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Abstract

Multiple primary cancer (MPC) is caused by a variety of factors
such as genetic factors, living environment factors, iatrogenic factors
and so on. According to the difference in the interval between the
two cancers, it can be divided into simultaneous MPC and heteroch-
ronous MPC. Due to the large individual difference of MPC patients,
the diagnosis and treatment process of MPC is relatively complicat-
ed. At present, the clinical understanding of MPC is still insufficient,
/ and there is still no unified standard for the treatment of MPC. Clini-

cians pay insufficient attention to multiple primary cancers, or are
easily confused with metastasis and recurrence of multiple primary
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cancers, resulting in misdiagnosis and missed diagnosis, resulting in

patients losing the best opportunity for treatment. The treatment
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and prognosis of MPC are completely different from those of met-
astatic and recurrent cancers, which shorten the survival period of
patients. Therefore, attention should be paid to the study of multiple
primary cancers. We report a case of gastric cancer complicated with
primary liver cancer admitted to the First Affiliated Hospital of Henan

University of Science and Technology.
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Case report

The patient, a 55-year-old male, was admitted to the hos-
pital on March 11, 2021 due to “upper abdominal distension,
pain and discomfort for more than 1 year, and recurrence for
more than 2 months”. More than 1 year ago, the patient had no
obvious inducement of upper abdominal distension, pain and
discomfort, no acid reflux, heartburn, no nausea, vomiting, no
hemesis, melena, no chest pain, chest tightness and other dis-
comfort, no care, no diagnosis and treatment. Before 2 months,
the patient’s symptoms were aggravated again, and the symp-
toms continued to be not relieved, so the emergency depart-
ment was admitted to our hospital as “abdominal distension

cause check”. Previous healthy, smoking and drinking history,
no similar patients in the family. Improve relevant examinations
after admission, such as: Infectious disease screening: hepatitis
B surface antigen (gold standard method) positive (+), HBVDNA:
3.89 x 106 1U/ml, TAP: 128.03 um?, liver function:TP: 50.23 g/L
ALB:27.8 g/L, TBIL: 34.8 g/L, DBIL: 15.00 g/L, IBIL: 19.8 g/L, ALT:
27 g/L, AST: 51 g/L, PCHE: 1879 g/L, AFP: 203.8 ng/ml, Color
Doppler ultrasonography of chest and abdomen showed that
liver cirrhosis was possible, portal vein velocity decreased, liver
disease gallbladder, splenomegaly and splenic vein dilation. 256
row chest and upper abdomen CT (plain scan + enhanced): 1.
Ground glass shadow of left lung, follow-up and reexamination
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are recommended; 2. Liver cirrhosis, splenomegaly, esophago-
gastric fundus and splenic collateral circulation; The abnormal
enhancement focus in the right lobe of the liver, considering
the high possibility of liver cancer, the remaining small nodule
like enhancement in the liver, considering intrahepatic metas-
tasis (Figure 1). 3. Gastric antrum space occupying, considering
malignancy, please combine clinical and pathological findings.
3.0 Mr upper abdomen (plain scan + enhancement): 1. Liver cir-
rhosis with regenerative nodules, splenomegaly, portal hyper-
tension, ascites and collateral circulation; 2. Abnormal signal of
right posterior lobe of liver (Figure 2). Considering malignan-
cy, please combine clinical and AFP examination. Gastroscopy
showed: 1. Esophageal gastric fundus varices (severe); 2. Gastric
antrum space occupying: Ca? (Figure 3); Gastric antrum pathol-
ogy (HE staining Figure 4) results: (gastric antrum) adenocarci-
noma. Liver puncture pathology (immunohistochemical (Figure
5) diagnosis: (liver puncture) combined with immunohisto-
chemical results, it is consistent with hepatocellular carcinoma.
Immunohistochemistry: CerbB2 (0), CK (+), HEPA (partial +),
glypican (+), CD (small amount +), CD34 (blood sinus +), CK7 (-),
CK8 (+), CK19 (-), CDX2 (-), Ki67 (50% +), GS (+), CK20 (-). Physical
examination: Body temperature was 37°C, pulse was 78 beats/
min, respiration was 20 beats/min, blood pressure was 120/70
MHg, skin and mucosa of the whole body were mildly yellow,
no rash, bleeding spots, liver palm or spider nevus, superficial
lymph nodes were not touched and enlarged, and no obvious
abnormalities were found in head, neck, heart and lungs during
physical examination. Abdominal distention, soft abdomen, no
obvious tenderness, rebound pain and muscle tension in the
abdomen, liver, spleen and ribs are not touched, negative mo-
bility dullness, bowel sounds are normal. The patient refused
interventional therapy, asked for oral chemotherapy and was
discharged after her symptoms improved.
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\\Figure 1: CT results of upper abdomen.
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\\Figure 2: MRl results of upper abdomen (plain scan).
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Figure 3: Results of gastroscopy (Gastric antrum placeholder).
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Figure 4: Antrum biopsy of the patient under gastroscopy for
pathological examination of fruit (hematoxylin-eosin (HE) staining,

x100).
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Figure 5: Liver puncture immunohistochemical results.
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Discussion

Multiple primary carcinoma (MPC) is defined as the simul-
taneous or continuous occurrence of more than two types of
primary malignant tumors in a single organ or different organs
in the same individual. MPC is often occult, with atypical clini-
cal symptoms and heterogeneous cancer manifestations, which
can be confused with primary cancer metastasis, so it is easy to
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be ignored clinically. This article reviewed the clinical character-
istics of a patient with gastric cancer complicated with primary
liver cancer admitted to the Department of Gastroenterology,
The First Affiliated Hospital of Henan University of Science and
Technology, aiming to arouse clinicians' attention to multiple
primary cancers and improve the diagnosis rate of multiple pri-
mary cancers.

Gastric cancer, as one of the most common malignant tu-
mors of digestive tract, has a high incidence in China and is re-
ported to rank first in the incidence of malignant tumors [1].
There are no obvious symptoms or manifestations of gastric
cancer in the early stage, and it is often in the middle and late
stage when it is diagnosed, so the best treatment opportunity
has been missed, and the life safety of patients will be severely
threatened [2]. Gastric cancer is a malignant tumor originating
from gastric mucosa, which is closely related to Helicobacter
pylori (Hp). In 1994, WHO listed Helicobacter pylori as a class
i carcinogen. China is a region with a high incidence of gastric
cancer, and its morbidity and mortality are far higher than the
world's average level. It is a major public health problem that
needs to be addressed urgently. The incidence of gastric cancer
in China is widely distributed with obvious differences, especial-
ly in the northwestern and southeastern coastal areas [3]. The
incidence of gastric cancer increases gradually with the increase
of age, and the peak age of incidence is 40-60 years old, and
the incidence of male is about twice that of female [4]. Primary
hepatic carcinoma (PLC) is the fifth largest cancer in the world
and the third leading cause of cancer-related death. As a result,
it has become a major public health problem that endangers
people's life and health Carcinoma, HCC) accounted for more
than 90%. Chronic hepatitis B virus (HBV) infection accounts for
most of the risk factors leading to HCC. Epidemiological studies
have shown that hepatitis B virus X (HBx) is the core functional
protein of HBV and plays an important role in the development
of HBV-HCC. This patient has a history of HEPATITIS B.

Multiple primary carcinoma, also known as repeated carci-
noma and multiple carcinoma, is a rare phenomenon in onco-
genesis. With the diversification of malignant tumor treatment
means, the survival time of patients is prolonged, especially in
the aging society, because the elderly are also a high-risk group
prone to multiple primary cancers, and the incidence rate is
increasing [5]. At present, the diagnostic criteria proposed by
Billroth and revised by Warran are mostly adopted : @ Each
tumor must be malignant. @ Each tumor exists independently
of each other. @ There must be a certain distance of normal
tissue between the carcinomas. @ A tumor must be excluded
as a metastasis to other tumors. Most of the multiple primary
cancers are easy to diagnose, but the invasion and metastasis of
the first cancer should be excluded according to the pathologi-
cal tissue image when determining the second primary cancer
[6]. This case meets this criterion. Currently, most scholars cite
Moertel's proposal that synchronous carcinoma (SC) is defined
as multiple malignant tumors occurring within 6 months apart,
and meTAC - Hronous carcinoma (METAC - Hronous carcinoma)
is defined as multiple malignant tumors occurring within 6
months apart. MC). Combined with the patient's medical his-
tory and related examinations, this case belongs to simultane-
ous multiple primary carcinoma.

At present, the etiology and pathogenesis of multiple pri-
mary carcinoma remain unclear. Multiple primary cancers are
more common in the elderly and may be related to the fol-

lowing factors: (1) Host susceptibility is related to oncogenes.
Overexpression of oncogenes and loss and variation of tumor
suppressor genes are significantly related to the occurrence
of multiple primary cancers, especially in people with a family
history of cancer [13]. The occurrence of multiple primary can-
cers usually involves gene variation. It may be associated with
U1snRNA mutation [7], abnormal expression of circR NA and
SNHG15 [8,9], CDH1 mutation and activation of WNT/B-catenin
signal [10]. (2) Clinical retrospective studies have shown that
the risk of MPC is related to the patient's age and disease in-
cubation period [11]. (3) A study on multiple primary cancers
of gastric cancer found that tobacco is an important risk factor
[12], which may be consistent with Slaughter's field Canceriza-
tion theory: Gastrointestinal, lung and urinary system are the
channels of food, gas and excreta respectively. They receive
chronic stimulation from common carcinogenic factors in food
and air. (4) The immune deficiency of the body, the body resis-
tance and immunity of the elderly are reduced, and the primary
cancer may also reduce the host's resistance to secondary can-
cer; (5) Surgery, radiotherapy, chemotherapy, etc., may further
damage the immune function and have certain influence on the
environment; (6) Adverse lifestyle and genetic factors increase
the risk of multiple primary cancers. (7) Due to the improve-
ment of diagnosis and treatment, the survival time of tumor
patients is significantly prolonged, resulting in increased sensi-
tivity of cancer factors and multiple diseases; The patient was a
middle-aged male, 55 years old, with reduced body resistance
and immunity, high incidence of carcinoma in situ, bad habits
such as smoking and drinking, and hepatitis B.

Conclusion

In conclusion, adequate understanding should be given to
multiple primary cancers, especially for middle-aged and el-
derly patients. If clinical symptoms cannot be explained by a
single tumor, the existence of multiple primary cancers should
be considered. PET/CT has been reported to be helpful in the di-
agnosis of multiple primary cancers [14]. Follow-up work should
be strengthened for the susceptible population of multiple pri-
mary cancers. Early diagnosis and early treatment are very im-
portant to its curative effect and prognosis. Once the diagnosis
is confirmed, radical surgery should be pursued to improve the
survival rate. Since radiotherapy and chemotherapy are the
inducing factors of multiple cancers, individualized treatment
plans should be formulated to minimize the possibility of recur-
rence of new cancers on the basis of the maximum benefit of
patients.
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