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Objectives

• Localised pancreatic cancer: resectable versus unresectable

• -> chemotherapy (neoadjuvant/adjuvant)

• -> chemoradiotherapy

• -> Radiotherapy techniques including SABR

• Metastatic pancreatic cancer



Resectable (10-20%)

• Surgical resection is the only potentially curative treatment. 

• Furthermore, prognosis is poor, even after a complete (R0) 
resection. 

• Even though it looks like tumour completely resected, a high 
proportion of patients relapse which must mean microscopic 
cells (not visible on scan) left behind



Adjuvant chemotherapy

• Chemotherapy is the use of cytotoxic medications to destroy 
rapidly growing cells

• Adjuvant refers to giving it following definitive treatment to 
improve the odds of cure/long term DFS

• Comes with significant risks: life threatening neutropenic 
sepsis and thromboembolism, and other risks can be specific 
to particular chemotherapy



• 368 patients randomised following Whipple’s for pancreatic 
adenocarcinoma (R0/R1) (2007)

• 6 months Gemcitabine versus observation

• DFS 13.4 months gemcitabine versus 6.9 months observation

• DFS at 3 years gemcitabine = 23.5% versus DFS at 3 years 
observation = 8.5%

• Median OS 22.8 months Gemcitabine versus 20.2 months 
observation



• Median OS 23 months 5FU versus 23.6 months with 
Gemcitabine = no statistically significant difference

• 14% 5FU versus 7.5% Gemcitabine experienced serious 
treatment related adverse events (p=0.001)



• 6 cycles Gem Cap versus 6 cycles Gem: median OS 28 months 
versus 25.5 months

• Higher toxicity for Gem Cap arm of study but considered 
acceptable, therefore became new standard of care in 2017



• 493 patients randomised between gemcitabine vs mFolfirinox
for 24 weeks after pancreatic adenocarcinoma resection 
(R0/R1), PS0/1

• N0/N1 both allowed in trial but stratified between groups









Radiotherapy

• Ionising radiation usually delivered using a linear accelerator

• Cause ionisation of atoms leading to DNA damage within cell 
nuclei

• Some damage is repairable and other cells die

• Aim: to kill the cancer cells but cause only repairable damage 
to normal tissue (or no damage at all)



Radiotherapy for pancreatic 
cancer
• Conventionally fractionated radiotherapy

• Significant OARs: duodenum, kidneys (functioning renogram), 
spinal cord, small bowel, liver



Chemoradiotherapy

• Chemotherapy and radiotherapy used together to increase 
radiation sensitivity and improve cancer cell death

• Also increases side effects



Locally advanced 
(unresectable) pancreatic 
cancer (30-40%)



Scalop 4

• Locally advanced unresectable pancreatic cancer: Primary < 
7cm, PS0-1, eGFR >50 (need EDTA or functioning renogram)

• Induction chemo Gem/Cap x 3 -> Restage with 4th cycle 
gem/cap while planning -> Randomised 1:1 between 
concurrent CRT 50.4Gy/28# + capecitabine 830mg/m2  versus 
CRT with gemcitabine





• Big meta-analysis of neoadjuvant mFolfirinox in BRPC: showed 
favourable median OS 22.2 months

• Resection rate = 67.8%



Neoadjuvant mFolfirinox: RCT



Do these patients need adjuvant 
chemo after? 
• Only if Node positive (median OS 26/12 with adjuvant chemo 

versus 13/12 without adjuvant chemo)

• If node negative adjuvant chemotherapy offers no survival 
benefit in those who have received neoadjuvant 
chemotherapy 



SABR

• Highly precise form of hypofractionated radiotherapy (high 
dose delivered in a single fraction), initially developed to treat 
small brain tumours and functional abnormalities of the brain. 

• SABR = stereotactic ablative body radiotherapy: ablative 
radiation doses delivered in a single or few (up to 5 fractions)



SABR for pancreatic cancer

• Can be used as alternative to conventionally fractionated 
radiotherapy for consolidation or retreatment (alternative to 
surgery)

• 18-36Gy/3#

• Rapid dose fall off outside of target volume, meaning radiation 
doses to organs at risk can be optimised





Metastatic pancreatic cancer: 3 x 
chemo choices
• Folfirinox: PS0/1: fortnightly IV chemo; ORR 30%, 

• median OS = 11/12

• Gemcitabine + Abraxane: (PS0/1): ORR 20%, median OS = 8/12

• Weekly Gemcitabine: Ps2+: ORR 10%, 

• median OS 6/12 (NB max bili = 1.5x above ULN)

• 2nd line = something on list above haven't already used, or single 
agent cape (NB can only use gem/abraxane 1st line)



For chemotherapy

• Need to have good performance status

• Need to have good renal and liver function

• Regular visits to hospital, blood tests etc

• Chemotherapy side effects

• Supportive measures: analgesia, Creon



New directions for systemic 
treatment
• Investigating PARP inhibitors for BRCA patients with metastatic 

pancreatic cancer

• Nimotuzumab + gem versus placebo + gem for KRAS mutated 
pancreatic cancer

• Stroma targeting agents in addition to chemotherapy

• Immunotherapy for pancreatic cancer



Questions?


