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Scope of the Problem

• Worst survival of 
any 

• solid tumor
• 2022 US estimation

• 62,210 new cases
• 49,830 deaths

National Cancer Institute. 
SEER Stat Fact Sheets: Pancreas. 
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Rahib L, et al. Cancer Res. 2014;74(11):2913-2921.



Adjuvant Therapy for Pancreatic Cancer

PRODIGE 24ESPAC4

Median OS 25.5 vs 28 mo Median OS 35 vs 54.4 mo

Gemcitabine Gemcitabine + Capecitabine FOLFIRINOX

Median OS 20.2 vs 22.1 mo

CONKO-01



• 866 patients accrued

• Primary endpoint – independently assessed DFS

• Never used in an adjuvant pancreas trial

• Negative trial due to not meeting primary 
endpoint

• Clinical progression (symptoms, CA19-9, etc) 
may occur without RECIST progression on 
imaging

• Updated results at 2021 ESMO GI meeting

• Median OS 41.8 mos Gem Nab vs 37.7 mos
Gem alone (HR 0.80, p=0.009)

• 5 yr OS 38% vs 31%

APACT: Phase 3 Trial Adjuvant Nab-paclitaxel plus Gemcitabine versus 
Gemcitabine Alone in pts with Surgically Resected Pancreatic Cancer

Tempero M, et al. 2021 ESMO World Congress on GI



Diagnosis of Pancreatic Cancer is Usually Late

Initial Presentation at Diagnosis
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Rationale for Neoadjuvant Treatment

• Pancreas cancer is aggressive with 
most patients having recurrent 
disease

• Patients have difficulty tolerating 
chemotherapy after surgery

• Provides early treatment of 
micrometastatic disease

• Primary tumor is intact and relatively 
well-perfused

• Avoids surgery in patients with 
rapidly progressive disease

Ann Surg Oncol (2021) 28:2246–2256

• Retrospective review 541 patients from 
2009-2019

• Total neoadjuvant (TNT) – 89 (16%)
• Short neoadjuvant (SNT) – 452 (84%)
• More patients are able to complete 

chemotherapy
• Higher CR rate with TNT



ESPAC -5F Phase 2 Trial of Immediate Surgery vs Neoadjuvant 
Chemotherapy or Chemoradiation in Borderline Resectable Pancreas Cancer

• No difference in resection rates
• Significant survival advantage at 1 year for 

neoadjuvant therapy compared to immediate surgery 
77% vs 42%

• Neoadjuvant 
FOLFIRINOX 
demonstrated the 
best survival at 1 yr
but was also 
associated with 
more toxicity

Paula Ghaneh, et al. ASCO 2020



• The primary outcome was 2-year 
overall survival (OS), using a pick-
the-winner design

• 12 weeks preoperative, 12 weeks 
postoperative

• Median OS 23.6 mos GemNab vs 
23.2 mos mFOLFIRINOX

JAMA Oncol. 2021;7(3):421-427



Management of Advanced Pancreatic Cancer

PRODIGE 4 / ACCORD 11MPACT

Conroy T, et al. NEJM 2011.
Von Hoff D, et al. NEJM 2013.

Gemcitabine and nab-paclitaxel FOLFIRINOX





2019 Molecular profiling added to the NCCN guidelines



• 1856 patients referred to KYT between 
June 2014 and March 2019

• About 25% of pancreatic cancer harbor 
actionable molecular alterations

• Patients receiving matched therapy had 
significantly longer median overall 
survival compared to patients receiving 
unmatched therapies.

Lancet Oncology 2020; 21:508-18.



• Germline BRCA 1/2  - only 7%

• 3315 pts screened to enroll 154 

NEJM 2019;381:317-327. 



COMPASS

Antras JF, et. J Clin Oncol 40, 2022 (suppl 16; abstr 4024)

Survival ≤3 mo
- Enhanced RAS signaling
- Deregulation of the PI3K/AKT/mTOR pathway
- Basal-like transcriptomic subtype. 



COMPASS Trail

Antras JF, et. J Clin Oncol 40, 2022 (suppl 16; abstr 4024)

Molecular signature for germline and
somatic BRCA2 mutations are similar

HRD+ associated with improved survival



COMPASS Results: Overall Survival by Chemotherapy 



• KRAS mutations occur in approximately 90% of pancreatic 
cancer, and approximately 2% of these are KRAS G12C 
mutations.

• Adagrasib irreversibly and selectively binds KRAS G12C

• 12 pts with PDAC (median 3 prior lines of therapy), 10 were 
evaluable for clinical activity

– PRs were seen in 50% (5/10)
– DCR was 100% (10/10)

KRYSTAL-1: adagrasib (MRTX849) in patients with pancreatic cancer 
and other GI tumors harboring a KRAS G12C mutation

TS Bekaii-Saab, et al. ASCO GI 2022



CodeBreak 100: Phase I study of AMG 510, sotorasib, 
in patients with advanced solid tumors (ASCO 2022 Strickler)

Sotorasib is a small 
molecule that specifically 
and irreversibly inhibits 
KRASG12C by covalently 
binding to a pocket of the 
switch II region that is 
present only in the 
inactive GDP-bound 
conformation

Stable disease seen in 6 
of 8 pancreatic cancer 
patients



Phase 3 Clinical Trials

Reference Clinical Trial Results

NCT02715804(JCO 2020) HALO 109-301 (Gem/Nab +/- PEGPH20)
N=494

OS 11.2 (PEG) vs 11.5 mo
(HR 1, p=0.97)

NCT02993731 (ESMO 2021) CanStem111P (Gem/Nab +/- napabucasin)
n=1134

OS 11.73 (nap) vs 11.43 mo

NCT03504423 (ASCO 2022) Avenger 500 (FOLFIRINOX +/- CPI-613)
n=528

OS 11.1 (CPI) vs 11.7 mo
(HR 0.95, p=0.655)

NCT03665441(ASCO Gi 2022) Trybeca-1 (2nd line chemo + Eryaspase) OS 7.5 (Ery) vc 6.7 mo
(HR 0.92, p=0.375)



Phase 3 Clinical Trials



Dr. Vincent Chung
MORPHEUS-PDAC
Tiny URL placeholder

Phase Ib/II, open-label, randomised evaluation of atezolizumab
plus RO6874281 vs control in MORPHEUS–pancreatic ductal 
adenocarcinoma (PDAC) 

ꟷ RO6874281 (also called FAP-IL2v) is a novel, monomeric, tumour-targeted IL2v that comprises a fusion 
of a single IL2v moiety to a human IgG1 antibody against fibroblast activation protein-α (FAP), which is 
highly expressed in PDAC1

ꟷ IL2v preferentially expands and activates CD8 T and NK cells in the periphery and tumours but not Treg 
cells

ꟷ RO6874281 was developed to overcome limitations of wild-type IL-2 by activating immune effector cells 
and selectively promoting immune responses in the microenvironment of the tumors that overexpress 
FAP

Gemcitabine + nab-paclitaxel or 
mFOLFOX-6 (2L control)

Metastatic PDAC
Progressed after 1L 5-FU– or 

gemcitabine-based 
chemotherapy in metastatic 

setting Other combination

Atezolizumaba + RO6874281, Q2Wb,e (2L)MORPHEUS-
PDAC
NCT03193190 Bi
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Atezolizumab + 
RO6874281f (3L)

aAtezolizumab 840 mg IV Q2W in a 28-day cycle. bRO6874281 10 mg IV Day 1 and 15 mg 
IV on Days 8, 15 and 22 of Cycle 1, and 15 mg on Days 1 and 15 of each subsequent 
cycle in a 28-day cycle. cAtezolizumab 1200 mg IV Q3W in a 21-day cycle. dRO6874281 
10 mg IV Q3W in a 21-day cycle. ePatients not eligible for 3L atezolizumab + RO6874281 
arms. fMajority of the patients received Q3W regimen, and 1 patient received Q2W 
regimen. 1Shi M. World J Gastroenterol. 2012.

High-avidity binding 
to FAP on tumour 

stroma

IL2v fused to the 
Fc region
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Final Thoughts

• Accelerating progress in pancreatic cancer research

• Pancreatic cancer can be divided into molecular subtypes

• Targeted treatments improve overall survival

• Novel trial designs will help accelerate drug development in pancreatic 
cancer

Gemcitabine Erlotinib
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FOLFIRINOX
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Olaparib


