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Outline

• Esophageal/Gastric Cancer
• ESOPEC 

• ARMANI 

• Pancreatic Cancer
• RTOG 0848

• GIANT

• Cholangiocarcinoma
• ABC-07



Perioperative Chemotherapy (FLOT) versus Neoadjuvant Chemoradiotherapy (CROSS) for Resectable Esophageal Adenocarcinoma 
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Treatment for Resectable Esophageal 
Adenocarcinoma

CROSS (2012) FLOT  (2017)

Treatment 
Arms

Surgery vs. 
41.4 Gy + 5C Carbo/Taxol => Surgery

Peri-operative ECF/ECX vs. 
Peri-operative FLOT 

Inclusion Esophageal and GEJ Adenocarcinoma 
(75%) and SCC (25%) 

Gastric and GEJ Adenocarcinoma 

pCR --- vs. 23% 6% vs. 16%

mOS 27.1m vs. 43.2m 35 m v. 50m

5yr OS 34% vs. 43% 36% vs. 45% 

•Eyck et al. JCO 39, 1995-2004(2021)
•Al-Batran et al.  Lancet, 2019.

https://ascopubs.org/author/Eyck%2C+Ben+M
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FLOT v. CROSS?  NEOAEGIS (2023)



ESOPEC Trial Scheme



Main Eligibility Criteria



Characteristics of ESOPEC Trial Patients



Characteristics of ESOPEC Trial Patients



Overall Survival - ITT Population



Treatment Exposure



Overall Survival – PP Population



Overall Survival in Exploratory Subgroups



Progression Free Survival – ITT Population



Pathology Results – Surgery Population
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Conclusion:

• Peri-operative FLOT improves overall survival compared to 
neoadjuvant chemoradiation (CROSS) in resectable esophageal 
adenocarcinoma.  

Insert->Header and Footer->Type Customizable Name
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Discussion: Comparing aCROSS trials

• Only 67.7% of patients on CROSS arm completed neoadjuvant regimen

• Time to surgery after RT was 4-6 wks vs. 6-8 wks in OG CROSS trial
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Discussion: Considerations for CROSS

• Benefit of FLOT was lesser in patients with T1-2 and N0 
disease.

• Some patients are able to pursue organ preservation and active 
surveillance if clinical complete response after chemoRT 

• In patients not candidates for FLOT, CROSS is reasonable given 
equipoise from Neo-AEGIS. 
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Discussion: Incorporating Immunotherapy 

• Since ESOPEC did not incorporate adjuvant IO, we cannot conclude 
perioperative FLOT is better than CROSS + adjuvant nivolumab. 

Checkmate 
577
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Discussion: Incorporating Immunotherapy 

•  Existing trials have not reliably demonstrated improvement 
with IO to peri-operative chemotherapy. 

• It may be that radiation improves response to the addition of IO

• Consider: Induction chemo => Chemo RT => Surgery => IO
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Upcoming Trials to Watch:

• Item one

• Item two

• Item three
• Sub item one

• Sub item two

• Item four

Add references here using this format: Zhu et al. Clin Cardiol 2015;38:555-561.
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• Item one

• Item two

• Item three
• Sub item one

• Sub item two

• Item four
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Background:

• In HER2 negative, PD-L1 low/absent, advanced Gastric/GEJ 
adenocarcinoma:
• 5FU/Platinum doublet is standard 1L 

• Paclitaxel + Ramucirumab is standard 2L 

• Only 40% of patients proceed to second line therapy 

• ARMANI investigated if ‘switch maintenance’ with Ram/Taxol 
was superior to continuing FOLFOX/CAPOX after 3 months. 
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• Item one

• Item two

• Item three
• Sub item one

• Sub item two

• Item four
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Conclusion:

• In patients with advanced, HER2 negative, gastric/GEJ 
adenocarcinoma with disease control after FOLFOX/CAPOX x 3 
months, switch maintenance with paclitaxel + ramucirumab 
significantly improved PFS and OS compared to continuation of 
oxaliplatin based chemotherapy. 

• Switch strategy resulted in a higher rate of Grade 3 or more 
TRAE, however the safety profile was not unexpected. 
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Discussion:

• Consideration of risk vs. benefit in a switch maintenance 
approach.  
• OS improved by ~2 months with increased toxicities and increased 

clinic visits (D1/8/15 schedule)

• Incorporation in an increasingly biomarker driven treatment 
landscape? 
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NRG Oncology/RTOG 0848 Trial: Adjuvant Chemotherapy +/- Chemoradiation For Patients With Resected Head of Pancreas Adenocarcinoma ​-<br />Results of the RT + 
5FU/Capecitabine Randomization Step<br /><br /><br /><br /><br />​<br />
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Adjuvant Radiation in Pancreatic Cancer 

• The role of adjuvant radiation in pancreatic cancer is unclear. 

Year Trial Adjuvant Treatment OS 

(1985) GITSG 5FU + RT vs. none Better

(2004) ESPAC-1 5FU +RT vs. 5FU vs. 5FU + RT => 5FU vs. none Worse 

(2007) EORTC-40891 5FU + RT vs. none Same 

(2010) EORTC-40013 Gem vs. Gem+ RT Same
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Trial Objective:

• RTOG 0848 was designed to determine if addition of chemoRT 
to curative surgery and 6m of adjuvant chemotherapy improves 
OS. 

• The trial was designed in 2008 when adjuvant gemcitabine was 
SOC. 



SCHEMA

Abrams, et al.  Presented by Karyn Goodman, MD, FASCO, MS.  Mount Sinai



​Results: Adjuvant Systemic Treatment Received

Abrams, et al.  Presented by Karyn Goodman, MD, FASCO, MS.  Mount Sinai



​Results: Patient and Tumor Characteristics

Abrams, et al.  Presented by Karyn Goodman, MD, FASCO, MS.  Mount Sinai



​ Results: Treatment-Related Adverse Events Reported after 2nd Step Randomization

Abrams, et al.  Presented by Karyn Goodman, MD, FASCO, MS.  Mount Sinai



Results: OS and DFS for All Patients

Abrams, et al.  Presented by Karyn Goodman, MD, FASCO, MS.  Mount Sinai



Slide 15

Abrams, et al.  Presented by Karyn Goodman, MD, FASCO, MS.  Mount Sinai



Results: Treatment by Nodal Status Interaction for OS/DFS

Abrams, et al.  Presented by Karyn Goodman, MD, FASCO, MS.  Mount Sinai



Conclusions

Abrams, et al.  Presented by Karyn Goodman, MD, FASCO, MS.  Mount Sinai
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Discussion: 

• Evolution of clinical therapy: 
• Adjuvant therapy has changed since 2008 incorporating mFOLFIRINOX

• Neoadjuvant chemotherapy is now often used 

• This trial is enriched for patients: 
• 2 step randomization allowed selection of patients who have not progressed

• Ca 19-9 limits of <180 

• Head of PDAC only 

• No R2 resection 

• Future Questions:
• Does adjuvant CRT have more benefit when combined with more effective 

systemic therapy? 



A randomized phase II study of gemcitabine and nab-paclitaxel compared with 5-fluorouracil, leucovorin, and liposomal irinotecan in older patients with treatment-naive metastatic 
pancreatic cancer (GIANT) <br />ECOG-ACRIN EA2186
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Background:

• Median age of PDAC diagnosis is 70 making geriatric 
comorbidities a significant consideration in management

•  The median age of most fundamental PDAC trials is 60 

• The GIANT trial was designed to evaluate palliative 
chemotherapy in metastatic PDACC for elderly patients. 



EA2186 (GIANT) - Study Design



EA2186 (GIANT) - Screening Geriatric Assessment



Baseline characteristics



Baseline characteristics



Baseline characteristics – Geriatric screening 



Treatment Pattern



Primary end point OS - ITT



Secondary end point PFS - ITT



OS analysis of patients who received ≥ 4 weeks of treatment



Primary end point OS – by stratification factors:



Reasons for treatment discontinuation



Adverse event profile
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Conclusion

• In vulnerable older adults with treatment naïve mPDAC, 
Gem/Nab-Paclitaxel and 5FU + Liposomal irinotecan produced 
similar OS and tolerance. 

• Survival outcomes were lower than expected with a high 
percentage of patients not able to start treatment. 

• Vulnerabilities that strongly affect outcomes that are not 
captured by ECOG

• Better tools are needed to identify patients who can benefit 
from treatment. 
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Addition of stereotactic body radiotherapy to systemic chemotherapy in locally advanced cholangiocarcinoma (ABC-07)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Background:

• Locoregional treatments for inoperable, non-metastatic 
cholangiocarcinoma remains undefined.  

• Single arm phase 2 data suggested hypofractionated high dose 
radiation in localized intrahepatic cholangiocarcinoma may 
improve clinical outcomes. 
• Hong et al (2015), JCO 

• Aim: to investigate the efficacy and safety of the addition of 
SBRT to CisGem in locally advanced inoperable 
cholangiocarcinoma 



ABC-07 Study Design



Baseline Characteristics



Baseline Characteristics



Treatment Compliance



Slide 10



Treatment Related Adverse Events – Infections 



SBRT Related Adverse Events



Progression Free Survival (PFS) from registration



Overall Survival (OS) from Registration



Slide 15



Causes of Death from Registration

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



76Carver College of Medicine

Conclusions:

• No evidence of benefit in terms of PFS and OS with addition of 
SBRT to Gemcitabine + Cisplatin in locally advanced 
cholangiocarcinoma.

• SBRT was well tolerated and did not increase biliary infection 
rates

• Fewer patients in the radiotherapy cohort died to liver failure.
• Slightly better local control with SBRT after induction chemotherapy, 

but does not translate to PFS or OS benefit.  

• The use of SBRT in the context of Immunotherapy needs to be 
further investigated. 



Thank you Naomi Fei MD, MS
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Questions? Naomi Fei MD, MS

Naomi-fei@uiowa.edu 
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