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Case Report
Synchronous primary esophagus and stomach cancer:
report of 18 patients in single institution from China
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Abstract: Objective: Synchronous primary esophagus and stomach cancer (SPES) is a rare disease with aggressive
behavior and poor prognosis. Because of the rarity of this disease, standard therapy has not yet been established.
We reviewed our experience in the management of patients with it. Methods: We analyzed the 3120 patients who
were diagnosed malignant tumor between June 2011 and January 2014 in our hospital, and 18 patients with SPES
were enrolled. We retrospectively collected presenting symptoms, staging, tumor characteristics, treatment, re-
sponse, outcome, and survival. Results: The incidence of SPES was 0.58% in our hospital, and the gender ratio was
5:1 (male/female). 88.89% of the patients had some bad habits. The response for all sites was complete response
(CR) in nine patients, partial response (PR) in five patients, stable disease (SD) in two patients, and progressive dis-
ease (PD) in two patients; the objective response rate (ORR) was 77.78%. For the 18 patients, the mean follow-up
time was 15 months, and the median overall survival time (MST) was 10.6 months (range: 3.1-28.7 months). The
1-year and 2-years overall survival rates were 45% and 20% respectively. The MST for cases who received surgi-
cal resection was 24.6 months, and 10.6 months for non-surgical approaches (P=0.004). Conclusions: SPES is a
rare and highly malignant tumor with dismal prognosis. Early diagnosis and detection, active and comprehensive
treatment can prolong the survival span and improve the prognosis, and surgery is playing an important role in the
treatment.
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Introduction Synchronous primary esophagus and stomach
cancer (SPES) has not yet been established [5].
Herein, we retrospectively reviewed the clinical
data of patients diagnosed as SPES in our hos-
pital from June 2011 and January 2014, includ-
ing clinical manifestations, treatment, surviv-

ing, and optimal treatment.

Esophageal or gastric cancer is one of the most
common human malignant tumors worldwide.
A national survey of malignant tumor mortality
conducted between 2003 and 2006 showed
that the esophageal cancer is the fourth deadly
cancer in China, following gastric, liver, and
lung cancers [1]. The incidence of synchronous
multiple primary cancers (SMPCs) in esopha-
gus and stomach is increasing very fast. Patients
According to the criterion of Warren and Gates

Materials and methods

[2], the SMPCs are defined as two or over two
different cancerous lesions developed in the
same or different organs within 6 months.
There are few reports described the prevalence
and clinicopathological features of SMPCs,
especially from China-high-risk region for both
esophageal and stomach cancers [3, 4]. In the
same time, the standard treatment for

Between June 2011 and January 2014, a total
of 3120 Chinese patients with malignant neo-
plasm were diagnosed in the Hospital of Xintai
city. All patients received detailed history tak-
ing, physical examination, and laboratory tests
including complete blood count, blood bio-
chemical panel, barium swallow examination,
upper gastrointestinal endoscopic ultrasonog-
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Table 1. Patients’ information and tumor characteristics

Esophagus cancer

Gastric cancer

Patient Gender/ - Alcohol or Primary TNM  Treatment Primary TNM Treatment Resporlse of [0S  Present

Age tobacco all sites (month) status

site stage course site stage course

1 M/64 yes Mt T3N2MO NC+R Antrum  T3NOMO NC+S CR 18.3 DOD
2 M/73 yes Lt T3N2MO C+R Antrum  T2N1MO C PR 10.6 DOD
3 M/50 yes Ut T4N2MO C+R Antrum  T4N2MO C+R PR 9.3 DOD
4 M/58 yes Lt T3N2MO C+R Antrum  T3N2MO C+R PR 10.4 DOD
5 F/54 no CE T2N1MO C+R Cardia  T2N1MO S+C+R CR 15.8 Alive
6 M/63 yes Mt T2N1MO S+AC Body  T2N1MO S+AC CR 24.6 DOD
7 M/75 yes Lt T3N1IMO C Antrum  T3N2M1 C SD 7.6 DOD
8 M/59 yes Mt T3N1IMO C+R Body  T3N1MO C+R CR 12.3 DOD
9 M/65 yes CE T2N2MO C+R Antrum  TAN1IMO NC+S CR 17.9 DOD
10 M/40 no Lt T3N1IMO S+AC Body  T2N1MO S+AC CR 15.4 DOD
11 F/73 yes Lt T2N2MO C+R Antrum  T3NOMO c PR 10.8 DOD
12 M/75 yes Mt T3N1IMO C Antrum  T3N2MO C SD 8.9 DOD
13 M/68 yes Lt T2N2MO NC+S+R Body  T3N1IMO NC+S+R CR 26.3 Alive
14 M/ 74 yes Lt T3N1MO C Antrum  T4N1M1 C PD 5.8 DOD
15 M/76 yes Lt T4N1IMO C+R Body  T2N1MO C PR 9.7 DOD
16 M/68 yes Lt T2N2MO Bsc Antrum  T2N2MO Bsc PD 3.1 DOD
17 M/63 yes Lt T3N1IMO C+R Antrum  T2N1MO C+R CR 19.8 DOD
18 F/70 yes Mt T3N1IMO S+C+R Antrum  T2NOMO S+C CR 28.7 Alive

Abbreviations: Ut = upper thoracic esophagus; Mt = middle thoracic esophagus; Lt = lower thoracic; CE = cervical esophagus; M = male; F= female; Bsc = best sup-
portive care; S = Resection; C = Chemotherapy; R = Radiotherapy; DOD = Death of disease; CCR: Concurrent chemoradiotherapy; NC: Neoadjuvant Chemotherapy; AC:

Adjuvant Chemotherapy; OS: overall survival.

raphy, and computed tomography scan of neck,
chest, and upper abdomen. Patients with
advanced stage disease received magnetic
resonance imaging of brain, emission comput-
ed tomography bone scan and all patients were
diagnosed histologically before treatment.
Among these patients, 18 cases were diag-
nosed as SPES. Informed consent had been
obtained from each patient upon approval of
the study by the ethics committee of the
Hospital of Xintai city. The principles of the
World Medical Association Declaration of
Helsinki and Good Clinical Practice Guidelines
were also strictly followed. All patients were
staged according to the TNM staging system of
the American Joint Committee on Cancer (7th
edition) [6]. The characteristics of the patients
were shown in Table 1.

Treatments

The treatment options of the patients were list-
ed in Table 1. A total of 14 patients underwent
the comprehensive treatment, including sur-
gery, radiotherapy or chemotherapy. 3 cases
were treated only by chemotherapy, and one
underwent best supportive care.

Surgery

7 patients were underwent surgical resection
and all RO resection. Surgical method consist-
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ed of subtotal gastrectomy in 3 patients, and
esophagogastrectomy in 4 patients.

Radiotherapy

RT was performed using 6, or 8 MV photon
beams and delivered at a daily dose of 1.8-2
Gy, five times per week. An intensity-modulated
radiation therapy technique was only used in 4
cases. 7 cases received three-dimensional
conformal radiotherapy. The doses to the spinal
cord and gastric was set to 45 Gy. Additionally,
we checked lung dose as the percentage of
total lung volume receiving less than or equal to
20 Gy (V20) < 20% using dose volume histo-
gram. The total dose ranged from 45 to 70 Gy
(median 54.8 Gy).

Chemotherapy

A total of 17 patients received chemotherapy.
Regimens include cisplatin, oxalipltin, fluoro-
uracil, paclitaxel and docetaxel. Paclitaxel-
platinum-fluorouracil (TCF) was the most com-
mon regimen, accounting for 47.06% (8/17). 6
patients received oxalipltin combined with fluo-
rouracil (FOLFOX), and 3 patients adopted
docetaxel and oxalipltin. Concurrent chemora-
diotherapy adopted the plan of continuous
pumping with fluorouracil (2500 mg/m?) for
120 hours.
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symptoms, the examination
was performed as soon as
possible for a more careful
assessment.

Statistical analysis

The survival time was calcu-
lated from the date of treat-
ment initiation to that of
death from any causes or to
the last date of confirmation
of survival. The x? test was
used to compare frequencies,
and significance was defined
as a value of P < 0.05. We

estimated survival curves
using the Kaplan-Meier me-
thod.

Results
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Figure 1. Kaplan-Meier curve of overall survival for 18 patients with SPES.

Response evaluation

For measurable disease, responses were
evaluated according to the World Health
Organization (WHO) criteria [7]. Response for
all sites was as follows: complete response (CR)
was assigned by disappearance of all visible
tumors including distant metastasis which
were determined by two observations not less
than four weeks apart. Partial response (PR)
was assigned by the volume of all visible tumors
reduced at least 50%, and not less than four
weeks. Progressive disease (PD) was assigned
by an increase in the tumor area by 25% or
developing distant metastasis. But no change
(NC) was assigned between PR and PD.

Follow-up of patients

In general, a follow-up examination was per-
formed every 3 months for the first year, every
4 months for the next year. The routine
examination during follow-up included a
physical examination, blood chemistry, mea-
surement of serum tumour markers, upper
gastrointestinal endoscopic ultrasonography,
computed tomography scan of chest, and
upper abdomen. If the patient had specific
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The number of patients with

SPES accounted for 0.58%
(18/3120) of all tumor cases diagnosed in our
hospital and the gender ratio was 5:1 (male/
female). Among the 18 patients with SPES, 16
of them had smoking or drinking habits. The
response for all sites was CR in 9 patients, PR
in 5 patients, SD in 2 patients, and PD in 2
patients. ORR for all sites was 77.78%. The
summary of treatment results was listed in
Table 1.

Survival

The median follow-up time was 15 months, by
March 2015, 3 patients were still alive; 14
patients died of cancer; one died of accident;
the overall median survival time (MST) was
10.6 months. The one-year and two-years over-
all survival rates were 45% and 20% respec-
tively (Figure 1). The MST of patients with or
without surgery had significant difference in the
comprehensive treatment group (x?=8.175,
P=0.004; Figure 2). The MST for patients who
received surgical resection was 24.6 months,
and for those taking non-surgical approaches
was 10.6 months.

Discussion
Esophagus cancer and stomach cancer are

common malignant tumors with high-incidence
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Next, the esophageal and gas-
tric cancers share the same
risk factors. Reviews of epide-
miological evidence lent strong
support to the effects of smok-
ing and alcohol consumption in
the development of MPCs [10,
11]. 88.89% (16/18) of our
patients had the bad habits of
smoking or drinking. Moreover,
with the aging of population
and the constant improvement
of early diagnosis technology
and tumor treatment, double
+— primary tumor became more
possible to occur. In addition,
for the decline of immunity
level, and the damage to the
systemic and partial immune
function by chemotherapy
drugs, tumor patients faced
increasing risk of double pri-
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Figure 2. Kaplan-Meier curve of overall survival comparing patients with
comprehensive treatments who underwent surgery versus non-surgical ap-

proaches (P=0.004).

especially in underdeveloped regions. However,
few studies had been conducted on SPES. For
the esophageal cancer, gastric cancer is the
most common second primary cancer accord-
ing to a series of reports [8], and the incidence
of synchronous cancers was significantly higher
in men than in women. It also increased with
age. In this study, a total of 3120 Chinese
patients with malignant neoplasm were
enrolled in our hospital, and 18 cases were
diagnosed as SPES, the incidence was 0.58%,
and with a male-to-female ratio of 5. These
data were a little higher than the other Chinese
previous study [3]. He reported about 0.07%
patients with SMPCs in esophagus and stom-
ach (32/45032). The specific etiology of SMPCs
is unknown. First of all, it is presumed that
there is association with such genetic factors
as microsatellite instability [9]. Cancer patients
had genetic susceptibility and individual sus-
ceptibility towards carcinogenic factors, so the
second primary tumors were easy to relapse
after the treatment of the first primary cancer.
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mary tumor with the activating
of potential virus and higher
risk of inducing carcinoma.

Along with the progress of sur-
gery and radiotherapy technol-
ogy, and also the development
of tumor chemotherapy drugs,
the diagnosis and treatment
level for esophageal and gastric cancer has
improved significantly. Several retrospective
studies had reported a CR rate of 22-24.3% to
chemoradiotherapy for advanced esophageal
cancer [12, 13]. In contrast, the rate of the CR
to chemotherapy for advanced gastric cancer
was only as low as 0-0.7% [14, 15], so the com-
prehensive treatment is given priority to treat
the esophageal and gastric cancer at present.
But owing to the paucity of cases, the optimal
treatment for SPES is still not well established
at this moment. At the moment, there was only
individual case reported that chemotherapy or
concurrent radio chemotherapy had been used
to cure SPES [5, 16]. Because of poor progno-
sis of supportive care or chemotherapy, we
tended to take the way of comprehensive treat-
ment. In our study, the response for all sites
was CR in 9 patients, PR in 5 patients, SD in 2
patients, and PD in 2 patients. ORR for all sites
was 77.78%, and the 1- and 2-year overall sur-
vival rates were 45% and 20% respectively.
These results indicated that comprehensive
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treatment is very effective. During the process
of comprehensive treatment, we found the sig-
nificant difference between patients with or
without surgical resection (MST 24.6 months
vs 10.6 months P=0.004). So, the preferred
treatment for patients with early stage SPES is
surgery and the postoperative chemoradiother-
apy according to the situation. For patients with
advanced SPES, the proposed treatment is syn-
chronous or sequential chemoradiotherapy
first and then surgery. Furthermore, SPES is
considered as a systemic disease with a high
risk of distal metastasis, so the comprehensive
treatment can be considered as the primary
treatment. Due to the limitations of this study
including the number of patients enrolled, its
retrospective design, and the fact that not
every patient received comprehensive treat-
ment, the median overall survival is as low as
10.6 months.

The study reveals that the incidence of synchro-
nous Gastric cancer and esophageal cancer
was very low, but it grows very fast. So, we sug-
gest that elderly male patients who have a his-
tory of smoking or drinking and a family history
of gastric or esophageal cancer should have
physical examination every year. Based on our
study results, we can see the effect of compre-
hensive treatment in improving OS of patients
and the important role played by surgery in
comprehensive treatment. Besides, a survival
benefit from comprehensive treatment should
not be ignored.
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