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Abstract

Gastric cancer (GC) is the fifth most common malignancy of the world and
third leading cause of cancer death. At diagnosis, 35% of GC patients have
distant metastases and in these cases the survival rate is very poor with a me-
dian overall survival (OS) inferior to 1 year. We report a case of a 67-year-old
woman with gastric carcinoma initially deemed limited stage on diagnosis
(cT2NOMO), treated surgically with radical subtotal gastrectomy with Billroth
IT reconstruction. In the staging CT scan, the patient presented a liver image
that was considered benign. Three months later, due to abdominal pain, the
patient performed another CT scan and the diagnostic of a large single liver
metastasis was made; retrospectively it was observed that the lesion was
present at diagnosis and that it had increased. A biopsy was performed which
confirmed the metastatic origin. In a multidisciplinary team, the lesion was
considered unresectable. She was proposed for first line (1* L) palliative che-
motherapy (ChT) with FOLFIRI, with partial response as best response. After
30 cycles of FOLFIRI, bone metastases were diagnosed. The patient was sub-
mitted to a cementoplasty of D11-12 and L1-2. Afterwards, she started 2™ L
ChT with mFOLFOX6 and at the same time she started zoledronic acid every
28 days. The best response to mFOLFOX6 was stable disease. Since Novem-
ber 2018, the patient has been treated with zoledronic acid every 28 days
alone and maintains stable disease without ChT.
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1. Introduction

Gastric cancer is the fifth most common malignancy in the world and the third
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leading cause of cancer death, having a high fatality-to-case ratio (70%). At the
time of diagnosis, 35% of gastric cancer patients have evidence of distant metas-
tases, with about 14% of the synchronous metastases confined to the liver. Me-
tastatic gastric cancer has an abysmal 5-year survival rate that rarely exceeds 5%
and the median overall survival (OS) is less than 1 year. Little progress has been
made in the treatment of advanced or metastatic cancer and prognosis remains
poor. Current management options include palliative surgery, systemic chemo-
therapy (ChT), investigational therapies or best supportive care (BSC). Several
studies show that in metastatic setting, the 5-year survival is longer in the group
of patients submitted to metastasectomy and palliative gastrectomy compared to
gastrectomy alone [1]-[8].

In metastatic disease, ChT is associated with an increase in OS and quality of
life (QoL) when compared to BSC. There is no consensus regarding the best ChT
scheme in the 1st line. Poly-chemotherapy schemes are associated with an in-
crease in OS, but usually also with more toxicity. The most commonly used are
platinum and fluoropyrimidine based doublets. In adenocarcinoma with HER 2
overexpression trastuzumab should be considered. Schemes with irinotecan or
taxanes are also options and in patients with performance status (PS) 0 triple
therapy may be considered [9].

In this article, we report a long-term surviving case of metastatic gastric can-
cer. This will allow a reflection about the fundamental nature of individualizing
treatment and the importance of a multidisciplinary approach of a patient that
was treated with a radical intuit but was discovered later to have been palliative

ad initium.

2. Case Report

In December 2016, a woman without relevant pathological backgrounds, born in
1952, was diagnosed with gastric adenocarcinoma in an upper endoscopy made
because she presented epigastric pain. In the thoraco-abdomino-pelvic CT scan
of staging performed, the patient presented a liver image that was assumed as

benign (Figure 1). In a multidisciplinary team, the patient was proposed to surgery

Figure 1. Hepatic lesion assumed as benign (hemangioma) on the staging CT scan.
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without staging laparoscopy because it was assumed as limited stage (cT2NOMO).

She was submitted to an exploratory laparotomy that identified a malignant
lesion of incisura angularis with extension to the posterior gastric wall. The
surgeons identified the hepatic lesion in the right lobe, but it did not present
suspicious characteristics, which was in agreement with the radiological descrip-
tion of a large hemangioma. She underwent a radical subtotal gastrectomy with
Billroth II reconstruction. The pathologic examination revealed a gastric adeno-
carcinoma, grade 2, no metastasized lymph nodes on the 47 excised, pT3N0cMO,
stage ITA, according to AJCC staging classification 7* edition [10]. The patient
was kept in follow up, without adjuvant treatments.

Three months later, the patient presented intense abdominal pain located to
the upper quadrants. The patient was very symptomatic (abdominal pain) and he-
patomegaly was evident on physical examination. A thoraco-abdominal-pelvic CT
scan and an 18F-Fluorodeoxyglucose Positron Emission Tomography (PET-CT)
were requested.

On the CT scan, a large single liver metastasis was identified; retrospectively it
was observed that the lesion was present at the diagnosis and that it had in-
creased (Figure 2). On PET-CT, a mass occupying most of the right hepatic lobe
with high FDG hypermetabolism was diagnosed (Figure 3). A liver biopsy was
performed which confirmed the metastatic origin.

In a multidisciplinary team discussion, the liver metastases were considered
unresectable, and the patient was proposed to palliative ChT. The patient was
very symptomatic with abdominal pain and a Performance Status (PS) of 2. She
started prednisolone 20 mg twice daily (bid), omeprazole 40 mg once daily (id),
morphine sulfate 60 mg bid. After discussing potential benefits and risks, it was
decided to start palliative ChT. The expression of HER 2 was not yet available
and the patient was afraid of neuropathy, so the scheme chosen was FOLFIRI
(irinotecan/calcium folinate (LV)/5 fluorouracil (5-FU)), which she started in
June 2017. The ChT was very well tolerated and the best response was partial
response on CT scan (Figure 4), accompanied by a great improvement in quality

Figure 2. Abdominal CT image showing the growth of the liver mass.
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Figure 3. PET-CT showing a mass occupying most of the right hepatic lobe with high
FDG hypermetabolism.

Figure 4. Evolution of hepatic metastasis after 5 cycles of 1* L palliative ChT.

of life (QoL) and in pain control. In October 2018 the patient had PS 0 and the
only medications needed were omeprazole 20 mg id and prednisolone 5 mg id.
FOLFIRI schedule was maintained until November 2018 (30 cycles). In October
2018, the patient developed dorsal and lumbar pain. She underwent a thora-
co-abdominal-pelvic and spinal CT, where she presented multiple new vertebral
bone lesions, with stability of the hepatic mass and no evidence of other new le-
sions; disease progression was assumed.

In the multidisciplinary team discussion, she was proposed to surgery. On the
21% of February 2018, she was submitted to a cementoplasty of D11-12 and L1-2.
Even though it was requested, no lesion biopsy was performed.

In March 2018, she started 2™ L ChT with mFOLFOX6 (oxaliplatin/LV/5 FU)
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and zoledronic acid every 28 days. The best response to mFOLFOX6 was partial
response of the hepatic lesion (Figure 5) and stable bone disease (on CT scan
and on bone scintigraphy). This schedule of ChT was also very well tolerated
and the patient completed 12 cycles. Since November 2018, the patient is only
being treated with zoledronic acid every 28 days and maintains stable disease on
CT scan. At this time, April 2020, she has a PS 1, she is taking omeprazole 20 mg
id, prednisolone 10 mg id and tapentadol 200 mg bid.

3. Discussion

Historically, the role of surgery in patients with metastatic cancer was predomi-
nantly limited to palliative or emergent interventions and different international
guidelines support different approaches regarding surgical resection in these pa-
tients. Resection of the primary tumor in patients with metastatic disease com-
bined with newer and more efficient chemotherapy regimens may confer surviv-
al benefit and increased QoL. However, the surgical treatment must be offered
only to well-selected patients, who might benefit the most, considering tumor
and patient characteristics, due to potential surgical risks and morbility. A study
has found that palliative gastrectomy for tumors confined to the serosa (T1-3)
had a favorable effect on median survival (18.9 versus 10.2 months, P < 0.001).
However, in T4 disease (invasion beyond serosa), gastrectomy had no improve-
ment in survival compared to palliative chemotherapy alone (11.8 versus 8.8
months, P = 0.351). T4 stage is a negative prognostic factor and should be con-
sidered as a contraindication for surgery in metastatic gastric cancer (MGC) to
the liver due to high risk of concurrent peritoneal disease [7] [8] [11].

The National Comprehensive Cancer Network (NCCN) guidelines recom-
mend that gastric resections should be reserved for resectable disease. On the
other hand, Japanese Gastric Cancer Association (JGCA) guidelines suggest that
surgery should be considered in certain patients in whom it may be beneficial;

the issue remaining the selection of patients [10].

Figure 5. Evolution of hepatic metastasis after 3 months after discontinuation of 2™ L
ChT.
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As previously mentioned, in MGC, ChT is associated with an increase in OS
and QoL when compared to BSC. There is no consensus regarding the best ChT
scheme in 1* L. Poly-chemotherapy schemes are associated with an increase in
OS but usually also with more toxicity. The most commonly used are platinum
and fluoropyrimidine based doublets, but the regimen should be chosen and
adapted taking into account the patient’s characteristics and preferences [12]
[13] [14] [15].

Zoledronic acid may be considered in patients with bone metastasis. Biphos-
phonates may improve QoL and pain control, as well as decrease the frequency
of skeletal events such as fractures [16] [17].

The present clinical case is a peculiar one, because statistically most patients
die within a year after diagnosis; however, this patient is alive and with a good
PS three and half years after diagnosis [1] [15]. Little is known about the charac-
teristics of the patients who survive beyond 3 years. There are some studies that
try to review these data, but most of the samples are small and homogeneous
(primarily Asian populations), limiting the interpretation. These published stu-
dies suggest several independent prognostic factors: age, performance status, ini-
tial stage, surgery, tumor size, lymph node involvement, non-diffuse histology,
presence of metastases and good response do ChT, may be related to better out-
comes [18] [19].

In this particular case, the outcome can be justified by a multidisciplinary ap-
proach to a patient with <65 years, an initial PS 2 (which was a consequence of
the oncologic disease, showing improvement with treatment), a T3 tumor sub-
mitted to a radical surgery resulting in good local control, no lymph node involve-
ment and a favorable histology (non-diffuse). Despite the liver and (later) bone
metastasis, the disease responded well to ChT with a sustained partial response.

The reported case invites reflection on the different evolutions of apparently
similar tumors, using limited histological and molecular classifications. Perhaps
in the future, genomic, epigenomic and transcriptomic information will provide
us with the tools to recognize the intrinsic differences in seemingly analogous
cases. Until then, we must rely on imperfect classifications and clinical expertise
to allocate the best decisions to each case. Surgical and medical interventions
should be carefully discussed in multidisciplinary teams, in order to achieve
personalized care for the patients. This is of particular importance in patients
with advanced disease, in which every choice must be well thought out to pro-
vide the maximum QoL and survival, while minimizing toxicity and morbility.

This report communicates an evident case of personalized medicine, of adap-
tation of canon and integration of guidelines with real life events, achieving a
very long survival with good QoL in a patient with an advanced disease ad in-

Itium.
4. Conclusions

Gastric metastatic cancer usually carries poor prognosis and radical surgery
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should be considered whenever possible to achieve a complete removal of the
disease. A meta-analysis showed that palliative gastrectomy had a statistically
significant survival benefit in patients with incurable advanced gastric carcino-
ma, especially in metastatic patients. Survival advantage is longer when chemo-
therapy was used. For patients with liver metastasis, palliative gastrectomy may
provide better results regarding survival compared with patients with metastasis
in other organs.

When surgery is not possible or not considered, palliative chemotherapy of-
fers a good benefit in prolonging survival and quality of life. This case is a good
example of disease control and sustained response. Clinical cases like this are
more and more frequent and reflect the need for personalized medicine.

At the time when precision medicine is being discussed according to the mo-
lecular profile of the tumor, the authors considered that the clinical profile of

each patient is also fundamental in the decision making process.
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