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Treatment of advanced gastric cancer with
cetuximab plus chemotherapy followed by
surgery. Report of a case
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ABSTRACT

The prognosis of patients affected by advanced gastric cancer who did not undergo
non-curative resection is extremely poor. We report a case of a 26-year-old woman af-
fected by gastric cancer with peritoneal carcinosis in whom surgical treatment was
not considered. The patient was enrolled in the Italian phase II trial of cetuximab (Er-
bitux, Merck KGaA, Darmstadt, Germany), a monoclonal antibody, in combination
with docetaxel and cisplatin chemotherapy. Restaging of the tumor showed progres-
sive regression, so the patient underwent a total gastrectomy. The patient is alive, well
and disease-free ten months after surgery. The good result achieved in this patient
provides interesting prospects for chemotherapy combined with cetuximab, followed

by surgery.

Introduction

Gastric cancer is the second leading cause of cancer-related death worldwide. Re-
cent advances in diagnosis and treatment have improved the prognosis of early-stage
gastric cancer, but the prognosis of patients at an advanced TNM stage remains
poor'. In early-stage gastric cancer, surgery is potentially curative, but the majority
of patients have advanced-stage disease at diagnosis and are therefore candidates for
chemotherapy or palliative care. Moreover, the 1-year survival rate is <50% in stage II-
IA and B and <25% in stage IV; the median survival in patients not receiving
chemotherapy is 3-4 months®.

Standard therapy for locally advanced gastric cancer is still controversial. However,
RO resection is an important prognostic factor®, as is the absence of lymph node in-
volvement and pathological tumor regression after chemotherapy’.

Curative surgery is usually excluded in patients having gastric cancer with peri-
toneal involvement. Here we report on a young woman with stage IV gastric cancer
who was treated with chemotherapy in combination with cetuximab, followed by “cu-
rative” surgery.

Case report

A 26-year woman with a negative remote medical history and a recent finding of
epigastric pain, in treatment with proton pump inhibitors, presented to us. Esopha-
gogastroduodenoscopy (EGDS) showed a mass of the body-antrum of the stomach, 7
cm in diameter (Figure 1A), histologically classified as invasive, poorly differentiated
adenocarcinoma, diffuse type according to Lauren’s classification. Serum tumor
marker levels were raised [CA 19-9: 61.8 U/mL (normal value <37 U/mL), CEA: 5.5
ng/mL (normal value <5 ng/mL)]. Computed tomography (CT) showed full thickness
involvement of the gastric wall (up to 2 cm), mainly at the level of the anterior wall
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Figure 1 - A) EGDS before neoadjuvant therapy showed a gastric
mass of 7 cm in diameter. B) EGDS after neoadjuvant therapy
showed the disappearance of the mass and the presence of a fibrous
area in the gastric body at the level of the greater curvature.

and the greater curvature with an irregular external out-
line. Moreover, diffuse lymph node involvement, an
oval-shaped mass under the stomach (3.2 x 2 cm in di-
ameter) with the appearance of diffuse pelvic carcinosis
and intrabdominal effusion were observed. 18F-fluo-
rodeoxyglucose positron emission tomography (18F-
FDG-PET) revealed abnormal metabolic activity of the
whole stomach, mainly at the level of the gastric body-
antrum (maximum standardized uptake value [SUV,,,]
= 21), increased metabolic activity at the lower di-
aphragmatic surface (SUV,,,, = 8) and diffuse peritoneal
masses (SUV,,., = 4) (Figure 2A). Due to the advanced
stage of the disease (stage IV: T3 N+ M+), surgical treat-
ment was not considered.

The patient was enrolled in an Italian phase II study
for patients with locally advanced or metastatic gastric

Figure 2 - A) 18F-FDG-PET before neoadjuvant therapy revealed ab-
normal metabolic activity of the whole stomach (SUV,,,, = 21). B)
18F-FDG-PET after neoadjuvant therapy showed a markedly de-
creased uptake at the level of the stomach (SUV,,., = 3.8).

and gastroesophageal junction adenocarcinoma. The
protocol consisted of the administration of cetuximab, a
monoclonal antibody directed to the epidermal growth
factor receptor (EGFR) binding site, in combination
with cisplatin and docetaxel®.

The patient received cetuximab weekly at 400
mg/m? i.v. loading dose, and then at 250 mg/m? i.v.
maintenance dose, cisplatin 75 mg/m? i.v. and doc-
etaxel 75 mg/m? i.v. every 3 weeks, for 6 cycles (18
weeks). She tolerated the therapy very well and pre-
sented only low-grade toxicity with cutaneous symp-
toms and asthenia.

After the first cycle, the patient underwent 18F-FDG-
PET, which showed a markedly decreased uptake at the
level of the gastric body and antrum (SUV,, = 3.8) and
almost normal metabolic activity at the lower diaphrag-
matic area and the peritoneal masses (SUV ,,, <2) (Fig-
ure 2B). Therefore, after only 1 month of therapy, the pa-
tient showed a complete metabolic response of the peri-
toneal carcinosis.

Every 2 cycles of therapy, a CT scan was performed,
showing a progressive decrease in gastric wall thickness
and in the previously described oval-shaped mass (from
3.2cmto 1.3 cm). The last CT scan showed the complete
disappearance of all lesions .

Finally, an EGDS showed a fibrous area in the gastric
body at the level of the greater curvature (Figure 1B) and
the blood levels of neoplastic markers were normal. Due
to the downstaging (TxNOMO), surgical treatment was
considered feasible.



TREATMENT OF ADVANCED GASTRIC CANCER

Surgery began with an explorative laparoscopy,
which did not find any intraabdominal effusion,
peritoneal carcinosis or liver metastases. Then a total
gastrectomy with D2 lymphadenectomy and Roux-
en-Y reconstruction was performed. Histological ex-
amination demonstrated 4 mucosal microfoci (2
mm) of diffuse type poorly differentiated adenocarci-
noma without nodal metastases, the surgical margins
were tumor free and Ki-67 was 50.9% (Figure 3A and
3B). The histopathological regression grade was 1b,
according to Becker’s scale’. The postoperative
course was complicated by an anastomotic fistula,
successfully treated with medical therapy. Now, 10
months after surgery, the patient is alive, well and
disease free.
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Figure 3 - A) Residual microfoci of diffuse poorly differentiated ade-
nocarcinoma. Section staining with hematoxylin-eosin, low-power
amplification. B) Detail of mucosal microfoci (2 mm) of diffuse poor-
ly differentiated adenocarcinoma. Most of the mucin produced is in-
tracytoplasmic, resulting in the typical signet ring cells. Section stain-
ing with hematoxylin-eosin, hight-power amplification.
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Discussion

Surgery is the only potential curative option for gas-
tric cancer. The R factor, nodal involvement and
histopathological tumor regression after neoadjuvant
chemotherapy appear to be correlated with survival®79.
The chance of achieving complete resection of the tu-
mor is less than 50%'%-'% and therefore the majority of
patients are candidates for chemotherapy, either
neoadjuvant or palliative, according to the patient’s per-
formance status. No single regimen of chemotherapy
has emerged or been accepted as clearly superior over
another and the neoadjuvant use shows no survival
benefit compared to surgery alone. A systematic review
from the Cochrane Collaboration analyzed the results
from the best available evidence comparing neoadju-
vant chemotherapy plus surgery versus surgery alone.
The 2 groups did not show any significant difference for
RO resection rate, morbidity and mortality rates and im-
provement of survival'*. Chemotherapy resulted in bet-
ter quality of life and overall survival when compared
with best supportive care in patients with advanced gas-
tric cancer®!'>17. In advanced gastric cancer the new
chemotherapy regimens TCF (docetaxel-cisplatin-5-
fluorouracil) and EOX (epirubicin-oxaliplatin-
capecitabine) showed a response rate of 37-48%!8-20, At
present the prognosis of unresectable advanced or
metastatic gastric cancer remains poor, with a median
survival of 7-10 months?!22,

Molecular targeting agents are another new approach
in the field of cancer therapy and may have a significant
impact also on gastric cancer treatment. Preliminary re-
sults of ongoing studies of the use of cetuximab in com-
bination with chemotherapy in advanced or metastatic
gastric cancer have shown an overall response rate of
44.1% to 54% and a median survival time of 11.4 to 16
months?324,

To our knowledge, this is the first case of neoadjuvant
targeted therapy combined with chemotherapy in
which regression of the disease, in particular of the peri-
toneal carcinosis, is reported. The downstaging allowed
a RO surgical resection without lymph node involve-
ment. Moreover, histological tumor regression accord-
ing to the Becker scale was obtained.

More randomized studies are needed, however, to
substantiate the evidence of the effectiveness of mono-
clonal antibody therapy.
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