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Epidemiology

• Pancreatic cancer: about 3% of 
all cancers in the US, and 
about 8% of all cancer deaths

• Estimated 62,210 new 
diagnoses in 2022 - 32,970 
men and 29,240 women

• 49,830 deaths (25,970 men 
and 23,860 women

• For all stages combined, 
pancreatic cancer has the 
lowest 5-year relative survival 
rate - 11%

American Cancer Society, Petrick JL et al. Int J Cancer. 2016;139(7):1534-1545, Okuda K et al. J 
Gastroenterol Hepatol. 2002;17:1049-1055, Bertuccio P et al. Ann Oncol. 2013;24(6):1667-1674.



Figure 2 
PRODIGE 24–ACCORD 

Conroy T, et al. N Engl J Med. 2018 Dec 20;379(25):2395-2406.

• Multicenter, randomized, open-label, phase 3 trial conducted at 77 
hospitals in France and Canada

• 493 patients with resected PDAC randomized to mFOLFIRINOX or 
weekly gemcitabine for 24 weeks

• Primary end point – DFS

• Secondary end points – OS, safety
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• mOS: 54.4 mos vs. 35.0 mos (HR 0.64; 0.48 -
0.86; P=0.003)

• OS rate at 3 years: 63.4% vs. 48.6%
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• Relapsed disease







1996: 
Gemcitabine

2005: 
Erlotinib

2010: 
FOLFIRINOX

2013: Nab-
Paclitaxel

2015: 
nal-IRI

Milestones in systemic therapy for advanced pancreatic cancer

2019: 
Olaparib

2020: 
Pembrolizumab



Frontline therapies



FOLFIRINOX vs. gemcitabine

Conroy T et al. N Engl J Med 2011;364:1817-1825.

Time until definitive deterioration 
more than 20 points for EORTC QoL
Questionnaire C30 global health 
status/quality of life. 

PRODIGE 4/ACCORD 11



Gemcitabine +/- nab-Paclitaxel 

Von Hoff DD et al. N Engl J Med 2013;369:1691-1703.

MPACT



Wang-Gillam A, et al. Lancet. 2016 Feb 6;387(10018):545-557.

NAPOLI-1

• Global, phase 3, randomised, open-label trial 
• Patients with metastatic pancreatic ductal adenocarcinoma previously treated 

with gemcitabine-based therapy 
• Randomly assigned (1:1) to 5FU/LV +/- nanoliposomal irinotecan

• Primary endpoint was overall survival (ITT)



Andrea Wang-Gillam, et al. Lancet, Volume 387, Issue 10018, 545 - 557

NAPOLI-1



Incidence (%)

KRAS Mutation 90%
CDKN2A 90%
p53 70%
SMAD4 55%
chromatin 20% 
DNA repair 17%

germline BRCA 4 - 7%
cell-cycle regulators 15%
WNT 10%
Robo/slit pathway 5%
Notch signaling 5%

Mutations Associated with Pancreatic Cancer

Lai, E., Ziranu, P., Spanu, D. et al. BRCA-mutant pancreatic ductal adenocarcinoma. Br J Cancer 125, 1321–1332 (2021).



• Open-label, randomized, multicenter, two-arm phase II trial

• Patients with untreated gBRCA/PALB2+ stage III to IV PDAC 

• Cisplatin 25 mg/m2 + Gemcitabine 600 mg/m2 on D3 and D10 

• +/- Veliparib 80 mg bid D1 to 12 q3 weeks

• Primary end point - RRs evaluated separately using a Simon two-stage design

• Secondary end points PFS, DCR, OS, safety, and correlative analyses.

O'Reilly EM, et al. J Clin Oncol. 2020 May 1;38(13):1378-1388.

Gemcitabine/Cisplatin
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Gemcitabine/Cisplatin



O'Reilly EM, et al. J Clin Oncol. 2020 May 1;38(13):1378-1388.

Gemcitabine/Cisplatin



POLO: Olaparib

Golan T, et al. Maintenance Olaparib for Germline BRCA-Mutated Metastatic Pancreatic Cancer. N Engl J Med. 2019 Jul 25;381(4):317-327.

• Randomized, double-blind, placebo-controlled, phase 3 trial 

• Patients with germline BRCA1 or BRCA2 mutation and metastatic pancreatic cancer

• Must not have progressed during first-line platinum-based chemotherapy

• Randomly assigned 3:2 to maintenance olaparib tablets (300 mg bid) or placebo

• Primary end point - PFS by blinded independent central review.
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Le DT et al….N engl j med 372;26 - June 25, 2015

CPI in dMMR PDAC



Le DT et al….N engl j med 372;26 - June 25, 2015

CPI in dMMR PDAC



JCO Volume 38, Issue 1 (January 01, 2020) 1-10. Published online November 04, 2019.

• 233 patients with multiple 

tumor types: median 

follow up = 13.4 mo

• ORR = 34.3%, PFS 4.1 mo

mOS 23.5 mo

Pancreatic cancer n=22, ORR 18.2%, PFS 2.1m, mOS 4m

CPI in dMMR PDAC



Ignacio Garrido-Laguna & Manuel Hidalgo. Nature Reviews Clinical Oncology 12, 319–334 (2015)

Pancreatic cancer therapies



Phase 1 study of palbociclib in combination with cisplatin or carboplatin in advanced 
solid malignancies

Winship3263

• Cycling dependent kinases (CDK) regulate the 
orderly progression of dividing cells through 
various stages of the cell cycle

• Alterations in this family of kinases are frequently 
described in solid malignancies leading to the 
recognition of CDKs as valid targets of anticancer 
therapy

Malumbres M, Barbacid M: Cell cycle, CDKs and cancer: a changing paradigm. Nat Rev Cancer 2009, 9:153-166.

palbociclib (PD-991) + carboplatin (Carbo) was synergetic against NCI-H520 cell line



Winship3263

Synergy, additivity and antagonism of palbociclib in combination with 
cytotoxic agents commonly employed for the treatment of squamous and 

non squamous NSCLC

Secondary Objectives
• Characterize PK profiles 
• Preliminary anti-tumor efficacy
• PK/PD correlative analyses 

(palbociclib trough conc. and CDK4 
inhibition read-outs in tumor and 
surrogate samples - C1D22)

• Assess potential association between 
tissue-based biomarkers and efficacy

Primary Objectives
• Safety and tolerability of palbociclib + cis or carbo
• RP2D of the tested combinations

Clinical trial information: NCT02897375 

Sponsor: Pfizer

Expansion cohorts: NSCLC, 
pancreatico-biliary cancers.



Winship3263



#2085; A Phase 1 Study of Palbociclib in 
Combination with Cisplatin or Carboplatin in 
Advanced Solid Malignancies

9-13 September 2022



• PK Assessments: 
– Cisplatin and carboplatin using 

peripheral blood samples on C1D1 
and C2D1

– Trough samples for palbociclib will 
be determined on C1D15 and C1D22

• PD Assessments
– Protein expression by IHC - CDK4 

inhibition using surrogate skin 
biopsy samples

– pRB, Ki67 and CDK4 expression 

• Gene expression and somatic 
mutations by NextGen platform
– LKB1, RB1, Cyclin D, CDK4, CDK6 and 

KRAS 

Correlatives/Exploratory Endpoints



Winship 4146: OniLon

Primary objective - RP2D of the combination therapy 

 Stage IV or locally advanced 
unresectable GI adenocarcinomas 
(Gastric, Esophageal [EA], Pancreatic 
[PDAC], biliary tract cancer [BTC], CRC)

 Progression of disease after at least 1 
prior line of therapy (including 
Irinotecan).

 Exclusion criteria included patients 
homozygous for the UGT1A1*28 allele 
(UGT1A1 7/7 genotype) or 
heterozygotes for UGT1A1*28 
(UGT1A11 7/6 genotype) 

 Trial design - standard 3+3

Phase I/II Study of Trifluridine/Tipiracil (TAS102) in Combination with Nanoliposomal
Irinotecan (NAL-IRI) in Advanced GI Cancers

Olatunji B. Alese, Walid L. Shaib, Mehmet Akce et. al…Annals of Oncology 32, S200



Winship 4146: OniLon

Olatunji B. Alese, Walid L. Shaib, Mehmet Akce et. al…Annals of Oncology 32, S200

• 46 patients screened; 24 patients enrolled.
• Screen failures were due to homozygous 

UGT1A1 enzyme status that could only have 
been determined after screening. 

• All the patients were treatment refractory; 
median age 66.5 years. 

• 18 CRC, 4 PDAC, 1 BTC, and 1 EA
• MTD = RP2D 
- TAS-102: 35mg/m2 bid on days 1-5 
- Nal-IRI: 60mg/m2 IV on day 1

Most common tx related toxicities: neutropenia, nausea, fatigue, 
diarrhea, vomiting and anorexia. 

2021 ESMO World Congress on GI Cancer



Winship 4146: OniLon

Olatunji B. Alese, Walid L. Shaib, Mehmet Akce et. al…Annals of Oncology 32, S200

• Disease control rate was 62.5%. 

• One CRC patient who had had progression of disease after 4 lines of therapy, achieved 
and maintained partial response (55% reduction in tumor volume) for 12 months on the 
study.

• Fourteen additional patients (EA=1, BTC=1, CRC=10 and PDAC=2) had stable disease as 
best response.

• A dose expansion phase II of this study is currently enrolling PDAC patients. 



Conclusion

• Adjuvant chemotherapy is very important in reducing risk of 
recurrence following resection of PDAC

• Treatment options for relapsed pancreatic cancers are expanding, 
mostly due to novel molecular targets 

• Additional efforts are ongoing in the discovery of predictive 
biomarkers
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