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1) Making sense of the present… 



FOLFIRINOX and the likes… 

Early tumor shrinkage as a predictor of favorable 
outcomes in patients (pts) with advanced pancreatic 
cancer treated with FOLFIRINOX 

Second-line chemotherapy by FOLFIRINOX with 
unresectable pancreatic cancer (phase I, II study) 

Peri-operative modified FOLFIRINOX (mFOLFIRINOX) in 
resectable pancreatic cancer (PDAC): A pilot study 

Feasibility and impact on resectability of FOLFIRINOX in 
locally-advanced and borderline pancreatic cancer 

Is neoadjuvant chemoradiation important in borderline 
resectable pancreatic cancer (BRPC)? Clinical and 
surgical outcomes associated with preoperative 
FOLFIRINOX alone in BRPC 

The impact of maximum tumor shrinkage of primary 
site (MTSP) by FOLFIRINOX in the first-line treatment of 
pancreatic cancer 

Final analysis of a phase II study of modified FOLFIRINOX 
in locally advanced and metastatic pancreatic cancer 

Safety and efficacy of dose-modified FOLFIRINOX on 
toxicity and effectiveness in Japanese patients with 
unresectable pancreatic cancer (PC) 

The impact of modified Glasgow Prognostic Scale as 
a predictor of survival advantage by FOLFIRINOX in 
metastatic pancreatic cancer 

Prognostic/Predictive factors 

Early stage disease 



Nab-PTX/Gem-based… 

Interim results of a randomized phase II study of PEGPH20 added to 
nab-paclitaxel/gemcitabine in patients with stage IV previously 
untreated pancreatic cancer. 

Comparative effectiveness and resource utilization of nab-paclitaxel 
plus gemcitabine (nab-P+G) versus gemcitabine monotherapy (G) in 
first-line treatment of advanced pancreatic adenocarcinoma (PDAC) in 
a U.S. community oncology setting. 

Gemcitabine (G) + nab-paclitaxel (nab-P) versus G in patients (pts) with 
advanced pancreatic cancer (PDAC) after FOLFIRINOX: A single center, 
retrospective review. 

Neoadjuvant nab-paclitaxel and gemcitabine (AG) in borderline 
resectable (BR) or unresectable (UR) locally advanced pancreatic 
adenocarcinoma (LAPC) in patients ineligible for FOLFIRINOX. 

A phase II study of Chinese patients (pts) treated with nab-paclitaxel 
(nab-P) plus gemcitabine (Gem) for metastatic pancreatic cancer 
(MPC). 

Nab-paclitaxel plus gemcitabine followed by 
radiotherapy with concurrent 5-FU in locally 
advanced unresectable pancreatic cancer: A 

Western Australian experience 



…and new kids on the block (nal-IRI) 



Some (undue???) comparisons... 



2) Paving the way for the future… 



Molecular profiling in advanced PDAC 



Potentially actionable aberrations can 
be found in both tissue and blood 



Will this lead to personalized treatment options??? 

See also abs 272: Molecular prescreening (MP) to treat patients (pts) with 
advanced pancreatic cancer (PC) in early clinical trials. 



…and are elderly pts any different??? 



2) Are we anywhere closer to the 
future after ASCO GI??? 



Not really!!! 

A phase Ib dose escalation, safety, and tolerability study of sonidegib 
in combination with gemcitabine in patients with locally advanced or 

metastatic pancreatic adenocarcinoma. 

Mechanism of action Smo Inhibitor (LDE225) 

Pt population Mixed pretreated/untreated PDAC (n=18) 

Sonidegib (MTD) 
Gem 

400 mg/d 
1000 mg/m2, 3/4 wks 

DLTs 
G3 mucositis (1 pt) 
G3 CK elevation (1 pt) 
G3 ALT elevation (1 pt) 

ORR 
 
11.1% 

mPFS 4.9 mos 



Multikinase inhibition + Gem 
Yet another failure… 



Alternating electric fields (TTFields) + Gem 
Are conclusions justified by results? 



AtuPLEX (liposomal siRNA formulation against hPKN3) 
+ Gem 



Feasible, but… 
is Gem monotherapy the appropriate historical benchmark??? 



Apoptosis modulation + nab-PTX/Gem 



Apoptosis modulation + nab-PTX/Gem 
Not quite there yet… 



Targeting AA metabolism  
(Combo w mFOLFIRINOX) 



CPI-MTD set at 500 mg/m2 

Dose escalation??? 

DLTs??? 

Promising activity 



Targeting pancreatic cancer stem cells: 
BBI608 + weekly PTX (Phase Ib/II) 

Mechanism of action (BBI608) STAT3 inhibitor 

Pt population 

Pretreated PDAC (n=41, median 2 lines) 
  Gem 81% 
  FOLFIRINOX 71% 
  Taxanes 44% 

RP2D BBI 480 mg bid/PTX 80 mg/m2/wk 

G3 AE 
Diarrhea 4.9% 
Abdominal pain 4.9% 
Nausea 2.4% 

ORR/DCR 
  All pts 
  Taxane-naive 

 
7%/52% 
11%/63% 

mPFS/mOS (wks) 
  All pts 
  Taxane-naive 

 
10/24 
16/30 



Targeting pancreatic cancer stem cells: 
Demcizumab/Gem ± nab-PTX (Phase Ib) 

Mechanism of action (DEM) Anti-DLL4 (Notch inhibitor) 

Pt population Untreated PDAC (n=56) 

DEM 
Gem 

2.5 mg/Kg q 2 or 4 wks or 5 mg/Kg q 4 wks 
1000 mg/m2, 7/8 wks 3/4 wks 

DEM (truncated through Day 70) 
Gem 
Nab-PTX 

2.5, 3.5 or 5 mg/Kg q 2 wks 
1000 mg/m2, 3/4 wks 
125 mg/m2, 3/4 wks 

AE (>20%) 

Fatigue 36% 
Nausea 32% 
Vomiting 23% 
Hypertension 21% 
Diarrhea 20% 

ORR 
  cohorts 1-3 
  cohorts 4-7 

 
25% 
50% 

mPFS/mOS (truncated DEM, mos) 9/10.1 

Cohorts 1-3 

Cohorts 4-7 



Trials in progress: 
Finding a place for immunotherapy 

A pilot study of immune checkpoint 
inhibition (tremelimumab and/or 
MEDI4736) in combination with radiation 
therapy in patients with unresectable 
pancreatic cancer. 

Ibrutinib + durvalumab (MEDI4736) in 
patients (pts) with relapsed or refractory 
(R/R) pancreatic adenocarcinoma (PAC): A 
phase Ib/II multicenter study. 

Randomized phase II study of the safety, 
efficacy, and immune response of GVAX 
pancreas (with cyclophosphamide) and 
CRS-207 with or without nivolumab in 
patients with previously treated metastatic 
pancreatic adenocarcinoma (STELLAR). 

nab-paclitaxel (nab-P) + nivolumab (Nivo) ± 
gemcitabine (Gem) in patients (pts) with advanced 
pancreatic cancer (PC). 



Trials in progress: 
Pathway inhibition: will we ever find the right one??? 

A phase I trial with cohort expansion of BYL719 in 
combination with gemcitabine and nab-paclitaxel in 
locally advanced and metastatic pancreatic cancer. 

A multicenter phase II study of istiratumab (MM-
141) plus nab-paclitaxel (A) and gemcitabine (G) in 
metastatic pancreatic cancer (MPC). 
  

A randomized, multicenter, double-blind, placebo-
controlled study of the Bruton tyrosine kinase 
inhibitor, ibrutinib, versus placebo in combination 
with nab-paclitaxel and gemcitabine in the first-line 
treatment of patients with metastatic pancreatic 
adenocarcinoma (RESOLVE). 

Ibrutinib + durvalumab (MEDI4736) in patients 
(pts) with relapsed or refractory (R/R) pancreatic 
adenocarcinoma (PAC): A phase Ib/II multicenter 
study. 

IGF1-HER3 
bispecific mAb 

BTK inhibitor 

RTKs 

Class I, PI3K 



Trials in progress: 
Targeting cancer metabolism 

A phase I/II study combining tosedostat with capecitabine in 
patients with metastatic pancreatic adenocarcinoma. 



Trials in progress: 
Integrating therapeutic strategies 

A pilot study of immune checkpoint inhibition 
(tremelimumab and/or MEDI4736) in 
combination with radiation therapy in 
patients with unresectable pancreatic cancer. 

Phase I study of veliparib with gemcitabine 
and radiation therapy in patients with 
borderline resectable and locally advanced 
unresectable pancreatic cancer. 

Prospective phase I study of nab-paclitaxel plus gemcitabine 
with concurrent MR-guided IMRT in patients with locally 
advanced or borderline resectable pancreatic cancer. 



Grazie per l’attenzione!!!! 


