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Objectives

• Review current treatment landscape
• Review ongoing unmet needs
• Highlight new/emerging therapies



Patient Case

• 62-year-old woman with history of 
obesity and type 2 diabetes

• Presents with progressive fatigue, 
weight loss, and new-onset 
abdominal/back pain

• ECOG PS 1



Patient Case

• CT CAP: 2 x 3 cm mass in 
pancreatic body, bi-lobar 
hypodense liver lesions

• CA 19-9 4,000
• Biopsy: adenocarcinoma of 

pancreas

Mizrahi et al. Lancet 2020.



Current Standard of Care

• Resectable/Borderline Resectable Pancreatic Cancer: 
– Surgery + perioperative chemotherapy  observation

• Locally Advanced Pancreatic Cancer:
– Systemic chemotherapy (5-FU or gem-based) induction
– Consider consolidative chemoradiation if stable/response but not surgically resectable

• Metastatic Pancreatic Cancer:
– First-line systemic therapy: FOLFIRINOX or NALIRIFOX vs gemcitabine/nab-paclitaxel

Primarily chosen based on performance status, comorbidities, discussion with patient
– Second-line: 5-FU + liposomal irinotecan (if gem first-line) vs gemcitabine/nab-paclitaxel 

(if 5-FU first-line)
– No standard third-line therapies







Current Unmet Needs

• Early detection
• High risk of recurrence after curative-

intent surgery
• Management of locally advanced but 

unresectable pancreatic cancer
• Limited durable responses
• Few targeted therapies
• High symptom burden
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Current Unmet Needs

• High risk of recurrence after curative-
intent surgery

Conroy et al. N Engl J Med 2018.

5-year disease-free 
survival was only 26% 
with mFOLFIRINOX



Current Unmet Needs

• Management of locally advanced but 
unresectable pancreatic cancer NEOPAN study:

• mOS was ~ 15 
months in both 
gemcitabine and 
FOLFIRINOX arms

• Only ~ 12% alive 
at 3 years

Ducreux et al. J Clin Oncol 2025.



Current Unmet Needs

• Limited durable responses

Bengtsson et al. Scientific Reports 2020.



Current Unmet Needs

• Few targeted therapies

Zhang et al. eBioMedicine 2022.



Current Unmet Needs

• High symptom burden



What’s New in Pancreatic Cancer?



Targeted Therapies in Pancreatic Cancer

Pishvaian et al. Lancet Oncol. 2020.



Targeted Therapies in Pancreatic Cancer

• Potential 
Targets are 
enriched in 
KRAS 
wildtype 
tumors

Luchini et al. J of Experimental & Clin Cancer Research. 2020.



PARP Inhibition in gBRCA/PALB2

• POLO trial: Olaparib maintenance improved PFS in patients with metastatic 
PDAC after 4+ months of platinum-based chemotherapy

Golan et al. NEJM 2019.



MSI-High/dMMR Pancreatic Cancer

• Rare but critical (~1%)
• Tumor agnostic approvals 

for dMMR/MSI-H tumors:
– Pembrolizumab
– Dostarlimab

Kasi et al. JCO Precision Oncol 2023.



NTRK Fusions

• Rare (< 1%) but targetable

Qi et al. European J of Cancer 2025.



NRG1 Fusions

• Zenocutuzumab

Schram et al. N Engl J of Med 2025.



Once Undruggable

Huang et al. Signal Transduction and Targeted Therapy 2021.





KRYSTAL-1



KRAS Mutation Landscape in PDAC

Luo. Seminars in Oncology. 2021



Expanding the Repertoire



Expanding the Repertoire







What about 1st Line?



What about 1st Line?



Immunotherapy in Pancreatic Cancer

• Up to this point, immune checkpoint inhibitors with or without chemotherapy 
have been largely ineffective in the treatment of pancreatic cancer

• Vaccines may be able to unlock benefits of immune activation



Immune resistance mechanisms in PDAC



Vaccines for Pancreatic Cancer



Vaccines for Pancreatic Cancer

• ELI-002 2P
– mKRAS G12D and G12R specific antigens
– 25 patients (20 with PDAC, 5 with CRC) who were NED but had ctDNA+ or rising tumor 

markers (CA 19-9 or CEA)
– Median OS for PDAC: 28.94 months; median RFS 15.31 months

Wainberg et al. Nature Medicine. 2025



Vaccines for Pancreatic Cancer

Wainberg et al. Nature Medicine. 2025



Vaccines for Pancreatic Cancer

Wainberg et al. Nature Medicine. 2025





Personalized Neoantigen Vaccine

Rojas et al. Nature. 2023



What about locally advanced pancreatic cancer?
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PANOVA-3

Babiker et al. Journal of Clin Oncol. 2025



PANOVA-3

• Safety:
– 8.4% of TTF arm discontinued 

TTF due to AEs
– Rash in 25.9% of TTF arm (vs 

8.4%); Gr 3-4 in 1.8%
– Dermatitis in 29.9% (vs 2.9%); 

Gr 3-4 in 0%.

Babiker et al. Journal of Clin Oncol. 2025



Cancer Cachexia



Cancer Cachexia
• 187 patients, 32% of whom 

had pancreatic cancer



Summary
• Chemo remains backbone
• 10–15% actionable alterations → 

test all patients
• IO limited but evolving
• Treating cachexia may provide 

clinical benefit
• Clinical trials essential



Thanks!  
E-mail me with questions.

Jonathan.Mizrahi@ochsner.org
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