 0.5% to 1% of PDAC

• NRG1 binds HER3 and activates 

proliferation via HER2 

heterodimerization

• Zenocutuzumab is a bispecific antibody 

against HER2 and HER3

Phase 2 eNRGy  study

Schram AM, et al. N Engl J Med 2025;392:566-576

ORR 42%, PFS 9.2 months



SWOG S2433: Randomized Phase III Study of Second-Line Chemotherapy with or 

without Panitumumab for Locally Advanced or Metastatic KRAS Wild Type PDAC

Open and enrolling at Winship. 



Key Takeaway Points

• All patients with pancreatic cancer should undergo comprehensive 

tumor genomic testing. NCCN, 03/2026. 

• Multiple RAS-targeting strategies, including mutant specific (G12C, 

G12D), pan-KRAS and multi-RAS ON inhibitors, have now shown 

clinical activity in pancreatic cancer.

• The next frontier is overcoming resistance through rational 

combination strategies, such as with EGFR directed therapy, PRMT5, 

and ICI.


