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Pancreatic Cancer – Burden of Disease
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ROLE OF CA 19-9

Park, Chawla, and O’Reilly, JAMA 2021
Fathi, Christians, George, et. al, J. Gastrointest Oncol 2015

Clinical Staging of Pancreatic cancer



5

Treatment Overview
Localized PDAC

Resectable
Borderline Resectable

Locally Advanced

Neoadjuvant Therapy
Systemic Therapy (4-6 months) 

+
Chemoradiation or SBRT

Surgery

Metastatic PDAC

Systemic Therapy

+/- Adjuvant Therapy

What is the Optimal Neoadjuvant Systemic Therapy?

Response Assessment to Neoadjuvant Therapy

Role of Radiation Therapy in the Treatment of BRPC and LAPC

Adjuvant Therapy after Neoadjuvant Therapy



6

Treatment Overview
Localized PDAC

Resectable
Borderline Resectable

Locally Advanced

Neoadjuvant Therapy
Systemic Therapy (4-6 months) 

+
Chemoradiation or SBRT

Surgery

Metastatic PDAC

Systemic Therapy

+/- Adjuvant Therapy

What is the Optimal Neoadjuvant Systemic Therapy?

Response Assessment to Neoadjuvant Therapy

Role of Radiation Therapy in the Treatment of BRPC and LAPC

Adjuvant Therapy after Neoadjuvant Therapy



7

FOLFIRINOX vs. 
Gemcitabine/Nab-
Paclitaxel
Indirect Evidence 
– SWOG 1505

Sohal, Duong, Ahmad et. al, JAMA Oncology, 2021
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FOLFIRINOX vs. 
Gemcitabine/Nab-Paclitaxel
MDACC Experience

Perri, Prakash, Qiao et. al, JAMA Surgery, 2020
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FOLFIRINOX vs. 
Gemcitabine/Nab-Paclitaxel
Patient Level Meta-analysis

Eshmuminov, Aminjonov, Palm et. al, Annals of Surgical Oncology, 2023
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FOLFIRINOX vs. 
Gemcitabine/Nab-Paclitaxel
Patient Level Meta-analysis

Eshmuminov, Aminjonov, Palm et. al, Annals of Surgical Oncology, 2023
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Radiologic Response vs. 
Pathologic Response

Xia, Fu, Wang et. al, Journal of Surgical Oncology, 2021
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Radiologic Response vs. Pathologic Response

Xia, Fu, Wang et. al, Journal of Surgical Oncology, 2021
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CA 19-9 –Metastatic Disease

George, Kent, Surinach et. al, Frontiers in Oncology, 2021
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CA 19-9 – Localized disease
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Summary

The goal of neoadjuvant systemic therapy is elimination of micro-metastatic disease more than local tumor regression

FOLFIRINOX is the preferred neoadjuvant systemic 
chemotherapy program 

patients with HRD (or high likelihood of HRD and excellent PS)

Gemcitabine/Nab-paclitaxel is a very reasonable neoadjuvant systemic chemotherapy program

Early and frequent response assessment is key

Plasticity of the tumor micro-environment may dictate switching systemic therapy programs in the peri-operative setting

Clinical trials aimed at optimizing systemic therapies in the 
peri-operative setting is crucial

Less clonally evolved tumors and increased likelihood of cure
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Alliance A021501

Katz, Shi, Myers et. al, JAMA Oncology, 2022
Figure adaptation from Hong TS, ASCO presentation
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Alliance A021501

Katz, Shi, Myers et. al, JAMA Oncology, 2022
Figure adaptation from Hong TS, ASCO presentation
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CONKO-007 Trial  – Chemoradiotherapy versus Chemotherapy in Patients with LAPC 

Fietkau, Ghadimi, Grutzmann  et. al, ASCO, 2022
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Recurrence patterns after surgery

Groot, Rezaee, Wu et al, Annals of  Surgery, 2018
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Summary

Local Recurrence alone (in the absence of systemic recurrence) was a rare occurrence in localized pancreas 
cancer due to the relatively modest mOS of patients treated with curative intent surgery

As the mOS of patients with localized pancreatic cancer continues to improve, there is an increased role for local 
control in patients treated with systemic therapy + curative intent surgery

In patients with inoperable pancreas cancer, RT can be used to consolidate local control after careful assessment 
of biology and multidisciplinary discussion

The optimal modality and dose of RT in specific situations – operable vs inoperable pancreas cancer – needs to be 
prospectively validated
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Adjuvant Chemotherapy after Neoadjuvant Therapy

Olecki, Stahl. Torres et. al, Annals of Surgical Oncology, 2021
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Adjuvant Chemotherapy after Neoadjuvant Therapy – NCDB  cohort

Kamarajah, White, Naffoujeh et. al, Annals of Surgical Oncology, 2021

N = 6560
AC = 2111
No AC = 4449



44

Adjuvant Chemotherapy after Neoadjuvant Therapy - Matched NCDB cohort 
AC =2061, No AC =2061

N0 N1 N2+

Kamarajah, White, Naffoujeh et. al, Annals of Surgical Oncology, 2021
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Adjuvant Chemotherapy after Neoadjuvant Therapy
N =520; RP, BRPC, and LAPC; at least 2 cycles of neoadjuvant FOLFIRINOX

Roessel, van Veldhuisen, Klompmaker et. al, JAMA Oncology, 2020



Treatment of Pancreatic Cancer in the Precision Medicine Era

Zheng-Lin and O’Reilly, Seminars in Oncology, 2021
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Summary

Efforts must be maximized to eliminate micro-metastatic disease

Monitoring/identifying minimal residual disease remains a challenge

The physiologic impact of curative intent, multi-modality therapy necessitates pragmatic adjuvant therapy strategies

Clinical trial participation must be maximized in the peri-operative setting to increase cure rates
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