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Abstract

Esophageal squamous cell carcinomas often metastasized to lymph nodes and distant organs. The incidence

of metastasis to the stomach from esophageal cancer was rare. However, early-stage esophageal carcinoma with

gastric metastasis is very rare. We report a case of submucosal esophageal SCC arising in the mid-thoracic

esophagus with a large metastasis tumor in the gastric cardia invading liver. A 54 year-old Thai male presented

with sudden epigastrium pain for 3 days. He had melena 1 month previously. Endoscopic examination revealed

a 0.5 cm small ulcerative lesion squamous cell carcinoma and a giant gastric tumor at cardia. Computed tomog-

raphy showed that the gastric tumor was directly invading the liver. He underwent Ivor Lewis esophagectomy

and wedge resection left lobe liver. Final pathological findings were superficial esophageal carcinoma invading

the submucosal layer with gastric mass involving the gastric submucosa, the muscular propria, and partially ex-

tended into the adjacent liver. After chemotherapy cycle 3, computed tomography showed liver metastasis. The

outcome for patients with esophageal carcinoma who have gastric metastasis is very poor, even after surgery and

chemotherapy. Optimal management of gastric metastasis from esophageal cancer is not established yet.
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INTRODUCTION

Squamous cell carcinoma (SCC) of the esophagus
is associated with a poor prognosis. Many patients with
this disease already have metastasis by the time the
primary tumors are detected. Distant metastasis to other
organs such as the liver, lungs, and bone are commonly
found in advanced esophageal cancer cases, but not
in the stomach, less than 70 cases were reported until
now.' The incidence of metastasis to the stomach from

esophageal cancer was 6.2% at autopsy” and 5.3-8.1% at
endoscopic findings.’* However, early-stage esophageal
carcinoma with intramural gastric metastasis is very
rare. The prognosis for patients with gastric metastasis
is poor. Optimal management of gastric metastasis from
esophageal cancer is not established yet. We report a
case of submucosal esophageal SCC arising in the mid-
thoracic esophagus with a large metastasis tumor in the
gastric cardia invading liver.
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REPORT OF A CASE

A 54 years old Thai male presented with sudden
epigastrium pain for 3 days. He wasn’t complaining about
dysphagia but a weight loss of 5 kg in 1 month. He had
melena 1 month previously. He had no past medical and
was not taking any regular medications. His social history
was significant for smoking % pack of cigarettes for 30
years and drinking a %2 bottle of alcohol daily, 20 years
previously. He had no significant family history.

He was alert and look cachexia. His blood pres-
sure was 130/90 mm Hg, pulse 84/min, respiration 20/
min, body temperature 36.7°C. His general examination
revealed pallor and tenderness at the epigastrium. The
complete blood count showed a white blood cell count
of 22,430/mm?, Hemoglobin 6.6 g/dL, platelets 498 x
103/mm?®. His blood chemistry was normal, with tumor
markers carcinoembryonic antigen (CEA) 2.6 Ug/L. The
chest X-ray showed no abnormality. He then underwent
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esophagogastroduodenoscopy (EGD). The endoscopic
finding revealed a 0.5 cm small ulcerative lesion was
seen at 33 cm from the incisor teeth and a 7 cm fulgu-
rating mass was seen at cardia of the stomach below
EGJ. (Figure 1) A biopsy of two specimens demonstrated
moderately differentiated squamous cell carcinoma. CT
scan shows heterogeneous mass, which was measured
about 7.9 x 7.0 x 6.9 cm in greatest dimensions and
shows central necrotic portion, arising from the gastric
fundus. It causes mass effect and luminal narrowing
without gastric wall thickening. Note that direct invasion
of the gastric mass into the left lobe of the liver is seen.
There is no obviously seen esophageal mass in the chest
CT. Neither perigastric nodes nor mediastinal nodes are
demonstrated (Figure 2).

Intraoperative findings showed a 7 cm sized en-
dophytic mass below Z-line that invade the left lobe
liver and 0.5 cm mass at the mid-thoracic esophagus.

Figure 1 Endoscopic finding (a) small ulcerative lesion at the mid-thoracic esophagus. (b) fulgurating mass at cardia of the stomach

below EGJ.

Figure 2 CT scan (a) Axial contrast-enhanced CT scan shows heterogeneous mass, which was measured about 7.9x7.0x6.9 cm in
greatest dimensions and shows central necrotic portion, arising from the gastric fundus (arrow). (b) The coronal view shows
the gastric mass causing luminal narrowing without gastric wall thickening (arrow). (c) The sagittal view shows the direct

invasion of the gastric mass into the left lobe of the liver.
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There was no intrathoracic and intraabdominal lymph
node enlargement. He underwent Ivor Lewis esophagec-
tomy and wedge resection left lobe liver. The microscopic
examination of the esophagus revealed an infiltrative
tumor that invaded the submucosal layer. There was
an obvious transformation zone detected, showing the
progression from the intraepithelial dysplasia into the
invasive component. The tumor presented as irregular,
cohesive nests/sheets surrounded by desmoplastic stroma.
The squamous differentiation was identified by focal
keratinizations, dyskeratotic cells, and the presence of
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intercellular bridges. (Figure 3) There were multiple
tumor emboli with several esophageal nodal metastases
seen. (Figure 4) The histologic sections of the stomach
revealed an infiltrative tumor that almost exclusively
involved the gastric submucosa, the muscular propria,
and partially extended into the adjacent liver. The gastric
mucosa was spared. Only a few focal ulcers were detected
without evidence of intraepithelial dysplasia. (Figure 5)
The gastric mass showed squamous differentiation similar
to the esophageal primary. All of the perigastric nodes
were negative for metastasis.

Figure 3 (a) The microscopic section of the esophagus revealed an infiltrative tumor that invaded the submucosa. (b) There was a
transformation zone from the high-grade esophageal squamous intraepithelial neoplasia into the invasive component. (c)
The tumor presented as irregular cohesive sheets with focal keratinization. (d) The tumor with dyskeratotic cells. (e) The

neoplastic cells reveal focal intercellular bridges.
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Figure 5 a) The gastric mass revealed an infiltrative tumor that almost exclusively involves the submucosa and muscular propria.
The gastric mucosa was spared. There was no transformation zone detected. (b) The gastric tumor showed squamous

differentiation similar to esophageal primary.

He was discharged on postoperative day 18 because
of wound complications. He could eat semi-solid food
before discharge and feed blenderized diet supplementally
via jejunostomy. Chemotherapy was started at postop-
erative week®. He underwent chemotherapy for adjuvant
treatment with cisplatin and 5-fluorouracil. Cisplatin
75 mg/m? was administered intravenously for 2 hours.
After the completion of the cisplatin infusion on day 1.
5-Fluorouracil 1,000 mg/m*day was administered as a
protracted intravenous infusion on days 1 to 4. Cycles of
chemotherapy were repeated every 3 weeks.

After chemotherapy cycle 3, He came to the emer-
gency room with abdominal distension and vomiting. The
abdomen series showed small bowel dilatation with a dif-
ferent high in the same loop of the small bowel. He then

underwent a CT scan of the abdomen. CT scan showed
evidence of small bowel obstruction at the distal ilium
and 4.2 x 3.9 x 4.8 cm hypodense lesion in hepatic seg-
ment VI/VII, possibly liver metastasis. The conservative
treatment was done with NG and jejunostomy decompres-
sion. His clinical was improved 2 days after treatment.
After discharge, he denies further chemotherapy and lost
follow-up.

DiscussioN

The stomach is an unusual site for metastasis. Meta-
static lesions to the stomach are found in 0.2% to 1.7% of
populations in the autopsy series.'” The common primary
lesion was found to be melanoma, lung cancer, and breast
cancer.”®
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Patient prognosis and survival outcomes are poor
because the presence of gastric metastasis is associated
with advanced disease.’” The median survival period
from the diagnosis of gastric metastasis was 3.0 months
(range, 1.0 to 11.0 months).’

The presence of metastases within the stomach from
esophageal carcinoma is rare. The incidence of metastasis
to the stomach was 6.2% at autopsy2 and 5.3- 8.1% from
endoscopic findings in the era of high-definition (HD)
endoscopes.’* Although 11.5% of the esophageal cancer
patients had synchronous gastric tumors. The most com-
mon synchronous gastric tumor was adenocarcinoma of
the stomach.’

Gastric metastatic firstly involved the submucosa
and then might invade to the other layers of the stomach
wall.” The pathological report was different from primary
gastric squamous cell carcinoma. Primary Squamous cell
carcinoma of the stomach is defined according to the
following diagnostic criteria proposed by the Japanese
Classification of Gastric Carcinoma: (1) all tumor cells
are SCC cells, with no adenocarcinomatous components
in any sections and (2) distinct evidence that SCC arises
directly from the gastric mucosa.'” Early in 1960-1980,
EGD wasn’t used routine for preoperative before gastrec-
tomy. Some cases that reported primary SCC stomach,
revealed another lesion at the esophagus in pathologic
specimens.''”

The mechanisms underlying gastric metastasis have
not been clearly explained and are probably different for
each primary tumor. Four pathways may be involved
in the metastatic spread of original primary cancers to
the stomach: peritoneal dissemination, hematogenous
dissemination, lymphatic spread, and direct tumor inva-
sion.' Saito et al. (1985) reported that gastric metastasis
in esophageal cancer spread via the lymphatic route.
From their report, examination of the surgical specimens
revealed that not only lymphatic invasion but also lymph
node metastasis was present in almost all patients. They
summarized that metastases within the stomach are pro-
duced by the lymphatic invasion of carcinoma cells from
the primary carcinoma in the esophagus.”'” Thus, it is
considered that stomach metastasis is induced mainly via
the lymphatic route rather than via the bloodstream route
that is common in other types of distant organ metasta-
sis.”"* But there had a case report that revealed the case
of gastric metastasis without lymphatic infiltration in the
surgical specimen because the primary esophageal tumor
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was a mucosal carcinoma with no lymphatic infiltration
of the submucosa."

Kuwano et al. classified gastric involvement by
esophageal squamous cell carcinoma pathologically into
the following four patterns: (1) gastric invasion from
metastatic lymph nodes, (2) intramural metastasis, (3)
direct gastric wall involvement by the primary tumor,
and (4) intraepithelial spread to the gastric mucosa. In
conclusion, esophageal cancer that involves the gastric
wall or epithelium by direct spread appears to have a
similar prognosis to other esophageal tumors, but gastric
involvement by metastases indicates a poor prognosis.'”

Intramural metastasis (IMM) of esophageal car-
cinoma was first reported by Watson in 1933. Watson
explained IMM as an extension by way of the submucous
lymphatic spread. Takubo (1989) defined IMM as the
metastatic tumor in the esophagus or stomach from the
primary esophageal carcinoma, not located within a vessel
lumen but rather invading the esophageal or gastric wall.
The primary carcinoma and the focus of IMM were distant
from each other."° The recent definition of IMM purposed
by Hashimoto et al. (2013) is as follows: (1) separated
from the primary tumor; (2) located in the wall of the
esophagus, stomach, or duodenum; (3) having a gross
appearance of a submucosal tumor without intraepithelial
cancer extension; (4) having the same histological type
as the primary tumor; and (5) lacking any evidence of
intravascular growth. These criteria discriminated IMM
from multiple primary tumors in the esophagus or stom-
ach and intravascular tumor emboli around the primary
tumor."* The incidence of IMM observed by five Japanese
research groups varied from 7.0 to 14.3%.'"* and 1.0%
had IMM to stomach."* Lymph node metastasis and distant
organ metastasis were observed higher in IMM patients
than patients without IMM. IMM patients resulted in
significantly shorter overall survival than patients without
IMM‘I.?,](xI‘)

There were two peaks in the distribution patterns
of the sizes of the metastatic tumors: less than 2 cm and
more than 4 cm in diameter from autopsy specimen.’
Solitary metastases were reported to be more common
than multiple metastases.”* Metastatic tumors resembled
submucosal tumors of the stomach.’” In contrast, a large
tumor could form a dome-like lesion or ulcerative lesion.
It exhibited pronounced submucosal growth and equally
pronounced invasiveness into the gastric wall or further
into the neighboring structures or rupture.”*’
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From another case report, metastasis tumors could
be larger than the primary esophageal carcinoma from
which they originated.'*'**’ The explanation for the large
metastasis tumor was the blood supply to the stomach
is more abundant than that to the esophagus; this may
facilitate gastric tumor growth.'* Submucosal lymphatic
drainage from the middle and lower esophagus is thought
to be connected to the gastric lymphatic drainage from
the cardia and fundus; thus, the submucosal lymphatic
system may be the route taken by cells metastasizing
to the stomach. These connections might explain the
predominant location of metastatic gastric lesions in the
upper portion of the stomach, rather than in the body."* We
found one report that was similar to our case of esopha-
geal SCC with gastric metastasis invading the liver. It
was questionable that early T staging in esophageal SCC
can have distant metastasis. Ebihara et al. report 1 case
of IMM from stage T1 esophageal cancer from 1,259
patients with esophageal cancer who underwent surgical
treatment.'® Patients with esophageal carcinoma should
undergo a careful examination of their stomachs, even if
their esophageal carcinoma is at an early stage.'"'*

The GASTRIC group's meta-analysis of disease-free
survival (DFS) in trials of adjuvant treatment for gastric
cancer shows that DFS is an acceptable surrogate for over-
all survival (OS) in trials of cytotoxic agents for gastric
cancer in adjuvant treatment. DES is highly predictive of
OS. The strong correlation between DFS and OS can be
partly attributed to the short time interval between relapse
and death in gastric cancer. Therefore, patients with a
short DFS also tend to have a shorter OS.”' However, a
meta-analysis of studies of esophageal cancer showed
that there was no correlation between progression-free
survival (PFS) and OS, so PFS could not be a surrogate
endpoint for OS.”> A Cochrane meta-analysis revealed
a clear survival benefit for the treatment of metastatic
esophageal cancer with chemotherapy compared with
best supportive care. The duration of response is only
generally 4 to 6 months, with a median OS of 10 to 12
months.”** In the report as mentioned before, the patient
died of local recurrence 8 months after surgery despite
adjuvant chemotherapy. They suggested that gastric
metastasis invading other organs have extremely poor
prognoses, even after adjuvant chemotherapy.'* The out-
come for patients with esophageal carcinoma who have
IMM is very poor, even after aggressive treatment.”'° The
mean survival time of patients in whom gastric metasta-
sis develops after esophagectomy is 5.8 months (range,
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1-13 months).*'* As was true of our case, the patient was
recurrent in 4 months post-operative.

CONCLUSIONS

Patients with esophageal carcinoma should undergo
a careful examination of their stomachs, even if their
esophageal carcinoma is at an early stage. The outcome
for patients with esophageal carcinoma who have gastric
metastasis is very poor, even after surgery and chemo-
therapy. Optimal management of gastric metastasis from
esophageal cancer is not established yet.

ACKNOWLEDGEMENTS

We would like to thank all staff members at Bud-
dha Sothorn Hospital (Chachoengsao, Thailand) for their
contribution to this report.

CONSENT FOR PUBLICATION

The patient’s wife provided consent for this case
report to be published.

REFERENCES

1. NamikawaT,HanazakiK.Clinicopathological features and treat-
ment outcomes of metastatic tumors in the stomach. Surg Today
2014;44:1392-9.

2. Saito T, lizuka T, Kato H, et al. Esophageal carcinoma metastatic
to the stomach. A clinicopathologic study of 35 cases. Cancer
1985;56:2235-41.

3. KimGH,AhnJY,JungHY,etal. Clinical and endoscopic features
of metastatic tumors in the stomach. Gut Liver. 2015;9:615.

4. Bento LH,Minata MK, Batista CP, et al. Clinical and endoscopic
aspects of metastases to the gastrointestinal tract. Endoscopy
2019;51:646-52.

5. Kobayashi O, Murakami H, Yoshida T, et al. Clinical diagnosis
of metastatic gastric tumors: clinicopathologic findings and
prognosis of nine patients in a single cancer center. World J Surg
2004;28:548-51.

6. Linda K, Green M. Hematogenous metastasis to the stomach.
Cancer 1990;65:1596-600.

7. Namikawa T, Munekage E,Ogawa M, et al. Clinical presentation
and treatment of gastric metastasis from other malignancies of
solid organs. Biomed Rep 2017;7:159-62.

8. De Palma GD, Masone S,Rega M, et al. Metastatic tumors to the
stomach: clinical and endoscopic features. World J Gastroenterol
2006;12:7326.

9. Koide N, Adachi W, Koike S, et al. Synchronous gastric tumors
associated with esophageal cancer: a retrospective study of
twenty-four patients. American J Gastroenterol 1998;93:758-62.

10. jp JGCAjkk-ma. Japanese classification of gastric carcinoma:
3rd English edition. Gastric Cancer. 2011;14:101-12.

11. Talerman A, Woo-Ming MO. The origin of squamous cell carci-
noma of the gastric cardia. Cancer 1968;22:1226-32.




176

12.

13.

14.

15.

16.

17.

18.

Sukwarodwat P, et al.

Glick SN, Teplick SK, Levine MS. Squamous cell metastases to
the gastric cardia. Gastrointest Radiol 1985;10:339-44.
Hashimoto T, Arai K, Yamashita Y, et al. Characteristics of intra-
mural metastasis in gastric cancer. Gastric Cancer 2013;16:537-42.
Nakazawa N, Fukuchi M, Sakurai S, et al. Mucosal esophageal
squamous cell carcinoma with intramural gastric metastasis invad-
ing liver and pancreas: a case report. Int Surg 2014;99:458-62.
Kuwano H, Baba K, Ikebe M, et al. Gastric involvement of oe-
sophageal squamous cell carcinoma. BritJ Surg 1992;79:328-30.
Takubo K,SasajimaK, YamashitaK,etal. Prognostic significance
of intramural metastasis in patients with esophageal carcinoma.
Cancer 1990;65:1816-9.

Kato H, Tachimori Y, Watanabe H, et al. Intramural metastasis of
thoracic esophageal carcinoma. Int J Cancer 1992;50(1):49-52.
Ebihara Y, Hosokawa M, Kondo S, et al. Thirteen cases with
intramural metastasis to the stomach in 1259 patients with oe-
sophageal squamous cell carcinoma. Eur J Cardiothorac Surg
2004;26:1223-5.

19.

20.

21.

22.

23.

24.

Thai J Surg Oct. - Dec. 2022

Nishimaki T, Suzuki T, Tanaka Y, et al. Intramural metastases
from thoracic esophageal cancer: local indicators of advanced
disease. World J Surg 1996;20:32-7.

Hosoda S, Nagayo T, Suchi T, et al. Submucosal extension with
spherical appearance of esophageal carcinoma into gastric cardia
clinico-pathologic study of four cases. Tohoku J Experiment Med
1971;105:381-90.

Oba K, Paoletti X, Alberts S, et al. Disease-free survival as a
surrogate for overall survival in adjuvant trials of gastric cancer:
a meta-analysis. J Natl Cancer Inst 2013;105:1600-7.

Kataoka K, Nakamura K, Mizusawa J, et al. Surrogacy of
progression-free survival (PFS) for overall survival (OS) in
esophageal cancer trials with preoperative therapy: Literature-
based meta-analysis. Eur J Surg Oncol 2017;43:1956-61.

Ku GY. Systemic therapy for esophageal cancer: chemotherapy.
Chin Clin Oncol 2017;6:49.

Wagner A, Syn N, Moehler M, et al. Chemotherapy for advanced
gastric cancer. Cochrane Database Syst Rev 2017;8:Art No:

CS004604.




Vol. 43 No. 4 Esophageal Squamous Cell Carcinoma with Intragastric Metastasis Invading Liver: A Case Report 177

unARge  BNUFIIE : 21591a0A1H133T8ZAY (T1b) AnimamInszaelfansznzemnsuazdu
thnldis qualsmiins, wa., Fevue Junsha, wau?, gwis aawuday’, nunassa yrilsyya, w.!
"ngquarudaenssunialy Tranenwiawnslass sanSansiFuns
NguaTueIysnI sy 159nenanns lass Janinnsruns

*nguaIUNesINe1NeInIa lraner1aynslass 19 IAnsvUNs
NguUaUTIaINeT lsane1ayns lass 991 IARSTUNT1

mim‘zi]wmmuzﬁwaaﬂmmwﬁﬂ Squamous cell carcinoma Tomuiigendundes ua:a*ﬁmzﬁum%u ¢
Yoa nszgniiludn & mmiwuﬂs neveanzsalifanszmngonns (Intragastric metastasis) WU ldtioounn agTaoilnd
voamsnszaglie Torzaudusinos e miuﬂwaﬂmu“luwﬂwimu WUMINTLNBUDINLIS IMaoa01M U
seozdu naziimsnszaellis nszmzemsuazdy

srauaagievelne e1g 54 7 inlsameadieeimsthatensnaauil 3 Suseunlsmea uaz
fehedundeu 1 ifourey mnnsdesndeumufue s NLIHAIAA 0.5 WUAIIAT THasABTHIS LAz ABUITE
vinalngiinszmnzems maswiiiena 2 dummiuiiy Squamous cell carcinoma lenassnouTune N NARuTIoR
N3INIZOIMIAAN DAY mi‘:’lﬂ‘ﬂ1§ﬂ38518fj’1ﬁ}ﬁ1ﬂ15ﬁ15ﬂ uziisiinasaemiaiuszes Tib nazfoufinazime
21113151 Intragastric metastasis dansida gilglasuniiinia uazudimsldiniithiia A%afi3 asremumsnsz
neldaduan

< { o = ' o =
ﬂﬁ‘WEﬂﬂiﬂﬁiﬂSllf)\iilzliﬁﬁﬁﬂﬂﬂﬁﬂiﬁﬂi371]1811‘1]El\iﬂizlWwﬁ]11415(5111J1’1ﬁ§1ﬂ\11u1"lﬂ’ﬂﬁﬂ1§wmﬂﬁﬂl‘llf]ﬂiﬂﬂ
1 T LY 12 asn o A g 3 A o W
e Llﬂiuﬂﬂﬂﬂuﬂihlull ’J‘ﬁﬂ'liiﬂlﬂﬂlﬂuil’lﬁi’lj1u FINMIFATYUANDIUA




