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• A 63-year-old male patient presented with 
dysphagia to  From 3 months ago

• Weight loss  -

• Anorexia -

• Smoking   -
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Next Step  ?





As with contrast-enhanced CT scanning alone, PET/CT is of limited value for staging the 

extent of locoregional tumor, particularly nodal status

This may be due, at least in part, to high FDG uptake in the primary esophageal malignancy, 

which obscures increased FDG uptake in the regional nodes, and/or low sensitivity for small 

involved lymph nodes.

Furthermore, PET/CT is not consistently able to differentiate the depth of primary tumor invasion. 

EUS is more accurate than either PET/CT or contrast-enhanced CT alone. and it is the 
locoregional tumor staging modality of choice.



Regional nodes

Endosonographic criteria that are suggestive of malignant involvement of the 
visible lymph nodes include width >10 mm, round shape, smooth border, and 
echo-poor pattern  

Of these, echo-poor pattern and width >10 mm are the most specific for 
malignancy. 

When all four features are present, there is an 80 to 100 percent chance of 
metastatic involvement. However, only 25 percent of malignant nodes will have 
all of these features. 

EUS-guided FNA may improve the accuracy of N staging by providing cytologic
confirmation of metastatic disease from accessible nodes, 
Sensitivity, specificity, and accuracy of EUS-guided FNA for locoregional lymph 
nodes are all over 85 percent when surgical resection specimen or cytology 
results are considered the gold standard.



EUS is the most accurate technique for loco regional staging of invasive 
esophageal cancer.

T stage

The sensitivity and specificity rates of EUS for the correct evaluation of T 
stage are 81 to 92, and 94 to 97 percent, respectively 

in general, EUS performs better with advanced ( T4) than with early (T1) 
disease



The endoscopic finding of a malignant node in the celiac 

area remote from the primary tumor (for SCCs or for 

lesions in the upper or middle thoracic esophagus was 

previously an indicator of unresectability and was staged 

as M1a metastatic disease.

However, celiac nodal metastases are scored as regional 

nodal disease in the newest 2017 TNM revision 

regardless of the primary tumor location or histology . 

Nevertheless, prognosis is poor in such cases, even if the 

primary tumor is located in the distal esophagus or EGJ











Preoperative chemoradiotherapy

Several trials and meta-analyses have demonstrated better 

survival with preoperative concurrent chemoradiation as 

compared with local therapy alone



Thoracic esophageal cancer

We recommend combined modality therapy, rather than surgery alone, 

for patients with T3N0, T4aN0, and clinically node-positive thoracic 

esophageal cancer, regardless of histology . 

We suggest concurrent chemoradiotherapy (CRT) instead of chemotherapy 

alone for neoadjuvant therapy (Grade 2B). 



At least two randomized trials directly comparing CRT 

alone with trimodality therapy (CRT followed by 

surgery) have failed to demonstrate better survival, 

although both show better locoregional control and a 

lesser need for palliative procedures when surgery is a 
component of multimodality treatment



What is the preferrd regimen ?



The optimal type, dose, combination, and schedule of drugs has not 

been definitively established for neoadjuvant CRT.

For most patients, we suggest low-dose 

weekly carboplatin plus paclitaxel as was used in the Dutch CROSS 

trial rather than two courses of cisplatin plus fluorouracil (FU) 

(Grade 2C)





Technique for preoperative RT?

3DRT 

IMRT

Adding Intraluminal brachytherapy : yes or no



No trial has compared IMRT plus concurrent chemotherapy 

with the same chemotherapy regimen plus standard 

fractionation 3D-CRT, and thus, the safety and efficacy of 

this approach compared with standard 3D-CRT remains 
undefined.



Three-dimensional conformal techniques should 

be used for modern RT treatment planning to 

minimize toxicities to adjacent vital organs ( heart, 

lung, spinal cord, or liver).

Regardless of the chemotherapy regimen used for 

concurrent CRT, the standard preoperative RT 

dose is 41.4 to 50.4 Gy in once daily fractions



The degree of response of a tumor and normal tissues/organs to 

radiation depends upon several radiotherapeutic factors :

Fraction size (standard fraction size, 1.8 Gy to 2 Gy) and interfractional

intervals (standard interval, 24 hours)

Total dose (standard preoperative dose in once daily schedule, 41.4 to 50.4 

Gy)

Duration of treatment (5 to 5.6 weeks for standard fractionation, without a 

rest during treatment)







RESPONSE ASSESMENT ?







PET restaging after induction therapy

Integrated PET/CT may be also be useful for restaging after preoperative 

therapy.

Limited experience suggests that whole-body PET/CT imaging detects 

distant metastases in approximately 8 percent of patients following 

induction chemoradiotherapy with or without induction chemotherapy 

In many of these cases, the metastases were located in sites (skeletal 

muscle, subcutaneous soft tissue, brain, thyroid) that are not imaged well by 

conventional radiographic staging techniques.



Utility of postinduction therapy PET scans

Until further data are available, we do not use postinduction

therapy PET scanning to select patients for nonsurgical 

therapy.













What is the best time for surgery after 

neoadjuvant chemoradiotherapy?



Timing of surgery after chemoradiotherapy

We prefer that surgery be performed within five to seven weeks of completing CRT.

Postoperative complications increase if it is done sooner than four weeks, and the risk for 

distant metastasis from remaining cancer increases as surgery is delayed longer than seven 

weeks.

The optimal timing between completion of neoadjuvant CRT and resection is not established. 

The typical interval, four to seven weeks, is arbitrary, with the intent of allowing resolution of 

acute inflammation and for tumor regression while minimizing chronic fibrotic changes in the 

surgical field



SURGICAL APPROCHES :

1-Minimally Invasive or open Esophagectomy?  

2-Transthoracic or Transhiatal Esophagectomy? 









Post operative management ?





For patients with residual disease after preoperative CRT we 

suggest nivolumab for up to one year (Grade 2B). 

For patients with residual nodal disease after neoadjuvant CRT 

who lack access to nivolumab, treatment must be 

individualized. 

One approach is to administer adjuvant chemotherapy with 

different agents than those given preoperatively ( FOLFOX if 

the initial CRT regimen included only paclitaxel and carboplatin).





surveillance ?









Post-treatment surveillance

There are no randomized trials to guide the postoperative surveillance 

strategy and no data that demonstrate improvement in quality of life or 

longevity from earlier detection of asymptomatic recurrences. 

We perform history, physical examination, targeted blood work, and CT of the 

chest and abdomen every four months for the first three years.

We do not carry out surveillance endoscopy unless there was a 

preoperative history of Barrett's esophagus, a questionable margin at the time 

of surgery, or if the patient has a recalcitrant stricture that is worrisome for an 

occult local recurrence.



By contrast, consensus-based guidelines from the ESMO 

emphasize the lack of evidence that regular follow-up after 

initial therapy has an impact on survival outcomes, with 

the possible exception of patients who might be potential 

candidates for early "salvage surgery" after failing definitive 
CRT









6 months after surgery  the patient came 

to me because of the hoarsness







The most common sites of distant metastases in patients 

with esophageal cancer are the liver, lungs, bones, and 

adrenal glands .

Adenocarcinomas most frequently metastasize to 

intraabdominal sites (liver, peritoneum), while metastases 
from SCCs are typically intrathoracic.









What is your openion about continuing the 

treatment of this patient ?





















For patients whose tumors are dMMR or overexpress PD-L1 and who did 

not receive first-line immune checkpoint inhibitor immunotherapy, there is 

disagreement about the optimal timing of immune checkpoint inhibitors.

In the United States, pembrolizumab is approved for third-line treatment in 

patients with PD-L1-expressing gastric or esophagogastric junction (EGJ) 

adenocarcinoma (combined positive score [CPS] 1 or higher) after 

failure of two separate chemotherapy regimens. 

It is also approved for recurrent locally advanced or metastatic SCC of the 

esophagus that expresses high levels of PD-L1 (CPS ≥10) and has 

progressed after one or more prior lines of systemic therapy.



Treatment selection

•Squamous cell cancer (SCC) – Regardless of PD-L1 overexpression, we 

suggest -chemotherapy plus immunotherapy rather than chemotherapy alone 

(Grade 2B). 

Although the chemotherapy backbone in the CheckMate and KEYNOTE 

studies was cisplatin plus fluorouracil(FU), many clinicians, including some of 

the authors and editors associated with this topic review, 

prefer pembrolizumab or nivolumab in combination with an oxaliplatin-based 

regimen such as oxaliplatin plus leucovorin with bolus plus short-term FU 

(FOLFOX),





THANKS FOR YOUR ATTENTION
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Nivolumab – Benefit for nivolumab was shown in the CheckMate 577 trial, in which 794 patients 

who had received neoadjuvant CRT for esophageal or EGJ cancer (70 percent AC) and had 

residual pathologic disease at the time of surgery were randomly assigned to nivolumab (240 mg) 

or placebo every 2 weeks for 16 weeks followed by nivolumab 480 mg or placebo every 4 weeks; 

the maximum treatment duration was one year [150]. Enrollment was irrespective of programmed 

death receptor-1 ligand 1 (PD-L1) overexpression. Tumor site was esophagus in 60 percent and 

EGJ in 40 percent; histology was AC in 71 percent and SCC in 29 percent. At a median follow-up 

of 24.4 months, median disease-free survival, the primary endpoint, was twice as long with 

nivolumab (22.4 versus 11 months, HR for disease progression or death was 0.69, 95% CI 0.56-

0.86), and the benefits were seen across all patient subgroups (histology, location, initial and post-

treatment disease stage, PD-L1 overexpression or not). Overall survival data were not mature. 

Although treatment-related adverse effects were frequent, most were grade 1 or 2 and only 9 

percent of patients discontinued adjuvant nivolumab because of adverse effects. The benefits were 

gained without any significant decline in patient-reported health-related quality of life over the year 
of nivolumab treatment.



Post-treatment cancer surveillance

Patterns of failure

The majority of recurrences develop within one year, and recurrences tend to develop 

earlier in patients treated with neoadjuvant therapy as compared with surgery alone. 

This was illustrated in a series of 590 patients who underwent esophagectomy for AC .The 

peak interval for recurrence after esophagectomy alone was six to nine months, and 

more than 90 percent of the disease recurrences occurred by three years. 

By contrast, among patients treated with neoadjuvant CRT ( trimodality therapy), the peak 

time frame for recurrence was the first three months, and >90 percent of recurrences were 

evident by 21 months. 

The pattern of recurrence was distant, locoregional, or both in 60, 30, and 10 percent of 

patients, respectively, and did not differ in patients treated with surgery alone. 

Of note, these results may be impacted by selection bias, as patients with more advanced 

tumors likely had an increased likelihood of receiving neoadjuvant therapy. A similar 

distribution of recurrences (distant, locoregional, or both in 55, 28, and 17 percent) have been 

reported by others following trimodality therapy



The pattern of recurrence was distant, locoregional, or both in 60, 30, 

and 10 percent of patients, respectively, and did not differ in patients 

treated with surgery alone. 

Of note, these results may be impacted by selection bias, as patients 

with more advanced tumors likely had an increased likelihood of 

receiving neoadjuvant therapy. 

A similar distribution of recurrences (distant, locoregional, or both in 

55, 28, and 17 percent) have been reported by others following 

trimodality therapy



On the other hand, isolated local recurrences are more frequent after definitive 

CRT, and salvage surgery may benefit a greater number of these patients.

This was shown in a retrospective analysis of 276 patients with esophageal cancer 

(78 percent AC) who were treated with definitive CRT at MD Anderson Cancer 

Center over a nine-year period (2002 to 2011) .

The site of first failure was local only in 64 (23 percent); and 23 (36 percent, 8 

percent of the entire cohort) of these were amenable to salvage surgery. At a median 

follow-up of 54 months for the entire cohort, the estimated three- and five-year 

overall survival rates for those undergoing salvage surgery were 61 and 45 percent, 

respectively. Ninety-one percent of the local recurrences developed within two years, 

suggesting that vigilant surveillance is more important in this time frame.
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