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Case 1

• 63 year old female with HTN, CAD, epilepsy, Plummer Vinson syndrome who 
presented after several months of painful swallowing and 25-lb weight loss. 

• CT chest: 9-cm esophageal mass

• EGD: invasive squamous cell carcinoma arising in background of high-grade 
dysplasia/carcinoma in situ. 

• PET-CT: avidity in the primary lesion but no adenopathy and R adrenal 
asymmetric FDG uptake concerning for metastasis. 

• An esophageal stent was placed but subsequently removed due to pain. 

• MRI abd/pelvis was more compatible with adrenal hyperplasia than metastasis. 

• PEG was placed
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Outline

• Epidemiology of esophageal cancer

• Definitive treatment of locally advanced disease

• Systemic treatment for metastatic disease

• Novel therapeutic directions

• Translational investigation at CUIMC
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How Common is Esophageal Cancer in the US?

Seer.cancer.gov
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Who is Affected by Esophageal Cancer?
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When is Esophageal Cancer Most Likely to be 
Diagnosed?
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• Incidence: 22,070 (17,430 in men and 

4,640 in women)

• Deaths: 16,250 (12,940 in men and 3,310 

in women)

• Lifetime risk: 1 in 127 (men) and 1 in 434 

(women)

• Rates in the US have been stable for 

years but decreasing slightly over the past 

decade

• Demographics:

Adenocarcinoma most common in White 
people

Squamous cell carcinoma most common 
in African Americans

In the US…

Seer.cancer.gov



8

Incidence by Stage

Seer.cancer.gov
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5-year Survival

Seer.cancer.gov
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Who is at Greatest Risk of Dying from Esophageal 
Cancer?
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What Age Group is at Greatest Risk of Dying from 
Esophageal Cancer?
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5-Year Survival by Stage
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Incidence and Mortality Over Time

Seer.cancer.gov
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Relative Survival is Improving Over Time
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Global Incidence of Esophageal Cancer

Morgan, Gastroenterology 2022
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Global Mortality of Esophageal Cancer

Morgan, Gastroenterology 2022
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Epidemiology of Esophageal Cancer

Adenocarcinoma Squamous Cell 

Carcinoma

• GEJ/lower third of 

esophagus

• Proximal-mid 

esophagus

• Better prognosis • Poorer prognosis

• N America

• Western Europe

• Asia

• Africa

• Eastern Europe

• Obesity 

• GERD

• Barrett’s 

esophagus

• M>F

• Tobacco

• EtOH

• Nutrient/vitamin 

deficiency

• M>F

• Familial Barrett’s • Tylosis

• Bloom Syndrome

• Fanconi anemia

Incidence: 20,6040 in the United States

 >500,000 globally → 1M by 2040

Mortality: 16,410 in the United States

  >500,000 globally 

Morgan, Gastroenterology 2022
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Treatment Approach: Localized Disease

19
Rice, J Thorac Oncol 2017

Definitive approach if <IVB:
• T1bN0 or less → endoscopic/surgical only
• Otherwise multimodality approach
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Outline

• Epidemiology of esophageal cancer

• Definitive treatment of locally advanced disease

• Systemic treatment for metastatic disease

• Novel therapeutic directions

• Translational investigation at CUIMC
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• Surgery

• Chemotherapy

• Radiation

• Immunotherapy

• Targeted therapy

Treatment Modalities
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Management of Locally Advanced Disease

• Surgery – is it better to give chemo before/after?

• MAGIC

• FFCD
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Perioperative Chemotherapy: MAGIC

Cunningham, N Engl J Med 2006; Ychou JCO 2011

• Surgery alone vs perioperative ECF 

(epirubicin/cisplatin/5-FU) x 3 Q21d 

cycles before and after surgery

• Esophagus/GEJ: 65-66/arm (27% of 

patients)
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Perioperative Chemotherapy: FFCD

Cunningham, N Engl J Med 2006; Ychou JCO 2011

• Surgery vs perioperative CF 

(cisplatin/5-FU) x 2-3 Q28d cycles 

before and after surgery

• Esophagus/GEJ: 160/arm (75% of 

patients)
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Management of Locally Advanced Disease

• Surgery – is it better to give chemo before/after?

• MAGIC

• FFCD

• What about RT?

• CROSS

YES!



27van Hagen, N Engl J Med 2012; Shapiro, Lancet Oncol 2015

Trimodality therapy vs surgery alone: CROSS

Esophageal + GEJ 
(SCC [23%] and 

ADC [75%])
T2-3N0-1

Surgery

Neoadjuvant 
chemoradiation* 

+ Surgery

*Chemotherapy: paclitaxel 50 mg/m2 + carboplatin AUC2 weekly x5

Radiation: 41 Gy

48·6 months 
(32·1–65·1)

24·0 months 
(14·2–33·7)



28Shapiro, Lancet Oncol 2015

Trimodality therapy vs surgery alone: CROSS
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Case 1
• 63 year old female with HTN, CAD, epilepsy, Plummer Vinson syndrome who presented 

to CUIMC in after several months of painful swallowing and 25-lb weight loss. 

• CT chest: 9-cm esophageal mass

• EGD: invasive squamous cell carcinoma arising in background of high-grade 
dysplasia/carcinoma in situ. 

• PET-CT: avidity in the primary lesion but no adenopathy and R adrenal asymmetric FDG 
uptake concerning for metastasis. 

• An esophageal stent was placed but subsequently removed due to pain. 

• MRI abd/pelvis was more compatible with adrenal hyperplasia than metastasis. 

• PEG was placed

• IMRT (4500 Gy to esophagus over 25 fractions) + carbo/paclitaxel

• Underwent 3-hole esophagectomy on 10/20/2020, final path ypT2N0 SCC.
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Management of Locally Advanced Disease

• Surgery – is it better to give chemo before/after?

• MAGIC

• FFCD

• FLOT-4

• What about RT?

• CROSS

YES!

Even better!

But wait….



31Al-Batran, Lancet 2019

Return to perioperative chemo?



32Al-Batran, Lancet 2019

Return to perioperative chemo?

• Higher R0 resection rate with higher pT1 rate

• Improved 3-yr and median OS with FLOT

• Consistent benefit across subtypes



33Al-Batran, ASCO 2019

Return to perioperative chemo?



34Catenacci, ASCO 2019

…or not?



35Catenacci, ASCO 2019

…or not?

ESOPEC Trial – Dr. Shah will teach 
us more shortly…
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Management of Locally Advanced Disease

• Surgery – is it better to give chemo before/after?

• MAGIC

• FFCD

• FLOT-4

• What about RT?

• CROSS

• Chemoselection → RT → Surgery?

• CALGB 80803



37Goodman, ASCO 2018; JCO, 2021

PET-responder

PET-non-responder

CALGB 80803: PET-Adapted Approach
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• Surgery

• Chemotherapy

• Radiation

• Immunotherapy

• Targeted therapy

Treatment Modalities
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Esophageal Cancer as a Candidate for Immunotherapy

Lawrence, Nature 2013; Yarchoan, JCI Insight 2019
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CheckMate 577

Kelly, NEJM 2021



41

Outline

• Epidemiology of esophageal cancer

• Definitive treatment of locally advanced disease

• Systemic treatment for metastatic disease

• Novel therapeutic directions

• Translational investigation at CUIMC
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First-Line Recurrent/Metastatic IO + Chemo

Janjigian, Lancet 2021; Doki, NEJM 2022

CheckMate 649: advanced gastric, GEJ, EAC

CheckMate 648: ESCC
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First-Line Recurrent/Metastatic IO: Pembrolizumab

Sun, Lancet 2021
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NCCN Guidelines for IO in 1L
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NCCN Guidelines for IO in 1L
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Nivo + Ipi – Watch Out for Histology 

CheckMate 648: ESCCCheckMate 649: advanced gastric, GEJ, EAC
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Outline

• Epidemiology of esophageal cancer

• Definitive treatment of locally advanced disease

• Systemic treatment for metastatic disease

• Novel therapeutic directions

• Translational investigation at CUIMC
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• Surgery

• Chemotherapy

• Radiation

• Immunotherapy

• Targeted therapy

Treatment Modalities

Dr. Grady will teach us more shortly…
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• CROSS trial: demographics unavailable

• MAGIC trial: demographics unavailable

A word on trial demographics…



50Choi, World Journal of Gastroenterology 2015
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• CROSS trial: demographics unavailable

• MAGIC trial: demographics unavailable

• Checkmate 577

A word on trial demographics…
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• Esophageal cancer is not common in the US but is deadly, especially when 

diagnosed late

• Global incidence is much higher, and squamous histology is more common in 

the East than in the West

• Risk factors vary substantially with respect to histology

• Practice-defining trials have largely been established in Western populations 

and later confirmed in independent studies in the East

• Emerging trials now including demographic information to help contextualize 

study results

Conclusions
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