


Juan W Valle

Professor and Honorary Consultant in Medical Oncology
University of Manchester / The Christie
Manchester UK

17 Sep 2020

Virtual Annual Summit 2020: 
Improving Access to Chemotherapy 

The latest in chemotherapy



Travel Grant Celgene; NuCana; Pfizer

{ǇŜŀƪŜǊǎΩ .ǳǊŜŀǳ Imaging Equipment Ltd; Ipsen; Novartis; Nucana

Consulting or Advisory 
Role 

Agios;  AstraZeneca; Debiopharm; DelcathSystems; 
GenoSciencePharma; Imaging Equipment Ltd; Incyte; 
Ipsen; Keocyt; Merck; MundipharmaEDO; Novartis; 
Nucana; PCI Biotech; PierisPharmaceuticals; Pfizer; QED; 
Servier; Wren Laboratories 

Disclosures



Adjuvant | why adjuvant treatment?

ÅSurgery remains the cornerstone of curative therapy

ÅRelapse rates are high (90% without additional therapy)

ÅSystemic chemotherapy aims at 
ïeradicating micro-metastatic disease

ï reducing chance of disease recurrence

ï improving overall survival 

ÅCurrent standards are for a 6-month course of treatment



Adjuvant | 1,2 or 3 drugs?

ESPAC-3
Gemcitabine or 5FU: 

same results but 
gemcitabine less toxic

Neoptolemos et al JAMA 2010

ESPAC-4
Gemcitabine and 5FU: 

improved 5-year survival, 
more side-effects

Neoptolemos et al Lancet Oncol2017

PRODIGE-24
FOLFIRINOX improved 
survival compared with 
ƎŜƳŎƛǘŀōƛƴŜΧƳƻǊŜ ǘƻȄƛŎ

Conroy et al NEJM 2018
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Study Planned
(N)

Started 
N (%)

Did not start 
N (%)

Completed
N (%)

ESPAC-3 (chemo) 1088 964 (88.6%) 124 (11.4%) 624 (64.7%)

ESPAC-4 (all) 732 707 (96.6%) 25 (3.4%) 434 (61.4%

PRODIGE-24 (FOLFIRINOX) 247 238 (96.4%) 9 (3.6%) 158 (66.4%)

Neoptolemos et al JAMA 2010 Neoptolemos et al Lancet Oncol2017 Conroy et al NEJM 2018
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Died
Ineligible



Adjuvant chemotherapy | the reality

Surgery Recovery
Time-
frame

Plan for 
chemo

Start 
chemo

Complete 
chemo

Study Planned
(N)

Started 
N (%)

Did not start 
N (%)

Completed
N (%)

ESPAC-3 (chemo) 1088 964 (88.6%) 124 (11.4%) 624 (64.7%)

ESPAC-4 (all) 732 707 (96.6%) 25 (3.4%) 434 (61.4%

PRODIGE-24 (FOLFIRINOX) 247 238 (96.4%) 9 (3.6%) 158 (66.4%)

Neoptolemos et al JAMA 2010 Neoptolemos et al Lancet Oncol2017 Conroy et al NEJM 2018



Adjuvant chemotherapy | the reality

Surgery Recovery
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Å No benefit from starting in less than 8 
weeks post-op ςsafe to wait until 8-12 
weeks

Å Allow patients a chance to recover from 
surgery

Å It is more important to finish the chemo 
(6 months) than starting early after 
surgery

Å Role of pre-habilitation?
Valle et al; J ClinOncol2014 32:504-512.



Advanced disease | modest efficacy

FOLFIRINOX Institutional series

Gemcitabine1 6 months

Gemcitabine + Nab-Paclitaxel2 8.7 months

FOLFIRINOX3
11.1 months

1 year

1 Burris et al, J ClinOncol1997,  2Von Hoff et al N Engl J Med 2013, updated Goldstein D et al GI Cancers Symposium, abstract 178,  
3Conroy et al N Engl J Med 2011, 4Singhal ESMO abstract 617PD; 5 Gill et al. ASCO 2012 abstr. e14588

FOLFIRINOX4 10.8 months

10-14 months

Treatment with FOLFIRINOX is applicable in ~25% patients5

<10%

23%

32%

RR



Recent notable results | negative

Study n Setting Control 
arm

Experimental 
arm

Result

APACT1 866 Adjuvant Gem Gem/nab-P Median DFS: 19.4 mo (G/nab-P) vs 18.8 mo
(G) (HR 0.88; p=0.1824)

RESOLVE2 424 Metastatic Gem/nab-P Gem/nab-P + ibrutinib Median OS 10.8 mo (no ibrutinib) vs. 9.7 mo
(with ibrutinib)(HR 1.2; p=0.32)

HALO-3013 492 Metastatic Gem/nab-P Gem/nab-P + PEGPH20 Median OS 11.5 mo (no PEGPH20) vs. 11.2 mo
(with PEGPH20)(HR 1.0; p=0.97)

SEQUOIA4 568 Metastatic 
(2L)

FOLFOX FOLFOX + pegilodekan Median OS 6.3 mo (no pegilodekan) vs. 5.8 
mo (with pegilodekan)(HR 1.0; p=0.66)

1Tempero et al ASCO 2019 abstr4000; 2Tempero et al ESMO GI 2019 abstract O-
002; 3Tempero et al ASCO GI 2020 abstr638; 4Hecht et al ASCO GI 2020 abstr637



Recent notable results | positive
POLO study

Key eligibility criteria
ÅMetastatic pancreatic 

cancer
ÅDeleterious or 

suspected deleterious 
germline BRCA1 
or BRCA2 mutation

Åҗмс ǿŜŜƪǎ ŦƛǊǎǘ-line 
platinum-based 
chemotherapy with no 
limit to duration, 
without progression 

ÅCR, PR or SD on chemo

Randomised
3:2

No 
stratification 

factors Placebo

Olaparib tablets 
300 mg bid

maintenance

Until investigator-
assessed disease 
progression or 
unacceptable 

toxicity

Golan et al N EnglJ Med. 2019 Jul 25;381(4):317-327



Notable results | positive
POLO study

Golan et al N EnglJ Med. 2019 Jul 25;381(4):317-327

Improved progression-free survival
7.4 vs 3.8 months

HR 0.53; 95%CI 0.35 to 0.82; p=0.004

Overall survival data not mature
18.9 vs 18.1 months

HR 0.91; 95%CI 0.56 to 1.46; p=0.68

46% events



Identification of important subgroups

mOS12 mo mOS22 mo 
vs. 9 mo 
p=0.0389

1Golan et al N EnglJ Med 2019; 381:317-327; 2Golan Br J Cancer 2014; 111:1132ς1138

1. BRCA-mutated patients benefit from olaparib (vs placebo) ςPOLO study1

2. BRCA-mutated patients benefit from platinum-based chemotherapy2



Identification of important subgroups

However, <7% of patients with pancreatic cancer have an inherited BRCA1 
and/or BRCA2 mutation

Important to 
consider genetic 

referral



Identification of important subgroups

This group is bigger if we include other DNA damage repair (DDR)  
mutations 

Core DDR gene mutation
Germline/somatic BRCA1/2, PALB2

Non-core DDR mutations
ATM, ATR, ATRX, BAP1, BARD1, BRIP1, 

CHEK1/2, RAD50/51/51B, 
or FANCA/C/D2/E/F/G/L



Bailey Nature 2016

Identification of important subgroups



DDR response to platinum | not just BRCA

Pishvaianet al JCO Precision Oncology 2019; online Oct23

No difference without platinum
0.76 vs 1.13 yrs

HR 1.58; p=0.154

OS advantage if platinum used
2.37 vs 1.45 yrs

HR 0.44; p=0.000072


