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Outline

● Pancreatic Cancer

- PARPi update 

- Stroma update 

- (Neo)adjuvant update



PARPi in pancreatic cancer



Olaparib as maintenance treatment following <br />first-line platinum-based chemotherapy in patients with a germline BRCA mutation and metastatic pancreatic cancer: Phase III POLO 
trial

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



Study design

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



Primary endpoint: PFS by blinded<br />independent central review*

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



OS: interim analysis, 46% maturity*

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



Randomized Phase II Cisplatin, Gemcitabine +/- Veliparib; Germline BRCA/PALB2

Presented By Eileen O''Reilly at 2020 Gastrointestinal Cancer Symposium



Patient Demographics (N= 50)*

Presented By Eileen O''Reilly at 2020 Gastrointestinal Cancer Symposium



Presented By Eileen O''Reilly at 2020 Gastrointestinal Cancer Symposium



Presented By Eileen O''Reilly at 2020 Gastrointestinal Cancer Symposium



Targeting stroma in pancreatic cancer

PEGPH20
Pamrevlumab



HALO-202: Phase 2 Randomized Study



PFS HA-High (Stage 1 & 2)



Other Phase II and III Clinical Trials with PEGPH20 



HALO 109-301 Study Design

Presented By Margaret Tempero at 2020 Gastrointestinal Cancer Symposium



Overall Survival

Presented By Margaret Tempero at 2020 Gastrointestinal Cancer Symposium



Slide 10

Presented By Margaret Tempero at 2020 Gastrointestinal Cancer Symposium



Response Outcomes

Presented By Margaret Tempero at 2020 Gastrointestinal Cancer Symposium



Response Outcomes

Presented By Margaret Tempero at 2020 Gastrointestinal Cancer Symposium



Drugs that failed in clinical trials involving pancreatic 
adenocarcinoma:  2004-2014

Pharmacol Ther. 2015 Aug 20. pii: S0163-7258(15)00164-3



Drugs that failed in clinical trials involving pancreatic 
adenocarcinoma:  2015-2018



Current clinical trial model

Phase I – treatment refractory advanced multi-histology

Phase II – histology-specific advanced tx refractory / tx naive

Phase III – randomized histology-specific advanced tx refractory / tx naive

Correlatives – paired biopsy specimens

Issues:

sufficient material?

successful paired specimens?

heterogeneity, representative?

prior treatment effect?



“Window of opportunity” study

Early stage disease

Correlatives – paired biopsy specimens

Issues:

sufficient material?

successful paired specimens?

heterogeneity, representative?

prior treatment effect?

Neoadjuvant treatment SOC +/- DRUG X

Pre-Tx
biopsy

Surgical resection

Post-Tx
“Biopsy”



Targeting stroma in pancreatic cancer

PEGPH20
Pamrevlumab



Neoadjuvant setting 

● Pamrevlumab

– Fully recombinant human monoclonal antibody against 
connective tissue growth factor -1 (CTGF-1) 

● Studies in Idiopathic pulmonary fibrosis

● Phase I/II trial of Locally advanced Unresectable Pancreatic 
adenocarcinoma

– 37 pts 2:1 randomization gemcitabine/nab-paclitaxel +/-
pamrevlumab









Phase III trial ongoing

Locally Advanced 
Pancreatic cancer

Stratification:
• SMA> or <1800

• Unreconstructible or 
reconstructible

• Geographic region

Arm A
G/NP + Pamrevlumab

Arm B
G/NP + placebo

1:1

Neoadjuvant treatment
6 cycles

Surgical resection

Primary Endpoint = OS

Surrogate endpoint for accelerated approval = 
proportion of randomized pts achieving R0/R1 resection

Resected tissue 
collected for 

exploratory analysis



“Window of opportunity” study

Resectable disease

Correlatives – paired biopsy specimens

Issues:

sufficient material?

successful paired specimens?

heterogeneity, representative?

prior treatment effect?

Neoadjuvant treatment SOC +/- DRUG X

Pre-Tx
biopsy

Surgical resection

Post-Tx
“Biopsy”



Trial Study Arms #
pts Dates Where done DFS (m) mOS (m)

CONKO-001
Gemcitabine

354 20071

(1998-04)
Germany Austria

13.4 22.1

observation 6.9 20.2

ESPAC-4
Gemcitabine

569 20172

(2008-14)

GB,Germany,
France, Sweden

13.1 25.5

Gem + Capecitabine 13.9 28.0

PRODIGE 24
Gemcitabine

493 20183

(2012-16)
France, Canada

12.8 35

FOLFIRINOX 21.6 54.4

APACT
Gemcitabine

866 20194

(2014-18)
International

18.8 36.2*

Gem + nab-paclitaxel 19.4 40.5*

Adjuvant Pancreatic Cancer
Clinical Trials Summary

1. Oettle et al.  JAMA (2007) 297: 267-77.
2. Neoptolemos et al. Lancet (2017) 389: 1011-24.
3. Conroy et al. NEJM (2018) 379: 2395-2406.
4. Tempero et al.  ASCO 2019. Abstract #4000.

16.6

13.7



Neoadjuvant Therapy for Resectable Pancreatic 
Cancer?

Advantages Disadvantages
 Greater ability to administer 

systemic therapy without delay 
or concern regarding 
postoperative complications

 Can assess drug sensitivity of 
tumor in vivo 

 Can select patients most likely 
to benefit from surgical 
intervention

 Could lose window of 
opportunity for curative 
operation? 

 Requires preoperative 
biopsy/biliary decompression 
and stent management

Slide credit: clinicaloptions.com



SWOG S1505: Perioperative mFOLFIRINOX vs 
Gem/nab-Paclitaxel for Resectable Pancreatic Cancer

 Randomized, open-label phase II trial

Sohal. ASCO 2020. Abstr 4504. NCT02562716. Slide credit: clinicaloptions.com

Patients with resectable* 
pancreatic 

adenocarcinoma; no 
previous cancer therapy; 

Zubrod PS 0/1
(N = 147 enrolled; n = 102 

eligible and evaluable)

Gemcitabine/nab-
Paclitaxel‡

Days 1,8,15 Q28D for 12 wks
(n = 47)

mFOLFIRINOX†

Q2W for 12 wks 
(n = 55) 

Gemcitabine/nab-
Paclitaxel‡

Days 1,8,15 Q28D for 12 wks

mFOLFIRINOX†

Q2W for 12 wks
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 Baseline scans underwent retrospective central radiology review for eligibility; determined that 44/147 enrolled 
patients ineligible for trial

 Primary endpoint: 2-yr OS (“pick the winner” design: 2-yr OS for each arm first compared with historical rate of 
40%; arms compared if 2-yr OS rate ≥ 58% (power: 88%; 1-sided α = 0.05); 90% probability of selecting OS with 
HR ≥ 1.4 if 50 patients/arm

*Resectability determined by CT or MRI of C/A/P within 28 days of registration: no interface with celiac, common hepatic, or superior mesenteric arteries; < 180° interface with 
portal and superior mesenteric veins; patent portal vein/splenic vein confluence; no lesions suspicious for metastases (nodes beyond surgical basin, visceral lesions). †5-FU 2400 
mg/m2 over 46 hrs + irinotecan 180 mg/m2 + oxaliplatin 85 mg/m2. ‡Gemcitabine 1000 mg/m2 + nab-paclitaxel 125 mg/m2.



SWOG S1505: Survival and Resection Outcomes

 Study failed to meet primary endpoint (2-yr OS rate ≥ 58%)
Sohal. ASCO 2020. Abstr 4504. Slide credit: clinicaloptions.com

Outcome mFOLFIRINOX Gemcitabine/nab-Paclitaxel

OS n = 55 n = 47

 2-yr OS rate (primary endpoint), % 43.1 46.9

 Median OS, mos 22.4 23.6

Surgery outcomes, n (%) n = 40 n = 33

 R0 resection 34 (85) 28 (85)

 Complete/major pathologic response 10 (25) 14 (42)

 Median no. total nodes resected 
(range) 19 (1-56) 18 (3-45)

 Node-negative resection 16 (40) 15 (45)

 DFS after resection, mos 10.9 14.2



PREOPANC-1: Neoadjuvant Chemoradiotherapy vs 
Immediate Surgery for Resectable Pancreatic Cancer

 International, randomized, controlled phase III trial

 Primary endpoint: OS (ITT)

 Secondary endpoints: R0 resection rate, DFS, distant metastases–free interval, 
locoregional recurrence-free interval, perioperative complications

van Tienhoven. ASCO 2018. Abstr LBA4002. Slide credit: clinicaloptions.com

Adult patients with 
WHO PS 0/1 and 

resectable* or 
borderline resectable†

pancreatic cancer
(N = 246)

Gem‡

Surgery
(n = 127)

*No contact with superior mesenteric, celiac trunk, or common hepatic arteries and ≤ 90° contact with superior mesenteric portal vein.
†≥ 1 of the following required: ≤ 90° contact with superior mesenteric, celiac trunk, or common hepatic arteries or 90° to 270° contact with 
superior mesenteric portal vein and no occlusion.

Gem x 6

Gem-RT Gem‡ Surgery
(n = 119) Gem x 4

Gem: 1000 mg/m2 on Days 1, 8, 15, then 1-wk rest
‡Gem: 1000 mg/m2 on Days 1, 8, then 1-wk rest
RT: 36 Gy in 15 fractions of 2.4 Gy

All patients 
followed for 

12 mos



PREOPANC-1: Efficacy

van Tienhoven. ASCO 2018. Abstr LBA4002.

Outcome
Preoperative 

Radiochemotherapy 
(n = 119)

Immediate 
Surgery 

(n = 127)
HR P

Value

Median OS, mos (ITT population)* 17.1 13.7 0.74 .074

 Subset with R0/R1 resection† 42.1 16.8 NR < .001

Resection rate, n (%) 72 (60) 91 (72) -- .065

R0 resection rate, n/N (%) 45/72 (63) 28/91 (31) -- < .001

Median DFS, mos 9.9 7.9 0.71 .023

Median distant metastases–free interval, mos 18.4 10.6 0.71 .013

Median locoregional recurrence-free interval, 
mos Not reached 11.8 0.55 .002

Serious AEs, n (%) 55 (46) 49 (39) -- .28
*Preliminary analysis; only 149/176 events. †Preoperative radiochemotherapy, n = 72; immediate surgery, n = 91. 

Slide credit: clinicaloptions.com



A021806 – A Phase III trial of perioperative vs 
adjuvant chemotherapy for resectable
pancreatic cancer



“Window of opportunity” study

Resectable disease

Are we ready to study new drugs in this setting?

Neoadjuvant treatment SOC +/- DRUG X

Pre-Tx
biopsy

Surgical resection

Post-Tx
“Biopsy”



Thank You

Questions?


