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Abstract
Data on treatment and survival of patients with advanced unresectable esophageal 
squamous cell carcinoma (ESCC) from Western populations are limited. Here we de-
scribe treatment and survival in patients with advanced unresectable ESCC: patients 
with cT4b disease without metastases (cT4b), metastases limited to the supraclavicu-
lar lymph nodes (SCLNM) or distant metastatic ESCC at the population level. All pa-
tients with unresectable (cT4b) or synchronous metastatic ESCC at primary diagnosis 
(2015-2018) or patients with metachronous metastases after primary non-metastatic 
diagnosis in 2015-2016 were selected from the Netherlands Cancer Registry. Fifteen 
percent of patients had cT4b disease (n = 146), 12% SCLNM (n = 118) and 72% distant 
metastases (n = 681). Median overall survival (OS) time was 6.3, 11.2, and 4.4 months 
in patients with cT4b, SCLNM, and distant metastases, respectively (P  <  .001). 
Multivariable Cox regression showed that patients with cT4b (hazard ratio 1.44, 95% 
CI 1.04-1.99) and patients with distant metastases (hazard ratio 1.42, 95% CI 1.12-
1.80) had a worse survival time compared with patients with SCLNM. Among patients 
who received chemoradiotherapy and/or underwent resection (primary tumor and/
or metastases), median OS was 11.9, 16.1, and 14.0  months in patients with cT4b, 
SCLNM, and distant metastases, respectively (P =  .76). Patients with SCLNM had a 
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1  |  INTRODUC TION

Esophageal squamous cell carcinoma (ESCC) accounts for the vast 
majority of esophageal carcinoma incidences worldwide (~90%).1 
Curative options are generally no longer available if patients pres-
ent with distant metastases and palliative systemic treatment is the 
treatment of choice.2,3 However, patients with metastases limited to 
the supraclavicular lymph nodes, who are diagnosed as M1 disease, 
could still be eligible for treatment with curative intent consisting of 
definitive chemoradiation.4-6 Definitive chemoradiation or palliative 
treatment is recommended for patients with T4b disease without 
metastases, as these tumors are generally unresectable.

Until recently, evidence for systemic treatment in ESCC was 
scarce. However, preliminary results from the phase III CheckMate 
648 trial in advanced ESCC showed improved survival of patients 
treated with nivolumab plus ipilimumab (13.2 months) or nivolumab 
plus chemotherapy (12.8  months) compared with chemotherapy 
alone (10.7 months).7 Second-line phase III trials in advanced ESCC 
also showed improved survival of 1.1-2.5 months in patients receiv-
ing PD-1 inhibitors (with or without chemotherapy) compared with 
chemotherapy alone.8-11 A major limitation of these studies is the 
limited inclusion of patients from Western countries. This might be 
of relevance as, at genomic level, ESCC differs between Asian and 
Caucasian populations and the effect of systemic treatment appears 
to be distinct.12-14

To provide data on patients with advanced ESCC in a Western 
population and put the recent studies on checkpoint inhibition in a 
real-world context, this study aimed to describe treatment patterns 
and survival in ESCC patients with cT4b disease without metastases, 
patients with supraclavicular lymph node metastases, and patients 
with distant metastatic ESCC in a nationwide population-based study.

2  |  MATERIAL S AND METHODS

2.1  |  Study population

Patients diagnosed with squamous cell carcinoma (ICD-O3 mor-
phology codes 8050-8084) of the esophagus or gastroesophageal 
junction/cardia diagnosed with clinical stages invading adjacent 
structures without metastases (cT4bcNallcM0; 2015-2018), synchro-
nous metastatic disease (cTallcNallcM1; 2015-2018), or metachronous 
metastatic disease after primary diagnosis of non-metastatic disease 

treated with curative intent (cT1-4a,XcNallcM0; 2015-2016) were se-
lected from the Netherlands Cancer Registry (NCR) (Figure 1).15

Synchronous metastatic disease was defined as diagnosis of 
metastases before the start of treatment or, to account for delay in 
pathological conformation of metastases, within the first 5 days of 
start of treatment. In patients who had had surgery without preop-
erative treatment, metastases had to be diagnosed before or during 
surgery. Metachronous metastases were defined as diagnosis of 
metastases after either resection (endoscopic or surgical resection) 
or definitive chemoradiotherapy (chemotherapy with concurrent ra-
diotherapy consisting of ≥28 fractions and/or total radiation dose 
of ≥50 gray (Gy)) for primary non-metastatic disease. In case of re-
section, metastases needed to be diagnosed at least five days after 
resection to account for any delay in pathological confirmation of 
metastases. Patients with a diagnosis of metastases during treat-
ment with curative intent were considered interval metastases and 
were beyond the scope of this study and presented elsewhere.16

The NCR is a nationwide population-based cancer registry that 
covers the total Dutch population and includes all newly diagnosed 
malignancies. Specially trained data managers from the NCR rou-
tinely extract information on diagnosis, tumor stage, and treatment 
from medical records. All data used in this study have been registered 
in the NCR and collected by trained data managers from the NCR by 
extraction from patients' medical records according to strict coding 
manuals. Data on progression of disease (including metachronous me-
tastases) were not routinely registered in the NCR and were collected 
in the second half of 2019 from medical records by data managers 
from the NCR. Complete follow-up was available for patients with ad-
vanced or synchronous metastatic disease who had been diagnosed 
in 2015-2017, and for patients with metachronous metastatic disease 
after prior primary non-metastatic diagnosis in 2015-2016. For pa-
tients with metastases limited to the head and neck lymph nodes, 
data managers from the NCR extracted information from medical re-
cords on whether the metastases were located and limited to the su-
praclavicular lymph nodes. Information on vital status was available 
by linking the NCR with the Dutch Personal Records Database and 
updated until 1 February 2021. According to the Central Committee 
on Research involving Human Subjects, this type of study did not re-
quire approval from an ethics committee in The Netherlands. This 
study was approved by the Privacy Review Board of the NCR and the 
scientific committee of the Dutch Upper GI Cancer Group.

Patients were classified into three groups: patients with cT4b 
disease without distant metastases (cT4b), patients with metastases 

better survival time compared with patients with cT4b and patients with distant me-
tastases. Survival of patients with advanced unresectable ESCC in clinical practice 
was poor, even in patients treated with curative intent.

K E Y W O R D S
distant metastases, esophageal squamous cell carcinoma, palliative treatment, supraclavicular 
lymph node metastases, unresectable advanced disease
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limited to the supraclavicular lymph node (SCLNM; including pa-
tients with cT4b tumor and SCLNM), and patients with other distant 
metastases (including patients with cT4b tumor and metastases not 
limited to the supraclavicular lymph node). Patients with SCLNM 
or distant metastases were further classified into synchronous or 
metachronous metastatic disease.

In patients with non-metastatic disease, 47 patients were ex-
cluded, as follow-up was unavailable in two hospitals due to logis-
tical constraints. Patients without metachronous metastatic disease 
were excluded (n = 380). In patients with advanced or synchronous 
metastatic disease, patients with unknown (systemic) treatment 
(n = 10), and patients whom received treatment abroad (n = 3) were 
excluded. One patient was excluded because of a secondary primary 
tumor that prompted a change in their treatment plan. Lastly, pa-
tients for whom it was unknown if metastases were limited to the 
supraclavicular lymph nodes were excluded (n = 7).

2.2  |  Treatment definitions

Treatment after diagnosis of unresectable or metastatic disease 
was classified into: resection of primary tumor and/or metastases 
(with or without [neo]adjuvant therapy), chemoradiotherapy (chem-
otherapy with concurrent radiotherapy with a maximum of 2.2 Gy 
per dosage not followed by resection of primary tumor), stereotactic 
body radiotherapy (SBRT) for metastases (≥10 Gy per fraction if ≥1 
fraction, ≥7 Gy per fraction if ≥5 fractions or ≥5 Gy per fraction if 
≥12 fractions), and systemic therapy (chemotherapy without con-
current radiotherapy). A systemic treatment regimen was defined as 
all chemotherapy and targeted agents that started within three days 
of each other and were given until suspension.17 Treatment groups 
were not mutually exclusive and were based on the treatment re-
ceived after primary diagnosis (cT4b and synchronous disease) or 

first metastatic site (metachronous disease). If patients did not re-
ceive any of the above-mentioned treatments, they were grouped 
under best supportive care.

2.3  |  Statistical analysis

Characteristics and type of treatment were compared using ANOVA, 
chi-square test or Fisher exact test when appropriate. Overall sur-
vival (OS) was assessed from primary diagnosis (cT4b and synchro-
nous disease) or date of first metastasis (metachronous disease). OS 
was assessed until death or end of follow-up. OS was analyzed using 
Kaplan-Meier methods with log-rank tests as well as univariate and 
multivariable Cox proportional hazard analyses. The multivariable 
models were adjusted for clinically relevant patient and tumor char-
acteristics, as well as type of treatment. Time-dependent covariates 
were created as a function of survival time to test the proportional 
hazard assumption. If time-dependent covariates were significant 
against survival time, the Schoenfeld residual plots were graphically 
inspected and if the residuals of the covariates changed over time 
the covariates were deemed nonproportional and the Cox model 
was stratified, instead of adjusted for these covariates. Two-sided 
P-values of less than .05 were considered statistically significant. All 
analyses were conducted using SAS® version 9.4 (SAS Institute).

3  |  RESULTS

3.1  |  Patient characteristics

In total, 945 patients were included (Figure  1). Median age was 
68 years and 60% of patients were male (Table 1). Fifteen percent 
of patients were diagnosed with cT4b (n = 146), 12% with SCLNM 

F I G U R E  1  Flowchart of patient selection

All patients with advanced (cT4bcNallcM0) or 
synchronous metastatic (cT1-4b,XcNallcM1) 

esophageal squamous cell cancer diagnosed 
in 2015-2018 in the Netherlands

n = 815

All patients with non-metastatic esophageal 
squamous cell cancer (T1-4a,XNallM0) 

diagnosed in 2015-2016 in the Netherlands 
and treated with curative intent

n = 578

Excluded (n = 14)
Patients with unknown (systemic) treatment (n = 10)
Patients whom received therapy abroad (n = 3)
Patients whom received treatment adjusted to other primary 
tumor (n = 1)

All patients with advanced or synchronous 
metastatic squamous cell cancer

n = 801

Included patients 
n = 952

cT4b tumor without metastases
n = 146

Excluded (n = 427)
Patients diagnosed in two hospitals for which follow-up 
data is not available (n = 47)
Patients without metachronous metastatic disease (n = 380)

Excluded (n = 7)
Patients for whom it was unknown if metastases where 
limited to the supraclavicular lymph node (n = 7)

All patients with metachronous metastatic 
squamous cell cancer

n = 151

Supraclavicular lymph nodes 
metastases only

n = 118

Distant metastases
n = 681
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(n = 118), and 72% with distant metastases (n = 681). Among pa-
tients with metachronous metastatic disease, median time since 
end of treatment after primary non-metastatic disease until meta-
static disease was 8.7  months (interquartile range [IQR] 5.0-17.8). 
The characteristics of patients with synchronous or metachronous 
metastatic disease are listed in Table S1.

Among patients with distant metastases, the primary tumor was 
more often located in the distal esophagus (38%) compared with 
patients with cT4b (11%) or SCLNM (14%; P < .001). Seventeen per-
cent and 10% of patients with SCLNM and distant metastases had 
a cT4b tumor, respectively. In patients with distant metastases, the 
four most common metastatic locations were the nonregional lymph 
nodes (48%), lung (37%), liver (33%) and bone (19%).

3.2  |  Treatment

Sixty-two percent of patients received best supportive care (Table 1), 
of whom 46% received radiotherapy for symptom control and 16% 
received a stent. A small proportion of patients had resection of pri-
mary tumor and/or metastases: 7%, 8%, and 2% of patients with cT4b, 
SCLNM, and distant metastases, respectively (P = .001). Patients with 
cT4b and SCLNM more often received chemoradiotherapy (without 
resection of primary tumor; 36% and 41%, respectively) compared 
with patients with distant metastases (6%; P  <  .001). The majority 
(71%) of these patients received a dose of 50.4 Gy and the most com-
mon chemotherapy regimen was carboplatin plus paclitaxel (97%). 
The other chemotherapy regimens were cisplatin (1%), cisplatin plus 
capecitabine (1%), and cisplatin plus paclitaxel (1%).

Systemic therapy was administered in 20% of patients, most 
often doublet therapy (89%; Table 1). Patients with distant metas-
tases (24%) more often received systemic therapy compared with 
patients with cT4b (5%) and SCLNM (13%; P  <  .001). In total, 15 
different systemic regimens were administered (Figure 2), most fre-
quently capecitabine or 5-FU plus oxaliplatin (48%), and carboplatin 
plus paclitaxel (37%). For patients with complete follow-up (n = 141), 
23% received a subsequent systemic regimen after failure of the 
first regimen, most frequently paclitaxel monotherapy (22%) and 
capecitabine plus oxaliplatin (19%). None of these patients received 
docetaxel monotherapy.

3.3  |  Survival

Median OS time in all patients was 5.3  months (IQR 2.3-10.9). 
Median OS was 6.3 (IQR 2.8-13.1), 11.2 (IQR 5.6-22.5), and 
4.4  months (IQR 1.9-9.3) in patients with cT4b, SCLNM, and dis-
tant metastases, respectively (P <  .001; Figure 3). Among patients 
who received chemoradiotherapy and/or had resection, median OS 
was 11.9 (IQR 6.4-39.0), 16.1 (IQR 7.9-25.9), and 14.0 months (IQR 
9.2-23.5) in patients with cT4b, SCLNM, and distant metastases, 
respectively (P = .76; Figure 4). Among patients who received best 
supportive care, median OS was 3.1 (IQR 1.3-7.1), 6.2 (IQR 3.3-12.1), 

and 3.0 months (IQR 1.5-6.2) in patients with cT4b, SCLNM, and dis-
tant metastases, respectively (P =  .003; Figure 5). Among patients 
with distant metastases receiving systemic therapy (and whom 
did not have resection), median OS was 7.5 months (IQR 4.8-12.6). 
For patients with distant metastases receiving a second systemic 
treatment regimen, OS from start of second-line treatment was 
6.2 months (IQR 4.0-9.1).

Multivariable analyses showed that patients with cT4b (hazard 
ratio 1.44, 95% CI 1.04-1.99) and patients with distant metastases 
(hazard ratio 1.42, 95% CI 1.12-1.80) had a worse survival compared 
with patients with SCLNM (Table 2).

4  |  DISCUSSION

Our study showed that Western patients with advanced unresect-
able ESCC are a diverse patient population in terms of character-
istics and treatment, as well as survival. Our main finding was that 
patients with metastases limited to the supraclavicular lymph nodes, 
who are diagnosed as M1 disease, had a considerably better survival 
compared with patients with cT4b and patients with other distant 
metastases.

In previous studies of patients with esophageal cancer without 
other distant metastases than the supraclavicular lymph node and 
treated with chemoradiotherapy, involvement of the supraclavic-
ular lymph node was not identified as a negative prognostic fac-
tor for survival.5,18 In contrast with the TNM classification, the 
Japanese Classification of Esophageal Cancer considers supracla-
vicular lymph nodes as regional lymph nodes, depending on the 
location of the primary tumor.19 In our study, we found a superior 
survival of all patients with SCLNM compared with patients with 
cT4b and patients with distant metastases, independent of treat-
ment. The survival time among patients who received chemoradio-
therapy and/or had resection with SCLNM (16.1 months) or distant 
metastases (14.0  months) was not significantly different. Most 
likely, patients with distant metastases who received this type of 
treatment had oligometastatic disease for whom prolonged sur-
vival could be achieved.20

Twenty-three percent of patients with SCLNM who received 
chemoradiotherapy and/or had resection were still alive after 
3  years. The 3-year survival rate was higher in previous studies 
of patients with esophageal cancer who had received definitive 
chemoradiotherapy (36%-46%).5,21 A population-based study of 
the CROSS regimen reported 5-year survival rates of 62% and 38%, 
depending on response after neoadjuvant chemoradiotherapy.22 
Similarly, survival after definitive chemoradiotherapy predominantly 
depended on response, with complete responders showing a 3-year 
survival rate of 58%.23 To improve outcomes after definitive chemo-
radiotherapy, radiation dose escalation was considered an option 
until recently. As the phase III ARTDECO study showed that dose 
escalation up to 61.6 Gy did not improve outcomes in patients with 
esophageal cancer, including patients with ESCC.24 Currently, clin-
ical trials are underway to explore the addition of PD-1 inhibitors 
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TA B L E  1  Baseline characteristics and type of treatment of all patients subdivided by subgroup

All patients 
(N = 945)

cT4b disease without 
metastases (N = 146)

Supraclavicular lymph node 
disease (N = 118)

Distant metastatic 
disease (N = 681) P-value

Sex, n (%)

Male 570 (60%) 93 (64%) 62 (53%) 415 (61%) .151a

Female 375 (40%) 53 (36%) 56 (47%) 266 (39%)

Age

Median (IQR) 68 (62-74) 66 (61-73) 69 (62-73) 68 (62-74) .381b

Type of metastatic disease, n (%)

Synchronous 794 (84%) 146 (100%) 104 (88%) 544 (80%) < .001a

Metachronous 151 (16%) 0 (0%) 14 (12%) 137 (20%)

Comorbidities, n (%)

0 401 (42%) 60 (41%) 52 (44%) 289 (42%) .04c

1 311 (33%) 45 (31%) 41 (35%) 225 (33%)

≥2 179 (19%) 23 (16%) 22 (19%) 134 (20%)

Unknown 54 (6%) 18 (12%) 3 (3%) 33 (5%)

Performance status, n (%)

0-1 430 (46%) 65 (45%) 82 (69%) 283 (42%) < .001a

≥2 176 (19%) 29 (20%) 11 (9%) 136 (20%)

Unknown 339 (36%) 52 (36%) 25 (21%) 262 (38%)

Tumor location at primary diagnosis, n (%)

Cervical thoracal 
esophagus

19 (2%) 9 (6%) 1 (1%) 9 (1%) < .001a

Proximal thoracal 
esophagus

165 (17%) 41 (28%) 35 (30%) 89 (13%)

Mid thoracal esophagus 362 (38%) 66 (45%) 53 (45%) 243 (36%)

Distal thoracal esophagus 295 (31%) 16 (11%) 17 (14%) 262 (38%)

Overlapping/unknown 
esophagus

95 (10%) 14 (10%) 12 (10%) 69 (10%)

Gastroesophageal junction 9 (1%) 0 (0%) 0 (0%) 9 (1%)

Tumor differentiation at primary diagnosis, n (%)

Well/moderate 352 (37%) 62 (42%) 47 (40%) 243 (36%) .095a

Poorly/undifferentiated 289 (31%) 31 (21%) 37 (31%) 221 (32%)

Unknown 304 (32%) 53 (36%) 34 (29%) 217 (32%)

cT stage at primary diagnosis, n (%)

cT1 4 (0%) 0 (0%) 1 (1%) 3 (0%) < .001c

cT2 233 (25%) 0 (0%) 24 (20%) 209 (31%)

cT3 296 (31%) 0 (0%) 54 (46%) 242 (36%)

cT4 262 (28%) 146 (100%) 21 (18%) 95 (14%)

cTX 150 (16%) 0 (0%) 18 (15%) 132 (19%)

cN stage at primary diagnosis, n (%)

cN0 167 (18%) 32 (22%) 18 (15%) 117 (17%) .799c

cN1 342 (36%) 55 (38%) 40 (34%) 247 (36%)

cN2 327 (35%) 47 (32%) 44 (37%) 236 (35%)

cN3 73 (8%) 8 (5%) 11 (9%) 54 (8%)

cNX 36 (4%) 4 (3%) 5 (4%) 27 (4%)

Distant metastatic sites, n (%)

0-1 638 (68%) 146 (100%) 118 (100%) 374 (55%) < .001a

(Continues)
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and/or TGF-β to definitive chemoradiotherapy and will hopefully 
improve outcomes for patients with ESCC who are eligible for defin-
itive chemoradiotherapy.25,26

The phase III CheckMate 648 trial reported a survival time of 10.7 
months for patients receiving chemotherapy alone, and an increased 
survival of 12.8 and 13.2 months for patients receiving nivolumab 
plus chemotherapy and nivolumab plus ipilimumab, respectively.7 
In our study, among patients with distant metastases receiving sys-
temic therapy, survival was 7.5 months. In CheckMate 648, no in-
formation was provided on inclusion of patients with SCLNM. The 
inclusion of patients with SCLNM, locoregional recurrent, or unre-
sectable advanced disease in CheckMate 648 could potentially ex-
plain the longer survival observed in the chemotherapy alone group 
compared with our population. The percentage of patients in our 
study with distant metastatic ESCC who received systemic therapy 
(24%) was lower compared with patients with metastatic esophago-
gastric adenocarcinoma (39%).27 Possible explanations could be that 
patients with ESCC are less fit compared with patients with ade-
nocarcinoma due to differences in etiology, including lifestyle, or 
because evidence for palliative systemic therapy in ESCC has been 
limited until recently. Hopefully, with novel treatment strategies be-
coming available, more patients will be able to benefit from systemic 
therapy and checkpoint inhibition could potentially improve survival 
in this population. However, the question remains how checkpoint 
inhibitors will perform in the real-world situation.

Survival from the start of second-line treatment in our study 
of patients with distant metastases (6.2 months) was comparable 

All patients 
(N = 945)

cT4b disease without 
metastases (N = 146)

Supraclavicular lymph node 
disease (N = 118)

Distant metastatic 
disease (N = 681) P-value

2 197 (21%) 0 (0%) 0 (0%) 197 (29%)

≥3 110 (12%) 0 (0%) 0 (0%) 110 (16%)

Resection primary tumor or 
metastasis, n (%)

37 (4%) 10 (7%) 10 (8%) 17 (2%) .001a

Chemoradiotherapy (without 
resection of primary 
tumor) n (%)

141 (15%) 53 (36%) 48 (41%) 40 (6%) < .001a

<50.4 Gy 24 (17%) 6 (11%) 7 (15%) 11 (28%) .119c

50.4 Gy 100 (71%) 41 (77%) 32 (67%) 27 (68%)

>50.4 Gy 17 (12%) 6 (11%) 9 (19%) 2 (5%)

SBRT for metastasis, n (%) 9 (1%) 0 (0%) 0 (0%) 9 (1%) .172a

Systemic therapy, n (%) 185 (20%) 8 (5%) 15 (13%) 162 (24%) < .001a

Mono 7 (4%) 0 (0%) 1 (7%) 6 (4%) .878c

Doublet 165 (89%) 8 (100%) 13 (87%) 144 (89%)

Triplet 11 (6%) 0 (0%) 1 (7%) 10 (6%)

Targeted 2 (1%) 0 (0%) 0 (0%) 2 (1%)

Best supportive care, n (%) 584 (62%) 76 (52%) 48 (41%) 460 (68%) < .001a

Radiotherapy for symptom 
control, n (%)

268 (46%) 30 (39%) 25 (52%) 213 (46%) .362a

Stent placement, n (%) 93 (16%) 17 (22%) 9 (19%) 67 (15%) .194a

Note: All patients with unresectable (cT4b) or synchronous metastatic esophageal squamous cell carcinoma at primary diagnosis (2015-2018) or 
patients with metachronous metastases after prior primary non-metastatic diagnosis (2015-2016) were included.
aChi-square P-value.
bANOVA F-test P-value.
cFisher Exact P-value.

TA B L E  1  (Continued)

F I G U R E  2  Word cloud of the 15 systemic treatment regimens 
that were administered. Font size of the word corresponds to the 
number of patients that received the regimen. CapOx, capecitabine 
and oxaliplatin; CarboPac, carboplatin and paclitaxel; ECC, 
epirubicin, cisplatin, and capecitabine; EOX, epirubicin, oxaliplatin, 
and capecitabine; FOLFOX, fluorouracil and oxaliplatin



1044  |    PAPE et al.

with the control arms (ie, chemotherapy only) of the second-line 
ESCORT, RATIONALE 302, and KEYNOTE 181 trials, with a re-
ported OS of 6.2, 6.3, and 7.1  months.9-11 In ATTRACTION-3, 
survival time of patients in the control arm (all receiving taxane 
monotherapy) was higher at 8.4  months.8 In a real-world study 
of patients with ESCC, the survival of patients receiving second-
line taxane monotherapy (7.3 months) was longer compared with 
patients receiving other second-line regimens (5.1 months).28 In 

our study, 22% of patients received second-line taxane mono-
therapy and this could explain the shorter survival time compared 
with ATTRACTION-3. In our population, approximately one-
third of patients received carboplatin plus paclitaxel as first-line 
treatment and were therefore ineligible for second-line taxane 
monotherapy.

The major strength of this study was the use of population-based 
data and the relatively large sample size of patients with ESCC from 

F I G U R E  3  Overall survival of patients 
with cT4b, SCLNM, or distant metastases 
after unresectable or metastatic diagnosis

F I G U R E  4  Overall survival of patients 
with cT4b, SCLNM or distant metastases 
who received chemoradiotherapy and/or 
underwent resection after unresectable 
or metastatic diagnosis

F I G U R E  5  Overall survival of patients 
with cT4b, SCLNM, or distant metastases 
who received best supportive care after 
unresectable or metastatic diagnosis
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a Western population. This study also has some limitations. This is a 
retrospective study and data for certain variables, eg, performance 
status, were incomplete. In patients with cT4b it is unknown which 
adjacent structure(s) were invaded and the definition of cT4b could 
differ between hospitals. In addition, classification of supraclavicu-
lar lymph nodes might have been inconsistent, as it is possible that 
these lymph nodes were sometimes considered regional cervical 
lymph nodes in clinical practice. Lastly, the reason for choice of 
treatment was unknown and could have provided more insight into 
the choice of treatment.

In conclusion, in this population-based study of patients with 
advanced unresectable ESCC, we showed that characteristics, 
treatment patterns, and survival differed between patients with 
cT4b, SCLNM, and distant metastases. The majority of patients 
were treated with best supportive care. Survival of patients with 
advanced ESCC in clinical practice is poor, even in patients treated 
with curative intent.
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