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Topics at hand

• Evolution of Systemic Therapy in Pancreatic Cancer

• Staging and Resectability

• Sequence of Therapy



Systemic Therapy

• Evolution of Systemic Therapy – This is not a long slide deck

– Conko 01 – Gem -- 2008
– ESPAC-4 - Gem-Cap -- 2017
– FOLFIRINOX – Metastatic, LA, to resectable
– Gem-Nab?
– Gem-Cis-Nab?



CONKO-001

• Published 2008
• Randomized post resection/recovery
• R0 and R1 patients

– 19% R1 (gem) vs 15% (obs)





ESPAC-4

• Published 2017, European study  10 year gap!
• Randomized post resection/recovery
• R0 and R1 patients  60% R1!

– 46% local recurrence rate!



Conroy et al, NEJM 2018



• Extraordinarily well selected population
• Randomized after recovery from surgery
• CA 19-9 <180

• Are we really achieving mOS 54 months in the adjuvant setting in the real 
world?



What else?

• Gem-Nab – works metastatic, no strong data for adjuvant/periop
– APACT – adjuvant Gem-Nab, equally well selected patients – no OS benefit
– AGITG GAP – periop Gem-Nab – mOS 23 months, consistent with earlier trials

• CONKO-005 – adjuvant Gem-Erlotinib – no OS benefit

• Gem-Cis-Nab – active in biliary tract cancers, 70+% response in metastatic 
disease. 



Topics at hand

• Evolution of Systemic Therapy in Pancreatic Cancer

• Staging and Resectability

• Sequence of Therapy



“All I want to know is, what stage am I?”



“Resectability” trumps TNM

Standard Terminology
– Resectable
– Borderline Resectable
– Locally Advanced



Resectability, NCCN
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Topics at hand

• Evolution of Systemic Therapy in Pancreatic Cancer

• Staging and Resectability

• Sequence of Therapy



• Resectable
• Tumor is not touching important vessels
• Neoadj or Upfront Surgery?

• Borderline resectable
• Tumor is touching PV/SMV/HA/CA/SMA
• Neoadjuvant approach widely accepted

Does resectability influence sequence of therapy?



Neoadjuvant Therapy for Resectable Pancreatic Cancer





Neoadjuvant therapy – Standard of Care?

• Giving chemotherapy or radiation prior to resection for 
patients with local / regional disease

• Merits
– Front-loading therapy allows for 
Receipt of therapy
Less toxicity
In vivo evaluation of response
Identification of early metastatic disease
Trial opportunities, measurable disease
Improvement in patient performance status (Prehabilitation)



Criticisms of Neoadjuvant Therapy for Resectable
Pancreatic Cancer

• Only real chance for cure 
• Treatment sequencing does not matter – can give 

adjuvant therapy
• Window of resectability may be lost 
• Other therapies largely ineffective



• Healthy 52 y/o 
female with painless 
jaundice

• Whipple
• Uneventful 

recovery
• Adenocarcinoma, 

node (+)



3 Months Later
Biopsy proven liver mets

• Zero benefit from major 
surgery





Only Real Chance for Cure

• Radiographically occult metastatic disease in >90% resectable
pancreatic cancer

• Consensus that multimodality therapy is better than surgery alone

• “How can we get this patient all the treatments that work” not 
“How can I get this patient surgery”



Criticisms of Neoadjuvant Therapy for Resectable Pacreatic
Cancer

• Only real chance for cure - other therapies are largely ineffective
• Treatment sequencing does not matter – can give adjuvant 

therapy
• Window of resectability may be lost 
• Other therapies largely ineffective



Tzeng et al, JOGS 2014

Treatment Sequencing Does Not Matter 



• Surgery has toxicity

Treatment Sequencing Does Not Matter 

How many pts actually receive all planned 
adjuvant therapy?

Simons, Cancer 2010  (SEER) 48%

Corsini, JCO 2008 (Mayo) 60%

Herman, JCO 2008 (Hopkins) 44%

Merchant, JACS 2009 (Vanderbilt) 50%

Winter, Ann Surg Onc, 2012 (MSKCC) 60%

Conroy, NEJM, 2018 (PRODIGE) 65%



Criticisms of Neoadjuvant Therapy for Resectable
Pancreatic Cancer

• Only real chance for cure - other therapies are largely 
ineffective

• Treatment sequencing does not matter – can give 
adjuvant therapy

• Window of resectability may be lost 
• Other therapies largely ineffective



Window of Resectability May Be Lost



Criticisms of Neoadjuvant Therapy for Resectable Pacreatic
Cancer

• Only real chance for cure - other therapies are largely 
ineffective

• Treatment sequencing does not matter – can give 
adjuvant therapy and stent not an issue

• Window of resectability may be lost 
• Other therapies largely ineffective





Conroy et al, NEJM 2018



Neoadjuvant Approach
• Provides early treatment of micrometastatic disease

(at least 90% of “resectable” patients)

• Patients with rapidly progressive disease will not be subjected to non-
therapeutic   operations

• Allows for assessment of response – tailoring systemic therapy, trial options

• Logical strategy for the high incidence of positive margins.  (Katz JOGS 2012)

• Delayed recovery does not delay systemic treatment

• Tissue retrieval pre/post treatment for correlative studies



ALLIANCE A021806

• So lets answer the question!
– Resectable cancer – randomized AT DIAGNOSIS
– ECOG 0/1
– Central rads review

– Outcomes:
2 year overall survival
DFS
Margin negative resection

– Secondary analysis:
Chemotherapy tolerance/completion



The Future
• Tailoring treatment to tumor biology 

– Varied response to platinum 
chemotherapy vs gem-abraxane –
how do we predict this?

– Markers of response – PET imaging, 
ctDNA clearance, biochemical 
response, miRNA

– Duration of systemic therapy – total 
neoadjuvant? Tailored adjuvant?

– New therapies – RAS targeting, novel 
immunotherapy pathways
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