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Case Report
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Metastasis: A Rare Case
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Abstract

Approximately 25% of female cancer cases are breast cancer in India, with high incidence between
25 yrs and 40 yrs. Bilateral breast cancer is usually rare and presence of gastric metastasis is even
rarer. When such patients presents with signs and symptoms of metastatic disease as the chief
complaint, it is very difficult to find out primary. We report a case of a forty-year-old woman, who
presented with complains of dysphasia and vomiting after having meals since one month. Her
Endoscopy and biopsy outside suggested gastric carcinoma. On Preliminary examination at our centre
revealed that the patient has bilateral breast lumps with multiple lymph nodes in bilateral cervical and
axillary regions. Multiple biopsies were taken and IHC was performed from both gastric and breast
tissue which concluded our final diagnosis as infiltrating ductal carcinoma breast with gastric

metastasis.
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1. Background

Metastatic breast carcinoma is quite frequent in Indian scenarios, especially among women from high
socioeconomic strata. As per the ICMR data published in 2020, breast carcinomas account for 57%, only after
cervix — uteri cancer (60%) of the total cancer burden in India.[1] In our institute, 10.68% patients of carcinoma
breast have been registered in the last 10 years. Globally breast cancer is the commonest cancer in females
and now has surpassed cervical cancer as the leading cause of global cancer incidence in year 2020, with an
estimated of 2.3 million new cases, representing 11.7% of all cancer cases.[2] Over the last 26 years, the age-
standardized incidence rate of BC in females increased by 39.1%, with the increase observed in every state of
the country, from 1990 to 2016. [3,5] As per the Globocan data 2020, in India, breast cancer accounted for
10.6% (90408) of all deaths and 13.5% (178361) of all cancer cases.[4] Gastric metastasis from other sites is
rare, but together with malignant melanoma and lung cancer, breast cancer seems to have the greatest capacity
to metastasize in the gastrointestinal tract.[6] Radiological and endoscopic findings are nonspecific, and may
be hard to distinguish from primary gastric cancer and non-Hodgkin’s lymphoma. In such conditions we need

to rely on endoscopic guided biopsy with histopathology and immunohistochemistry for the final diagnosis.
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2. Case Report

A forty-year-old female came with abdominal pain, vomiting after meals, fever and loss of appetite since six
months. She went to a gastroenterologist, where endoscopy revealed ulcers in her stomach, with stricture in
duodenum and sigmoid colon. Biopsy from stomach ulcers revealed diffuse infiltrating adenocarcinoma of
signet ring phenotype. She was referred to our centre for further management as gastric cancer. On thorough
clinical examination, well defined lump were found in both breast with multiple bilateral axillary lymph nodes.
There were bilateral cervical, upper, middle, lower jugular and supraclavicular lymph nodes. Sonography also
confirmed same finding. Her CECT scan of abdomen revealed circumferential thickening involving ileo —
caecal junction and caecum with multiple para-aortic lymph nodes. Bilateral adenexa were bulky and non —
enhancing. Lung showed no abnormality.

Biopsy from bilateral breast lumps and left axillary lymph node revealed invasive breast carcinoma with
features highly suspicious of invasive lobular carcinoma. Due to unusual findings, [HC was sent. [HC from
breast biopsy was positive for E-cadherin, CK-7, TRPS and Estrogen Receptors whereas Ki-67 was 25%. [HC
from gastric biopsy was positive for CK-7 and TRPS but negative for CDX-2 and Her-2 Neu. Consequently,
the diagnosis arrived as infiltrating ductal carcinoma breast with gastric metastasis. The patient was started on
chemotherapy as metastatic breast cancer with injection albumin bound Paclitaxal (260mg/m2) and injection

Carboplatin (AUC-6). The patient is under chemotherapy and doing better than before.

3. Discussion

Our patient was initially suspected as gastric carcinoma. After clinical evaluation and further investigations,
it was finally concluded as breast carcinoma with gastric metastasis. It’s because carcinoma breast shows a
similar picture of signet ring cells as primary gastric carcinoma which makes it difficult to diagnose.
Furthermore primary gastric carcinoma can also metastasize to breast which can further complicate the
diagnosis.[7] Only IHC finding has confirmed diagnosis.

The incidence of breast cancer metastasis to the stomach in long term follow up and postmortem cases has
been estimated at 2-18%.[8]

Our patient presented with complains of anorexia, weight loss, vomiting after meals and abdominal pain which
makes them indistinguishable from primary gastric carcinoma. XU et al, also confirmed that dull aching
abdominal pain was most common symptom and localized to epigastric region which may mimic peptic ulcer
disease and relives after eating. .[7] Gastric metastasis can occur synchronously with other sites of metastasis,
so it’s very important to thoroughly examine the patients which may provide accurate diagnosis to the

clinician.[9]
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Our patient had diffuse infiltration of submucosa and muscularis propria giving a picture of linitus plastica in
contrast enhanced CT scan, which is the most common pattern of breast cancer metastasis. Diffuse intramural
infiltration imitating linitus plastica in gastric metastasis patients was reported to be 78% by Madeya and
Borsch.[10] Our findings was consolidated by the findings of Cormeir et al, which concluded that linitus

plastica is the most common pattern of involvement in gastric metastasis.[11].

Figure 1: CT Scan of Stomach

On upper GI endoscopy, multiple ulcers were present in the stomach which coincide with the findings of
Giovanni et al, where ulcerative lesion or polypoidal and extrinsic mass lesions were common findings.[12]
Diagnostic imaging rarely helps the patient’s diagnosis. Upper GI endoscopy with deep biopsy is considered
as the best modality to identify such metastasis. [6,12]

Figure 2: UGI of Stomach
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Our patient’s histopathology and IHC confirmed the diagnosis of infiltrating ductal carcinoma breast with
gastric metastasis which is rare, as other studies show that gastric metastasis is more frequent with infiltrating
lobular carcinoma (65.4%) than infiltrating ductal carcinoma (24.4%).[5] Taal et al, reported 83% patients of
primary lobular carcinoma had gastric metastasis.[13] Borsch et al, observed there is distinct pattern of
metastasis in both varieties. Infiltrating lobular carcinoma metastatize to gastrointestinal tracts, peritoneum,
gynecological organs whereas infiltrating ductal carcinoma prefers lung, liver and bones making it much more
unlikely.[10]

Morphologically, it is very difficult to distinguish between signet ring cell appearances of primary gastric
carcinoma and breast carcinoma. However, CHU et al, observed breast signet-ring cell carcinoma may show
some morphological differences from gastric and colonic signet-ring cell carcinoma. In breast a single, well-
circumscribed univacuolated intra — cytoplasmic lumina, with a central eosinophilic inclusion were seen,
whereas in other signet-ring cell carcinoma the cells have extended, globoid, and optically clear cytoplasmic

acid mucin that pushes the nuclei against the cell membrane.[14]
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Figure 3: Histopathology of Breast Biopsy Figure 4: Histopathology of Gastric Biopsy

In many studies, high percentage of metastatic breast carcinomas are positive for estrogen receptors- ER
(72%), progestin receptors- PG (33%), for Gross Cystic Disease Fluid Protein GCDFP 15 (78%) and for
cytokeratin 5/6 (61%), whereas primitive gastric cancers are negative for all these biological
markers.[15,16,17] IHC in breast biopsy was positive for estrogen receptors, CK-7 and TRPS whereas Ki-67
came out to be 25%. Also E-cadherin was retained proving it to be infiltrating ductal carcinoma breast.
Whereas IHC on gastric biopsy was negative for CDX-2 and positive for CK-7 and TRPS — 1, proving that
primary breast tumor and their metastases are phenotypically similar. Primary gastric carcinoma is more

frequently positive for CK20 (50%), MUC 2 (54%), MUCSAC (71%), MUC 6 (39%), DAS-1 (43%) and
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CDX2 (67%) compared with metastatic breast cancer, which shows negativity for all these markers except

MUC?2, which is positive in 25% of cases. [15,16,17]
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Figure 5: Estrogen Receptor Positive in Breast IHC ~ Figure 6: CK - 7 Positive in Breast [HC

Figure 9: CK-7 Positive in Gastric IHC Figure 10: TRPS Positive in Gastric IHC
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IHC MARKERS RESULT
E — cadherin Retained
CK-7 Positive
ER Strongly positive
Ki-67 25%
TRPS -1 Positive
IHC MARKERS RESULT
CK-7 Positive
CDX-2 Negative
HER -2 NEU Negative
TRPS -1 Positive
Table 1: [HC from Breast Tissue Table 2: IHC from Gastric Tissue

The type of therapy that is given to the patient depends upon the age, clinical presentation, availability of
therapeutic options and quality of life discussion. A study by Mclemore et al reported the overall median
survival of 28 months in 73 patients with gastrointestinal metastasis from breast cancer, also predicting
treatment with chemotherapy or targeted therapy having a positive effect on survival whereas advanced age
of diagnosis and gastric metastasis having a negative impact.[18]

Surgery being a debatable treatment option in such patients, is only reserved for solitary nodular lesion or in
cases of obstruction, bleeding or perforation. Radiotherapy doesn’t have a major role either in such patients
and is reserved for palliative management.

In conclusion gastric metastasis from breast cancer is rare. In such cases patients coming with primary gastric
carcinoma should undergo a thorough clinical and radiological examination. Complete Histopathological and
immunohistochemical analysis is required for the final diagnosis of metastatic breast carcinoma. Palliative
and hormonal chemotherapy used in hormone positive breast carcinomas are the most helpful choices of

treatment in such cases.
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