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Importance of Supportive and Palliative Care 

Median Survival of Patients With Pancreatic Cancer

• Localized/ Resectable 15 - 24 months      10%

• Locally Advanced 6 - 15 months      30%

• Metastatic/ Advanced 3 - 12 months      60%



Pancreatic cancer symptom burden
• Asthenia 85%
• Weight loss
• Anorexia
• Abdominal / epigastric pain
• Dark urine
• Jaundice
• Nausea
• Back pain
• Diarrhea
• Vomiting
• Steatorrhea
• Abdominal fullness
• Thrombophlebitis 2-3%



Recent guidelines call for early palliative care 
as a new standard

Potentially Curable Pancreatic Cancer: American 
Society of Clinical Oncology Clinical Practice 
Guideline 2016: 
“Patients should have full assessment of 
symptoms, psychological status, and social 
supports and should receive palliative care early” 

www.asco.org/guidelines/PCPC  



Supportive and Palliative Care

• Start supportive and palliative care as soon as 
diagnosis is suspected – pancreatic cancer is an 
EMERGENCY

• Assess symptoms and their speed of development
• Consider pain, weight loss, exocrine pancreatic 

insufficiency, jaundice*, delayed gastric emptying*, 
VTE, depression, etc. 

* Biliary obstruction: endoscopic stent placement
* Duodenal obstruction: endoscopic metal stent placement



Many patients assume they can be cured 
with palliative measures

• 1193 patients participating in the Cancer Care Outcomes Research 
and Surveillance (CanCORS) study receiving chemotherapy for 
stage IV lung or colorectal cancers

• 69% lung and 81% colorectal cancer patients did not understand that 
their treatment was not at all likely to cure their cancer.

• Inaccurate beliefs were higher among patients who rated their 
communication with physicians very favorably !

• Educational level, functional status, and the patient's role in decision 
making were not associated with such inaccurate beliefs about 
chemotherapy

– Weeks JC, et al. Patients' expectations about effects of chemotherapy for 
advanced cancer. N Engl J Med. 2012 Oct 25;367(17):1616-25. 



• Benefits of OUTPATIENT concurrent palliative care:
– Avoided admissions and readmissions, increase referral to 

hospice,
– Better communication and satisfaction
– Equal or lowered costs to the health system
– Equal or better symptom management 
– Equal or improved quality of life
– Equal or LONGER survival
– Not a single trial showed harm, added cost, or burden

Recent Randomized Trials document Impact of 
EARLY Palliative Care



Most Palliative Care consults in Medicare beneficiaries with Pancreatic cancer are placed close to death

Presented By Mohamed Beg at 2018 ASCO Annual Meeting



Locally advanced inoperable / metastatic 
Pancreatic Cancer



Predicting Prognosis in advanced PDAC
The MSKCC Prognostic Score (MPS)

• A modification of the Glasgow Prognostic Score 
(CRP >10 and Albumin < 3.5 g/dl)

• Neutrophil / Lymphocyte Ratio (NLR) >4 and Albumin < 4 
g/dl) get each 1 point

Andrew Cheung Yang, Abstract 4105, ASCO 2017



Gemcitabine Established as Treatment 
Standard for PDAC over 20 Years Ago

• First-line gemcitabine vs 
bolus 5-FU in advanced 
pancreatic cancer
– Median OS: 5.7 vs 4.4 mos 

(P = .0025); 1-yr OS: 18% 
vs 2%

– Clinical benefit (pain + KPS 
+ weight): 23.8% vs 4.8% 
(P = .0022)
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FOLFIRINOX Trial

Trial Schema Patient Characteristics



FOLFIRINOX Trial - Toxicity



OS 11.1 vs. 6.8 months
HR 0.55, p< 0.001

No PD at FOLFIRINOX Gem

6 months 52.8% 17.2%

12 months 12.1% 3.5%

18 months 3.3% 0  %



Time until definitive deterioration of QoL

FOLFIRINOX

Gemcitabine



Design of PRODIGE 35 PANOPTIMOX study

Presented By Laetitia Dahan at 2018 ASCO Annual Meeting



PRIMARY ENDPOINT (mITT): <br />6 months Progression Free Survival rate 

Presented By Laetitia Dahan at 2018 ASCO Annual Meeting



PROGRESSION FREE SURVIVAL (PFS)

Presented By Laetitia Dahan at 2018 ASCO Annual Meeting



OVERALL SURVIVAL (OS)

Presented By Laetitia Dahan at 2018 ASCO Annual Meeting



TOLERANCE:<br />Most common grade 3-4 adverse events

Presented By Laetitia Dahan at 2018 ASCO Annual Meeting



TOLERANCE:<br />Neurotoxicity grade 3-4

Presented By Laetitia Dahan at 2018 ASCO Annual Meeting



MPACT Trial

Median OS
8.5 vs. 6.7 months

Median PFS
5.5 vs. 3.7 months

Response Rate
23% vs. 7%

Survival



Sequential nab-pacli followed by gem 
24 hours later might be superior

• PDAC mouse model suggested that nabP potentiates 
GEM activity by reducing cytidine deaminase levels and 
scheduling may be important

• 146 patients randomized to concurrent vs. sequential 
nabP and Gem

• More side effects (hematological, fatigue, QoL
deterioration) in SEQ group

Philippa Corrie, Abs 4100 ASCO 2017

Sequential Concomitant

6 m PFS 47% 33%

Median PFS 5.8 4 months HR 0.66, CI .46-.95

Median OS 10.1 months 7.9 months HR .88, CI 0.61-1.29



Comparative Effectiveness of nab-Paclitaxel Plus 
Gemcitabine vs FOLFIRINOX in Metastatic Pancreatic 

Cancer: A Nationwide Chart Review in the United States 

Sunnie Kim et al, ASCO GI Cancers Symposium 2018 



UpToDate 2018



Second Line Therapy



Meta-analysis on 2nd line Therapy for PDAC

Sunbol et al, Cancer, 2017; 123: 4680-4686

• 5 Studies with 895 patients receiving 
monofluoropyrimidine(FP) chemo or 
combinations of FP and Irinotecan or Oxaliplatin

• HR FP+Iri vs. FP 0.64 (0.47-0.87, p=0.005) for 
PFS and 0.7 (0.55-0.89, p=0.004) for OS

• HR FP+Ox modest improvement for PFS and 
none for OS



NAPOLI-1: Nanoliposomal Irinotecan With 5-FU/LV After 
Previous Gemcitabine-Based Treatment

. Wang-Gillam A et al;. Lancet. 2016;387:545–557.

Study design: 
• Phase 3, open-label RCT;
• mPDAC
• progress on Gem-based 

treatment
Randomization:
• nal-IRI (MM-398) (n = 151)
• 5-FU + LV (n = 119)
• or nal-IRI + 5-FU + LV (n = 

117)

• Primary endpoint: OS
• Secondary endpoints: 

PFS, TTF, ORR, and 
safety

As yet unpublished data 
suggest QoL maintained 
under Nanoliposomal Iri + 
5FU/LV

Nanoliposomal irinotecan: Enhanced tumor penetration and 
retention - EPR 



Optimal therapeutic sequence ?

First-line FOLFIRINOX                    Gem Gem + Nab-P

Second-line Gemcitabine
Gem + Nab-P?

Nal-IRI + 5-FU
FOLFIRI
Ox + FP?

FOLFIRINOX?

Nal-IRI + 5-FU?
FOLFIRI?
Ox + FP?

FOLFIRINOX?

Quality of life is paramount in this setting – we need data!



Novel Approaches to PDAC Systemic Treatment



Hyaluronan: Major Component of the 
Extracellular Matrix 

• PEGPH20: recombinant 
human hyaluronidase 

• Hyaluronan degradation can
– Normalize tumor interstitial 

pressure
– Improve drug delivery



Phase II HALO-109-202: Addition of 
PEGPH20 to Gem/Nab-Pac in Metastatic 

Pancreatic Cancer

• Primary endpoint: PFS
• Secondary endpoints: ORR, OS, safety, PK

Pts with stage IV pancreatic 
cancer, no prior treatment for 

metastatic disease, KPS ≥ 70%
(planned N = 279)

Gemcitabine 1000 mg/m2 +
Nab-Paclitaxel 125 mg/m2

1 x/wk for 3/4 wks/cycle

PEGPH20 3 µg/kg IV 
2x/wk in cycle 1 then weekly +

Gemcitabine 1000 mg/m2 +
Nab-Paclitaxel 125 mg/m2

1 x/wk for 3/4 wks/cycle

Treat until 
progression, 

intolerable toxicity, 
death, or choice to 

discontinue



Phase II HALO-109-202: Preliminary 
Results

• Higher rate of thromboembolic events on PEGPH20-containing arm during first stage of enrollment 
(42% vs 25%); mitigated during second stage with addition of prophylactic enoxaparin[1]

• Phase III HALO-109-301 study of gem/nab-P ± PEGPH20 limited to HA-high pts currently 
enrolling[2]

Outcome by Population Gem + Nab-P + PEGPH20 Gem + Nab-P P Value HR

Total
 Median PFS, mos
 ORR, % (n/N)

5.7
41 (30/74)

5.2
34 (21/61)

.11

.48
0.69

HA-high
 Median PFS, mos
 ORR, % (n/N)

9.2
52 (12/23)

4.3
24 (5/21)

.05

.04
0.39

HA-low
 Median PFS, mos
 ORR, % (n/N)

5.3
37 (14/38)

5.6
38 (9/24)

.74

.96
0.89



Immune Checkpoint Inhibitors in PDAC

• Minimal to no activity 
in advanced PDAC

• 1% of pancreatic 
cancers associated 
with defective 
mismatch repair 
(dMMR/MSI-high) I
– 2 of 4 dMMR/MSI-high 

pts on pembrolizumab 
had objective 
responses
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BRCA- or PALB2-mutation carriers

• Objective responses in early trials:
– Rucaparib: 3/19 (16%)
– Olaparib: 5/23 pts (22%)
– Veliparib: 0/16 pts



Metastatic Pancreatic Cancer: ASCO 
Clinical Practice Guideline Update

Sohal, et al.

www.asco.org/gastrointestinal-cancer-guidelines ©American Society of Clinical Oncology 2018.  All rights reserved.

http://www.asco.org/gastrointestinal-cancer-guidelines


Non-metastatic Pancreatic Cancer



Pancreatic Cancer Resection Categories

• Resectable

• Borderline resectable
– A distinct category 
– Neoadjuvant therapy increases likelihood of R0 resection 

• Unresectable (eg, locally advanced or metastatic)

Ryan, David et al, New England Journal of Medicine. 371(11):1039-1049, 2014

Cancer of the pancreas: ESMO Clinical Practice Guidelines, Ducreux M et al, 2015 
https://doi.org/10.1093/annonc/mdv295

https://doi.org/10.1093/annonc/mdv295


Pancreatic Adenocarcinoma.
Ryan, David; Hong, Theodore; Bardeesy, Nabeel
New England Journal of Medicine. 371(11):1039-1049, 2014.
DOI: 10.1056/NEJMra1404198

Resectability in Pancreatic Adenocarcinoma



Whipple Procedure 
(Pancreatoduodenectomy)

en bloc removal of:
• Distal stomach
• Duodenum
• Head of pancreas 
• Distal bile duct
• Gallbladder 
• Proximal jejunum



53 resectable PDAC trials on clinicaltrials.gov



CONKO-001 
Gemcitabine vs. No Chemotherapy

JAMA. 2007;297: 267-277

R0  13.1 vs 7.3 months
R1  15.8 vs 5.5 months



ASCO 2016

ESPAC – 4 Data



PRODIGE 24/CCTG PA.6, an Unicancer GI trial: a multicenter international randomized phase III trial of adjuvant mFOLFIRINOX versus gemcitabine (gem) in patients with resected 
pancreatic ductal adenocarcinomas.

Presented By Thierry Conroy at 2018 ASCO Annual Meeting



Slide 3

Presented By Thierry Conroy at 2018 ASCO Annual Meeting



Six-month treatment completion

Presented By Thierry Conroy at 2018 ASCO Annual Meeting



Slide 7

Presented By Colin Weekes at 2018 ASCO Annual Meeting



Slide 9

Presented By Colin Weekes at 2018 ASCO Annual Meeting



Upfront Resectable Pancreatic Cancer
Primary Surgery versus Neoadjuvant Chemo

• Database of 15,237 patients, stage I or II resected 
pancreatic head Adenocarcinoma

• 2,005 patients receiving Neoadjuvant Chemo matched 
with 6,015 patients with primary surgery

• Chemo first group had improved survival compared with 
Surgery first group: 
– median survival:  26 months versus 21 month, P < 0.01; HR 0.72

• Surgery first patients vs. Chemo first patients:
– higher pathologic T stage (pT3 and T4: 86% v 73%; P < .01)
– higher positive lymph nodes (73% v 48%; P < .01)
– higher positive resection margin (24% v 17%; P < .01)

Mokdad AA et al. J Clin Oncol 2016, Sept



Many ongoing trials looking at best strategy

ESPAC-5F: randomised patients to 4 approaches



Preoperative radiochemotherapy versus immediate surgery for resectable and borderline resectable pancreatic cancer (PREOPANC) : <br />A randomized, controlled, multicenter 
phase III trial of the<br /> Dutch Pancreatic Cancer Group

Presented By Geertjan Van Tienhoven at 2018 ASCO Annual Meeting



Preoperative Radiochemotherapy Versus Immediate Surgery For  (Borderline) Resectable Pancreatic Cancer: <br />(PREOPANC) 

Presented By Colin Weekes at 2018 ASCO Annual Meeting



Resection Rate

Presented By Colin Weekes at 2018 ASCO Annual Meeting



Disease-Free Survival 

Presented By Colin Weekes at 2018 ASCO Annual Meeting



Overall Survival Analyses

Presented By Colin Weekes at 2018 ASCO Annual Meeting



Borderline Resectable Disease

• Better diffusion of chemotherapy in well-
vascularized tissues (before surgery and 
radiotherapy)

• Better tolerance and feasibility in patients before 
surgery (50% of adjuvant postoperative 
treatment not done or uncompleted)

• Decrease of the delay to the first treatment
• Downstaging effect
• Exclusion of patients with rapidly progressive 

tumours

Potential benefits of primary chemotherapy



Slide 15

Presented By Douglas Evans at 2018 ASCO Annual Meeting



Slide 16

Presented By Douglas Evans at 2018 ASCO Annual Meeting



Slide 22

Presented By Douglas Evans at 2018 ASCO Annual Meeting



Slide 23

Presented By Douglas Evans at 2018 ASCO Annual Meeting



Slide 24

Presented By Douglas Evans at 2018 ASCO Annual Meeting



Slide 11

Presented By Douglas Evans at 2018 ASCO Annual Meeting



Recent meta-analysis of primary 
chemotherapy with FOLFIRINOX

• 13 studies with 
FOLFIRINOX

• 689 patients
• 355 Locally advanced
• 63.5% received RT-CT 

after FOLFIRINOX

Suker M et al. Lancet Oncol 2016;17:801-10



Localised Primarily Unresectable Disease

Much controversy
• Primary chemotherapy standard
• Possibly followed by radiochemotherapy * 

(LAP07 trial was negative but a retrospective analysis of 
13’004 pts in the National Cancer Database showed that 
patients receiving (SB)RT did better than those only on 
chemo – ASCO 2017, Abs 4103)

• Radiological reassessment is poor in identifying 
patients who are likely resectable -If some 
response documented resubmit to MDT 
discussion and consider exploratory surgery

• Trials of intensive chemo and stereotactic RT
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