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Pancreatic Adenocarcinoma 
Trial Portfolio 
BRENDEN‐COLSON CENTER FOR PANCREATIC 
CARE

Multidisciplinary Palliative Management in 
Pancreatic Cancer

Symptom Potential Management
Pain • Analgesics (opioid)

• Radiation therapy

• Chemotherapy 

• Celiac plexus neurolysis

Gastric Outlet Syndrome • Prophylactic gastrojejunostomy in 
unresectable patients during exploratory 
surgery

Jaundice Biliary decompression can be achieved through

• Choledochojejunostomy

• Cholecystojejunostomy

• Endoscopic stent placement

Adapted from: Freelove and Walling. Am Fam Physician. 2006; 73:485; Fernandez-del Castillo, 
Up to Date Web site. Available at http://www.utdol.com/utd/content/topic.do?topicKey=
pancdis/8367&type=A&selectedTitle=7~48. Accessed March 16, 2007.
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Advances in the Treatment of Pancreatic 
Cancer
• Better endoscopy (diagnostic and therapeutic)
• Improved pre‐operative imaging

• Surgical resections safer
• Pre‐operative therapy has allowed resections in patients that would 
have previously been deemed unresectable

• Median survival has improved with more active systemic 
chemotherapy

• Earlier and better palliative and supportive care
• But we still have not made major breakthroughs that have a 
significant survival impact in most patients

Pancreatic Cancer Positive Trials. 

1991‐2000
5 year Survival 4.4%

2001‐2010
5 year Survival 6.9%

2006‐2012
5 year Survival 7.7%

Adapted from Monica Tang MD GI17
Sun et al,Sci Rep. 2014
SEER analysis 

2010‐2021
5 year Survival 10%

Improving Survival
Surgery+chemo/radiat

Surgery alone

Chemo/radiation

No-Treatment

Kardosh et al., Pancreas. 2018
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Pathophysiology

~90% is ductal adenocarcinoma,
which is characterized by1:

Poor vascularization, which
creates a barrier for effective
cytotoxic delivery2,3

An enveloping fibrotic stroma
of excessive connective
tissue and cells that forms
hard tumors3

1. National Comprehensive Cancer Network (NCCN). Clinical practice guidelines in oncology: pancreatic 
adenocarcinoma (version 1.2009). 2009. 2. Olive KP, et al. Science. 2009;324(5933):1457-1461. 3. Olson P, et al. 
Science. 2009;324(5933):1400-1401.

Disease Site 

•Pancreatic
•Resectable
• Locally Advance
•Metastatic

Google images 

Resectable Pancreatic Adenocarcinoma 

Tx

NeoOptimize Switch‐Phase II 
Adaptive switching of 
mFOLFIRINOX or 

Gemcitabine/nab‐Paclitaxel as a 
neoadjuvant strategy 

WOO‐S (SMMART)
Serial biopsies to assess to the 
biological impact of targetable 
therapies and evaluation of 
potential future combination 

therapy   
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Windows Treatment (10 days)

WOOM Trial Platform [NCT04005690]
Metastatic early phase I study; n = 7 participants per arm

Baseline 
Pre‐treatment 
biopsy & blood

10‐day
post‐treatment 
biopsy & blood

Biopsy & blood 
at progression

MD choice SOC or SMMART 
informed therapy
NCT03878524

Longitudinal outcomes follow‐up 

Tumor & blood collected in Aim 1 will 
be used towards in vitro & in vivo tumor 
models in Aim 2

Tumor Bx
[pre-treatment]

Research Blood
[pre-treatment]

MEKi

PARPi

PARPi + MEKi

BRD4i 

PARPi + BRD4i 

BRD4i + MEKi

New Targets

Tumor Bx
[10 days post-treatment]

Research Blood
[10 days post-treatment]

10 pancreatic cancer patients already treated 
on WOO trials with PARP and MEK inhibitors

Evaluate sensitivity and resistance 
mechanisms in lab based models and test 
targeted combinations to break 
resistance. 

BEDSIDE TO BENCH AND BACK

PDX and immune
competent PDAC
mouse models

A

B

C

D E

Advocate input

Windows Treatment (10 days)

Aim 1: WOOM Trial Platform [NCT04005690]
Metastatic early phase I study; n = 7 participants per arm

Baseline 
Pre‐treatment 
biopsy & blood

10‐day
post‐treatment 
biopsy & blood

Tumor Bx
[pre-treatment]

Research Blood
[pre-treatment]

MEKi

PARPi

PARPi + MEKi

BRD4i 

PARPi + BRD4i 

BRD4i + MEKi

New Targets

Tumor Bx
[10 days post-treatment]

Research Blood
[10 days post-treatment]

A

Advocate input

Evaluate sensitivity and resistance 
mechanisms in lab based models and 
test targeted combinations to break 
resistance. 

BEDSIDE TO BENCH AND BACK

PDX and immune
competent PDAC
mouse models

Biopsy & blood 
at progression

MD choice SOC or SMMART 
informed therapy
NCT03878524

Longitudinal outcomes follow‐up 

10 pancreatic cancer patients already treated 
on WOO trials with PARP and MEK inhibitors

Resectable Pancreatic Adenocarcinoma 

Tx

NeoOptimize Switch‐Phase II 
Adaptive switching of 
mFOLFIRINOX or 

Gemcitabine/nab‐Paclitaxel as a 
neoadjuvant strategy 

WOO‐S (SMMART)
Serial biopsies to assess to the 
biological impact of targetable 
therapies and evaluation of 
potential future combination 

therapy   
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Locally advance Pancreatic Adenocarcinoma 

Tx

TIGeR‐PaC‐Phase III 
Gemcitabine + Nab‐paclitaxel ±
Trans(Intra)‐arterial Gemcitabine.

NeoOptimize Switch‐Phase II 
Adaptive switching of 
mFOLFIRINOX or 

Gemcitabine/nab‐Paclitaxel as a 
neoadjuvant strategy 

Phase I 
Calaspargase Pegol‐Mnkl + 

Cobimetinib

Manipulation of cancer metabolism 

PDAC

ASNS

aspartate asparagine

↑Metabolism
↑Cell growth

• Dependence of tumor cells on exogenous 
asparagine.

• L‐asparaginase can be exploited to deplete 
extracellular asparagine

• But, oncogenic KRAS mediates metabolic 
reprogramming shifts dependence from 
asparagine via RAS signaling

• Preclinical mouse  models MEK inhibitor plus 
L‐asparaginase treatment reduced tumor 
growth!!! 
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Metastatic Pancreatic Adenocarcinoma 

1st Line  3rd Line +2nd Line 

Morpheus‐Phase II 
Multiple Immunotherapy‐Based 
Treatment Combinations with 
Gemcitabine + Nab‐Paclitaxel  

NAPOLI3‐Phase III 
Lip‐irinotecan/5FU/Leu/Oxali

Vs
Gemcitabine + Nab‐Paclitaxel 

WOO‐M (SMMART)
Serial biopsies to assess to the biological impact of targetable therapies and 

evaluation of potential future combination therapy   

Phase I 
Calaspargase Pegol‐Mnkl + 

Cobimetinib

GI Oncology Clinical Trials
Please contact the GI research team at GIResearch@ohsu.edu

with potential clinical trial patients.



3/11/2021

7

Thank You


