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NORPACT-1: Short-course neoadjuvant FOLFIRINOX vs. 
upfront surgery for resectable pancreatic head cancer.

J Clin Oncol 41, 2023 (suppl 17; abstr LBA4005)

Knut Jørgen Labori, Svein Olav Bratlie, Christina Biörserud, Bergthor Björnsson, Erling Bringeland, Nils Elander, Jon 
Erik Grønbech, Oskar Hemmingsson, Linn Nymo, Per Pfeiffer, Ville Sallinen, Ernesto Sparrelid, Kjetil Søreide, Bobby 
Tingstedt, Caroline Verbeke, Leif Klint, Svein Dueland, Kristoffer Lassen, Johan Haux



NORPACT-1: Background & Aim 

• In resectable pancreatic cancer, upfront surgery followed by adjuvant 
chemotherapy is standard of care. 

• In fit patients, FOLFIRINOX is the preferred adjuvant regimen. 

• Aim: Compare the efficacy of neoadjuvant FOLFIRINOX to upfront surgery 
in patients with resectable pancreatic head cancer. 

J Clin Oncol 41, 2023 (suppl 17; abstr LBA4005)



NORPACT-1: Eligibility

• Radiologically (CT) resectable pancreatic head cancer (NCCN criteria) 
–No arterial involvement

–<180* interface with portal/superior mesenteric vein, no contour irregularity

–No distant metastases 

• Age >18 yr and considered fit for major surgery

• ECOG 0 or 1 

• Adequate bone marrow, hepatic and renal function

J Clin Oncol 41, 2023 (suppl 17; abstr LBA4005)



NORPACT-1: Trial Design

As presented by Knut Jorgen Labori at ASCO 2023 

• Randomized, unblinded, phase-2 trial.  Sample size 140.  

• Primary Endpoint: OS



NORPACT-1: Flow Chart

As presented by Knut Jorgen Labori at ASCO 2023 



NORPACT-1: OS Intention to Treat

As presented by Knut Jorgen Labori at ASCO 2023 



NORPACT-1: OS Per Protocol Analysis

As presented by Knut Jorgen Labori at ASCO 2023 



NORPACT-1: Histopathologic Results

• The Neoadjuvant group had improved R0 and N0 rates in both intent to 
treat and per protocol analysis

As presented by Knut Jorgen Labori at ASCO 2023 



NORPACT-1: Conclusions

• Neoadjuvant FOLFIRINOX did not improve OS compared to upfront surgery 

• Neoadjuvant FOLFIRINOX resulted in improvement in R0 and N0 rates – 
additional follow-up may determine long term effects 

• Considerations: 
–Neoadjuvant chemo group required biliary drainage and tissue biopsy, did this lead to 

delay in initiation of therapy?

–Population limited to 12 Nordic centers (Norway, Sweden, Denmark, Finland) 

–Eagerly await results of ALLIANCE
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NAPOLI-3: NALIRIFOX vs. Gemcitabine/Nab-paclitaxel 
in 1L mPDAC

J Clin Oncol 41, 2023 (suppl 16; abstr 4006)

Eileen Mary O'Reilly, Davide Melisi, Teresa Macarulla, Roberto A. Pazo Cid, Sreenivasa R Chandana, Christelle De La 
Fouchardiere, Andrew Peter Dean, Igor Kiss, Woo Jin Lee, Thorsten Oliver Goetze, Eric Van Cutsem, Scott Paulson, 
Tanios S. Bekaii-Saab, Shubham Pant, Richard Hubner, Zhimin Xiao, Huanyu Chen, Fawzi Benzaghou, Zev A. 
Wainberg



NAPOLI-3: Background & Aim

• NAPOLI-1: Lipsomal irinotecan + 5FU/LV in mPDAC following progression 
with gemcitabine based therapy. 

• NCT02441991: Phase 1/2 study demonstrated efficacy of liposomal 
irinotecan 50mg/m2 + 5FU 2400mg/m2 + LV 400mg/m2 + oxaliplatin 
60mg/m2 (NALIRIFOX) in 1L mPDAC

• Aim: Efficacy & safety of NALIRIFOX vs. Gem/Abraxane in 1L mPDAC
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NAPOLI-3: Study Design

• Primary Endpoint: OS

• Secondary Endpoint: PFS and ORR 

• Overall median follow-up: 16 months

As presented by Dr. Zev A Wainberg, ASCO 2023 



NAPOLI-3: Baseline Characteristics

As presented by Dr. Zev A Wainberg, ASCO 2023 



NAPOLI-3: mOS (ITT population)

As presented by Dr. Zev A Wainberg, ASCO 2023 



NAPOLI-3: OS subgroup analyses (ITT population)

As presented by Dr. Zev A Wainberg, ASCO 2023 



NAPOLI-3: mPFS (ITT population)

As presented by Dr. Zev A Wainberg, ASCO 2023 



NAPOLI-3: mPFS subgroup analyses (ITT population)

As presented by Dr. Zev A Wainberg, ASCO 2023 



NAPOLI-3: Treatment Associated Adverse Events

As presented by Dr. Zev A Wainberg, ASCO 2023 



NAPOLI-3: Conclusions

• NALIRIFOX demonstrated significant improvement in OS and PFS 
compared with Gem/NabP in 1L mPDAC

• This contrasts with SWOG S1505 data suggesting mFOLFIRINOX vs. 
Gem/NabP in the resectable setting had similar outcomes

• High rates of toxicity were seen in both arms of NAPOLI3.

As presented by Dr. Zev A Wainberg, ASCO 2023 



Esophageal / GEJ / Gastric Adenocarcinoma
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SPOTLIGHT: Zolbetuximab + mFOLFOX6 in CLDN18.2+, 
HER2-, untreated, locally advanced unresectable/metastatic 
Gastric / GEJ Adenocarcinoma.
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Kohei Shitara, Florian Lordick, Yung-Jue Bang, Peter C. Enzinger, David H. Ilson, Manish A. Shah, Eric Van 
Cutsem, Rui-hua Xu, Giuseppe Aprile, Jianming Xu, Joseph Chao, Roberto Pazo-Cid, Yoon-Koo Kang, Jianning 
Yang, Diarmuid Martin Moran, Pranob P. Bhattacharya, Ahsan Arozullah, Jung Wook Park, Jaffer A. Ajani



SPOTLIGHT: Introduction

• For Advanced Unresectable / Metastatic Gastric/GEJ, chemotherapy is the 
standard with mOS ~1yr1-4. 

• The addition of targeted therapy to Chemotherapy has improved survival in 
select patient populations5-9.   

–HER2 positive: Trastuzumab

–PD-L1 CPS>5: Nivolumab 

• Claudin 18.2 offers a new target 
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SPOTLIGHT: Claudin 18.2

• Claudins are major components of tight junctions.

• In normal tissues, Claudin-18.2 is expressed in differentiated gastric epithelial cells

• In malignancy, Claudin-18.2 is overexpressed in primary gastric cancers and their 
metastases.  

–The expression rate of claudin-18.2 in gastric cancer varies from 53.0–87.0%.

• Malignant transformation results in CLDN18.2 expression on the surface of gastric and 
GEJ adenocarcinoma cells, which might render CLDN18.2 more accessible to antibodies.

Hong JY, An JY, Lee J, Park SH, Park JO, Park YS, Lim HY, Kim KM, Kang WK, Kim ST. Claudin 18.2 expression in various tumor types and its role as a potential 
target in advanced gastric cancer. Transl Cancer Res. 2020 May;9(5):3367-3374. doi: 10.21037/tcr-19-1876. PMID: 35117702; PMCID: PMC8797704.



SPOTLIGHT: Zolbetuximab

• Zolbetuximab is a first-in-class chimeric IgG1 

monoclonal antibody that targets CLDN18.2 

• Zolbetuximab may induce tumor cell death via 

complement and cytotoxic immune effector 

cells.

• In Phase IIb FAST study, EOX +/- 

Zolbetuximab resulted in improved OS for 

patients with higher expression of CLDN 18.2 

–Mos 16.5 vs 8.9 months for Zolbetuximab + EOX 
vs. EOX alone 

Sahin U, et al. FAST: a randomised phase II study of zolbetuximab (IMAB362) plus EOX versus EOX alone for first-line treatment of advanced 
CLDN18.2-positive gastric and gastro-oesophageal adenocarcinoma. Ann Oncol. 2021 May;32(5):609-619. doi: 10.1016/j.annonc.2021.02.005. 
Epub 2021 Feb 19. PMID: 33610734.



• Global, randomized, double-blinded, placebo-controlled Phase 3

Slide as Presented by Dr. Kohei Shitara at ASCO GI 2023 

SPOTLIGHT: Study Design



SPOTLIGHT: Baseline Characteristics

Slide as Presented by Dr. Kohei Shitara at ASCO GI 2023 



SPOTLIGHT: PFS

Slide as Presented by Dr. Kohei Shitara at ASCO GI 2023 



SPOTLIGHT: PFS Subgroup Analysis

View Slide as Presented by Dr. Kohei Shitara at ASCO GI 2023 



SPOTLIGHT: OS

Slide as Presented by Dr. Kohei Shitara at ASCO GI 2023 



SPOTLIGHT: OS Subgroup Analysis

Slide as Presented by Dr. Kohei Shitara at ASCO GI 2023 



Slide as Presented by Dr. Kohei Shitara at ASCO GI 2023 



Slide as Presented by Dr. Kohei Shitara at ASCO GI 2023 



SPOTLIGHT: Conclusions

• Zolbetuximab + mFOLFOX6 showed significant improvement in PFS and 
OS 

• Zolbetuximab + mFOLFOX6 demonstrated a manageable safety profile

• Of Note: The control arm performed well (mOS 15m vs. 12m) 
–Potentially claudin 18 positivity characterizes a better prognostic subset of diffuse 

GC?

–3/4 patients had limited metastases

–1/3 patients had prior gastrectomy – potentially diagnosed earlier under surveillance
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SPOTLIGHT: Next Steps

• Standardization of CLDN 18.2 IHC 

• Nivolumab vs. Zolbetuximab with chemotherapy in 1L?

• Current studies underway investigating combination of Zolbetuximab with 
Immunotherapy 
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INTEGRATE IIa: A randomized, double-blind, phase III study 
of regorafenib versus placebo in refractory advanced 
gastro-esophageal cancer
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Nick Pavlakis, Kohei Shitara, Katrin Marie Sjoquist, Andrew James Martin, Anthony Jaworski, Sonia Yip, Yung-Jue 
Bang, Thierry Alcindor, Christopher J. O'Callaghan, Niall C. Tebbutt, Andrew Strickland, Sun Young Rha, Keun-Wook 
Lee, John Raymond Zalcberg, Timothy Jay Price, John Simes, David Goldstein



Integrate IIa: Background & Introduction

• Integrate: Phase II: Regorafenib vs. placebo in advanced gastric 
adenocarcinoma improved PFS (2.6m vs. 0.9m).  A survival trend was 
noted 5.8m vs. 4.5m. 

• Integrate II: Phase III trial to examine if regorafenib improves overall 
survival after failure of at least 2 lines of treatment. 
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INTEGRATE IIa: Study design 

• Phase III International, multi-center, randomized controlled clinical trial: 
Regorafenib vs. Placebo 

Slide as Presented by Dr. Nick Pavlakis at ASCO GI 2023 



INTEGRATE IIA: OS

Slide as Presented by Dr. Nick Pavlakis at ASCO GI 2023 

• Regorafenib improves OS: At 12 months, regorafenib improved survival over 
placebo (19% vs 6%)



INTEGRATE IIA: Subgroup Analyses

Slide as Presented by Dr. Nick Pavlakis at ASCO GI 2023 



INTEGRATE IIA: QoL

• Regorafenib delays deterioration in global QoL compared to placebo 
(p=0.0043)

Slide as Presented by Dr. Nick Pavlakis at ASCO GI 2023 



INTEGRATE IIA: Toxicities 

• Regorafenib toxicity profile was similar to that seen in previous reports 

Slide as Presented by Dr. Nick Pavlakis at ASCO GI 2023 



INTEGRATE IIA: Conclusions 

• Regorafenib significantly improves survival in patients with refractory 
advanced gastric/esophageal cancer compared to placebo.

• Regorafenib delays deterioration in global QoL compared to placebo

• Toxicity profile similar to prior studies

• Integrate Iib is ongoing international Phase III RCT in pre-treated patients 
with advanced gastric/esophageal cancer comparing Regorafenib + 
Nivolumab to standard chemotherapy. 
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NEOAEGIS: Neoadjuvant Trial in Adenocarcinoma of the 
Esophagus and Esophago-Gastric Junction 
International Study 

Final primary outcome analysis

Reynolds JV, Preston SR, O’Neill B, et al: Neo-AEGIS (neoadjuvant trial in adenocarcinoma of the esophagus and esophago-gastric junction 
international study): Final primary outcome analysis. 2023 ASCO GI Cancers Symposium. Abstract 295. Presented January 19, 2023.

https://ascopubs.org/doi/abs/10.1200/JCO.2023.41.4_suppl.295


NEOAEGIS: Background

• What is the optimal curative approach in locally advanced Esophageal & 
Gastroesophageal Junction Adenocarcinoma?

–Preoperative Chemoradiotherapy: 
• CROSS: carboplatin or paclitaxel plus 41.4 Gy of radiation therapy

–Perioperative Chemotherapy: 
• MAGIC: epirubicin, cisplatin or oxaliplatin, and fluorouracil or capecitabine. 

• FLOT: fluorouracil, leucovorin, oxaliplatin, and docetaxel.

• Locally Advanced: cT2-3N0-3M0 - stage 2 or 3 disease, tumors up to 8 cm, 
and any nodal involvement 
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NEOAEGIS: Study Design

• Primary Endpoint: Overall Survival 

• Secondary Endpoints: Disease free Survival, time to treatment failure, Toxicity, 
Tumor regression grade, R0 resection, Post-op complications, Quality of Life

As presented by Dr. Maeve Lowery at ASCO GI 2023



NEOAEGIS: Patient Characteristics

As presented by Dr. Maeve Lowery at ASCO GI 2023



NEOAEGIS: Overall Survival

As presented by Dr. Maeve Lowery at ASCO GI 2023



NEOAEGIS: Pathological Response

As Per AscoPost.com, 2/25/23



NEOAEGIS: Toxicity

As presented by Dr. Maeve Lowery at ASCO GI 2023



NEOAEGIS: Operative Complications
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NEOAEGIS: Summary 

• Perioperative chemotherapy is non-inferior to multimodal therapy in the 
primary outcome of 3 yr overall survival (55% and 57% respectively) 

• Markers of local tumor response (pCR, R0, Nodal downstaging) are 
significantly better in the CROSS arm. 

• Toxicity and grade 3 or 4 adverse events occurred more often with the 
Neo-AEGIS regimen (primarily neutropenia, diarrhea, and vomiting).

• No significant difference in severity of complications or postoperative 
mortality - hence, no negative effect of radiotherapy.
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NEOAEGIS: Considerations

• Pattern of recurrence data may inform how markers of local disease 
response in the CROSS arm did not translate into a survival advantage

• Peri-operative Chemotherapy arm: 
–Only 15% of patients in NEOAEGIS received FLOT

–Only 40% of patients completed adjuvant therapy 

• Preoperative chemoRT arm: 
–Checkmate 577 data: adjuvant Nivolumab after CROSS for yp T/N positive

• In the setting of clinical equipoise, how do you choose which way to go? 
–Consider the nodal burden, signet ring / diffuse subtype, Siewert Type I/III
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Cholangiocarcinoma
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SWOG 1815: A phase III randomized trial of Gemcitabine, 
cisplatin and nab-paclitaxel vs. Gemcitabine and cisplatin in 
1L advanced biliary tract cancers

J Clin Oncol 41, 2023 (suppl 17; abstr LBA4005)

Rachna T. Shroff, Katherine A Guthrie, Aaron James Scott, Mitesh J. Borad, Laura Williams Goff, Khalid 
Matin, Amit Mahipal, Aparna Kalyan, Milind M. Javle, Carol Aghajanian, Benjamin R. Tan, Puneet S. 
Cheema, Anuj K. Patel, Renuka V. Iyer, Robin Kate Kelley, Jaykumar Ranchodbhai Thumar, Anthony B. 
El-Khoueiry, E. Gabriela Chiorean, Howard S. Hochster, Philip Agop Philip



SWOG 1815: Background

• In advanced biliary tract cancers, mOS remains ~12m with gemcitabine 
based regimens

• In Phase II trial, Gemcitabine /Cisplatin /Nab-paclitaxel had a promising 
mOS of 19.2 m

• This prompted SWOG 1815 to evaluate Gem/Cis/Nab-paclitaxel vs. 
Gem/Cisplatin in 1L of advanced biliary tract cancers
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SWOG 1815: Study Design

Slides as presented by Dr. Shroff, ASCO GI 2023



SWOG 1815:

Slides as presented by Dr. Shroff, ASCO GI 2023



SWOG 1815:

Slides as presented by Dr. Shroff, ASCO GI 2023



SWOG 1815: Survival by Disease site

Slides as presented by Dr. Shroff, ASCO GI 2023



SWOG 1815: Survival by Disease stage

Slides as presented by Dr. Shroff, ASCO GI 2023



SWOG 1815: Gr 3-4 Treatment Related Adverse 
Events

Slides as presented by Dr. Shroff, ASCO GI 2023



SWOG 1815: Conclusions

• The addition of nab-paclitaxel to gemcitabine and cisplatin did not improve 
OS in newly diagnosed advanced biliary tract cancer

• The GCN regimen had significantly more grade 3-5 hematologic toxicities, 
though treatment discontinuation rate did not significantly vary between 
treatment arms. 

• Exploratory analysis suggest improved OS in patients with locally 
advanced disease or gall bladder cancer 

• Consider biomarker analyses may identify subsets of patients who could 
benefit from GCN

Slides as presented by Dr. Shroff, ASCO GI 2023



Imbrave 151: A Phase 2 randomized, double-blind, placebo-
Controlled study of Bevacizumab in combination with 
atezolizumab and Gem/Cisplatin in Patients with advanced 
biliary tract cancer

Anthony B. El-Khoueiry, Zhenggang Ren, Hongjae Chon, Joon Oh Park, Jin Won Kim, Tiziana 
Pressiani, Daneng Li, Lyudmila Zhukova, Ming-Huang Chen, Stephen Paul Hack, Stephanie Wu, Bo 
Liu, Yulei Wang, Teresa Macarulla



Imbrave 151: Background

• Gemcitabine + Cisplatin +/- 
Durvalumab is the standard first line 
treatment for advanced biliary tract 
cancer (TOPAZ-1) 

• VEGF blockade coupled with cytotoxic 
chemotherapy can augment 
responses to PD-L1 inhibition 
(promote an immune permissive 
tumor microenvironment). 

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023



Imbrave 151: Study Design

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023



Imbrave 151: Baseline Characteristics

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023



Imbrave 151: PFS

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023



Imbrave 151: PFS subgroup analysis

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023



Imbrave 151: DOR

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023



Imbrave 151: DOR

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023



Imbrave 151: DOR

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023



Imbrave 151: Conclusions

• The addition of bevacizumab to atezolizumab + GemCis resulted in 
modestly improved PFS (HR = 0.76) 

–The median PFS was similar in both arms (8.3 vs 7.9m) 

–6-mth PFS rate was higher in the bevacizumab arm (78.2% vs 63.1%) 

• Longer median duration of response at 6 months for the bevacizumab arm 

• Potential subset of patient that derives benefit from this regimen

• OS results are pending

Slides as presented by Dr. El-Khoueiry, ASCO GI 2023
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