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Abstract
The most common sites for breast cancer metastases include the bones, lungs, liver, and brain. Metastases in the GI tract are rare

and predominantly originate from lobular breast cancer. Gastric involvement by invasive lobular carcinoma (ILC) is rare and can mimic

primary gastric malignancies, leading to diagnostic challenges. Metastasis of ILC to the gallbladder is exceedingly rare and often identified

incidentally during cholecystectomy performed for presumed benign conditions. We present a case of a 62-year-old female patient with

symptoms of weight loss and dysphagia. After CT and gastroscopy, gastrectomy and cholecystectomy were performed due to suspicion

of gastric carcinoma. Histology and immunohistochemical profiling, with estrogen receptor (ER), progesterone receptor (PR), E-cadherin,

GATA3, Mammaglobin, and GCDFP-15, favored the diagnosis of lobular breast carcinoma metastasis over primary gastric adenocarcinoma.

Awareness of these atypical presentations is crucial for accurate diagnosis and effective management, as misdiagnosis can result in

suboptimal treatment strategies.
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Introduction

According to GLOBOCAN 2022 data, breast cancer is the most com-

mon cancer in women, with an estimated 2.3 million new cases

and 666 000 deaths globally. The advanced stages of breast cancer

advanced onset of mortality. The most common sites for breast can-

cer metastases include the bones, lungs, liver, and brain. Metastases

in the GI tract are rare and predominantly originate from lobu-

lar breast cancer. Invasive lobular carcinoma is a distinct subtype

of breast carcinoma, occurring in 4%–18% of breast cancer cases.

Although invasive ductal carcinoma is more common, lobular car-

cinoma has been found to spread to the GI tract more often. The

time interval between breast cancer and the presence of metastases

to the GI tract is thought to be approximately from 3 months to

30 years, with a more prevalent occurrence 4–5 years after the initial

diagnosis [1].

Invasive lobular carcinoma disseminates within the breast

parenchyma through diffuse infiltration, typically characterized

by single-file arrangements of malignant cells. This pattern results

in minimal architectural disruption and elicits a limited stromal

Figure 1 CT scan before surgery (red arrow indicating thick gastric wall).

response. The loss of E-cadherin expression, a key cell–cell adhesion

molecule, in invasive lobular carcinoma has been proposed as

a contributing factor to its distinct metastatic pattern compared

to that of invasive ductal carcinoma. The most common sites of

metastases of lobular carcinoma were the bone (81%), followed by

the gastrointestinal tract (32%), liver, the gynecological organs, and

peritoneum/retroperitoneum [2].
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Figure 2 Gross surgical specimens from gastrectomy and cholecystec-
tomy.

Metastases to the GI tract may sometimes be the initial manifes-

tation of undiagnosed breast cancer, usually involving the stomach

(6%–18%) and presenting as ‘linitis plastica’ due to the diffuse intra-

mural infiltration of the stomach, with narrowing of the stomach’s

lumen, rigidity and diminished peristalsis, followed by the colon and

rectum (8%–12%), while metastasis in the small bowel seldom occurs.

Metastatic involvement of the lower gastrointestinal tract is uncom-

mon and frequently presents as multifocal lesions. Gastrointestinal

involvement may occasionally manifest with clinical complications

such as bowel obstruction, hemorrhage, or perforation. Peritoneal

metastases typically appear as small nodules, which can coalesce over

time. Retroperitoneal dissemination may lead to ureteric obstruction

and subsequent hydronephrosis [3].

Case report

A 62-year-old female patient with recurrent urinary infection and

long-term leucopenia was admitted to the hospital for dysphagia and

a weight loss of 6 kg in two months. She had no family history of

cancer. An enhanced CT of the abdomen revealed a thickened gastric

wall with a contracted gallbladder, with normal liver and pancreas

findings (Fig. 1). Gastroscopy showed an infiltrative scirrhous gastric

lesion with hard and confluent mucosal folds. The biopsy revealed

scant material with only a few poorly cohesive cancer cells, and a

diagnosis of gastric adenocarcinoma was made. Total gastrectomy

and a cholecystectomy were performed (Fig. 2). There was a gastric

infiltrative neoplasm measuring 6x9cm with a thickened wall and,

linitis plastica “morphology. The gallbladder measured 5x1cm with

wall thickening of 0,6 cm. Histological analysis revealed a diffuse

infiltrative neoplasm of poorly cohesive tumor cells in the gastric

wall and the wall of the gallbladder (Fig. 3). The tumor cells were

sparing the gastric glands and diffusely spread through the muscularis

propria to the serosa. Immunohistochemistry showed that tumor

cells expressed positive staining for estrogen receptor (ER), proges-

terone receptor (PR), GATA3, Mammaglobin, GCDFP-15, and loss of

E-cadherin (Fig. 4). This immunophenotype supports a breast origin

rather than a primary gastric carcinoma, as gastric adenocarcinomas

are typically negative for hormone receptors (ER/PR) and GATA3. The

presence of mammaglobin and GATA3, both breast lineage markers,

further confirms the diagnosis (Table 1). In contrast, primary gastric

carcinomas often express CDX2, which was negative in this case,

reinforcing the metastatic nature of the lesion.

After a revision of unexplained hemoperitoneum, the patient died

two weeks after the surgical procedure, at the time of diagnosis, and

the primary breast carcinoma was not detected. The cause of death

was cardio-respiratory insufficiency.

Discussion

Invasive lobular carcinoma (ILC) of the breast, while accounting for

approximately 10%–15% of invasive breast cancers, exhibits unique

metastatic patterns compared to the more common ductal subtype.

The defining feature of invasive lobular carcinoma (ILC) is the loss of

function of the adherens junction complex, most commonly caused by

inactivating mutations of the E-cadherin gene. E-cadherin is a homo-

typic cell–cell adhesion molecule essential for preserving epithelial

cohesion. When its function is lost, tumor cells become dyscohesive

and infiltrate the surrounding tissue in the characteristic single-file

pattern, establishing ILC as a distinct morphomolecular entity. Recog-

nizing ILC as a separate subtype of breast cancer is important, as it

shows clear clinical and biological differences from the more common

invasive breast carcinoma of no special type (IBC-NST).

Notably, ILC has a predilection for metastasizing to unusual sites,

including the gastrointestinal tract and gallbladder, sometimes pre-

senting as the initial manifestation of the disease.

Gastric involvement by ILC is rare and can mimic primary gastric

malignancies, leading to diagnostic challenges. Several case reports

have documented instances where patients presented with gastroin-

testinal symptoms, and subsequent investigations revealed gastric

Figure 3 HE x100. (A) Gastric mucosa infiltration with diffuse tumor cells. (B) Gastric muscular wall with diffuse tumor infiltration. (C) Gallbladder wall
with diffuse tumor infiltration.
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Figure 4 Immunohistochemistry. (A)CK7x100. (B) ERx200. (C) PRx200. (D)GATA3x100 (E)Mammaglobinx200. (F)GCDFP-15x200. (G) E-cadherinx200.

Table 1 Immunohistochemical profile distinguishing metastatic lobular breast carcinoma from primary gastric adenocarcinoma.
. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .
Antibody Metastatic Lobular Breast

Carcinoma
Primary Gastric
Adenocarcinoma

Diagnostic Significance

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

ER (Estrogen Receptor) Positive Negative or rarely weak Indicates breast origin
PR (Progesterone Receptor) Positive Negative Supports breast origin
GATA3 Positive Usually Negative Sensitive and specific marker for

breast differentiation
Mammaglobin Positive Negative Specific for breast carcinoma
CK7 Positive Variable (often positive) Common in both, but not

discriminative alone
E-cadherin Often reduced or absent in

lobular type
Usually positive Loss supports lobular carcinoma

CDX2 Negative Positive Marker of gastrointestinal
differentiation

GCDFP-15 Positive Negative Additional marker for breast
origin

HER2 Variable Variable Overlap possible, not decisive
alone

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

metastases from previously undiagnosed ILC. They presented with

gastric outlet obstruction, anemia, or weight loss, presumably by

primary gastric malignancy [4–6]. Digestive tract endoscopy typically

reveals no distinctive changes, and the morphological differences

between this condition and primary poorly differentiated gastric ade-

nocarcinoma under pathological examination are minimal, making

misdiagnosis highly likely.

Metastasis of ILC to the gallbladder is exceedingly rare and

often identified incidentally during cholecystectomy performed for

presumed benign conditions: abdominal colic, cholecystitis, and

cholelithiasis [7–10].

These cases underscore the importance of considering metastatic

ILC in the differential diagnosis when encountering gastric or

gallbladder lesions, especially in female patients, even in the absence

of a known breast primary. Immunohistochemical profiling, including

markers such as estrogen receptor (ER), progesterone receptor (PR),

and E-cadherin, plays a crucial role in differentiating metastatic

ILC from primary gastrointestinal or gallbladder malignancies. The

standard systemic treatment for metastatic estrogen receptor–positive

(ER+) and progesterone receptor–positive (PR+) breast cancer is

primarily hormone therapy, often combined with targeted agents.

However, in the presented case, this treatment option was not feasible.
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Awareness of these atypical presentations is crucial for accurate

diagnosis and effective management, as misdiagnosis can result in

suboptimal treatment strategies. Although rare, metastatic lobular

carcinoma should be considered when diagnosing poorly cohesive

gastric carcinoma from a biopsy.

Acknowledgements

None to mention.

Conflict of interest

None declared.

Funding

None declared.

Ethical approval

The publication of the case report was approved by the Institutional

Ethics Board.

Consent

Written consent for publication was obtained from the patient’s

daughter as a legally authorized representative, when appropriate.

Guarantor

Magdalena Bogdanovska Todorovska, Institute of Pathology, Faculty of

Medicine, University Ss. Cyril and Methodius, 1000 Skopje, Republic

of North Macedonia, e-mail magdalena.todorovska@medf.ukim.edu;

ORCID: https://orcid.org/0000-0002-0729-6700

References

1. Zhang LL, Rong XC, Yuan L. et al. Breast cancer with an initial

gastrointestinal presentation: a case report and literature review.

Am J Transl Res 2021;13:13147–55.

2. Wehbe S, Firkins SA, Sweeney JR. et al. Covert breast can-

cer metastasis to the gastrointestinal tract: is extra vigilance

needed? ACG Case Rep J 2025;12:e01582. https://doi.org/10.14309/

crj.0000000000001582

3. Kioleoglou Z, Georgaki E, Koufopoulos N. et al. Gastrointestinal

metastases from lobular breast carcinoma: a literature review.

Cureus. 2024;16:e65852. https://doi.org/10.7759/cureus.65852

4. Dória MT, Maesaka JY, Martins SN. et al. Gastric metastasis as the

first manifestation of an invasive lobular carcinoma of the breast.

Autops Case Rep 2015;5:49–53. https://doi.org/10.4322/acr.2015.

018

5. Woo J, Lee JH, Lee KE. et al. Gastric metastasis as the first presenta-

tion one year before diagnosis of primary breast cancer. Am J Case

Rep 2018;19:354–9.

6. Cheng M, Jia Z, Zhang G. et al. Gastric metastasis from breast

cancer: five cases and a single-institutional review. J Int Med Res

2024;52:03000605241233988.

7. Dorić M, Čamdžić N, Durmišević D. et al. Gallbladder metastasis from

occult lobular breast carcinoma: a case report. Acta Marisiensis -

Seria Medica 2023;69:295–8.

8. Zagouri F, Sergentanis TN, Koulocheri D. et al. Bilateral synchronous

breast carcinomas followed by a metastasis to the gallbladder: a case

report. World J Surg Oncol 2007;5:101.

9. Salita A, Rosado M, Mack K. et al. Metastatic lobular carcinoma of

the breast found incidentally on pathology following cholecystec-

tomy for chronic cholecystitis: a case report. Int J Surg Case Rep

2021;80:105612.

10. Ali B, Ali MNR, Asif N. et al. Metastatic lobular carcinoma of the

breast masquerading as gallstone disease – a case report. AIM

Clinical Cases 2022;1:e220451. https://doi.org/10.7326/aimcc.2022.

0451

© The Author(s) 2026. Published by Oxford University Press. This is an Open Access article distributed under the terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/), which permits unrestricted reuse, distribution, and reproduction in any
medium, provided the original work is properly cited.
Oxford Medical Case Reports, 2026, 2, 158–161
https://doi.org/10.1093/omcr/omag009
Case Report

D
ow

nloaded from
 https://academ

ic.oup.com
/om

cr/article/2026/2/158/8496125 by guest on 24 February 2026


 7625 39353 a 7625
39353 a
 
mailto:magdalena.todorovska@medf.ukim.edu
mailto:magdalena.todorovska@medf.ukim.edu
mailto:magdalena.todorovska@medf.ukim.edu
mailto:magdalena.todorovska@medf.ukim.edu
https://orcid.org/0000-0002-0729-6700
https://orcid.org/0000-0002-0729-6700
https://orcid.org/0000-0002-0729-6700
https://orcid.org/0000-0002-0729-6700
https://orcid.org/0000-0002-0729-6700
https://orcid.org/0000-0002-0729-6700
https://orcid.org/0000-0002-0729-6700
https://doi.org/10.14309/crj.0000000000001582
https://doi.org/10.14309/crj.0000000000001582
https://doi.org/10.14309/crj.0000000000001582
https://doi.org/10.14309/crj.0000000000001582
https://doi.org/10.14309/crj.0000000000001582
https://doi.org/10.14309/crj.0000000000001582
https://doi.org/10.14309/crj.0000000000001582
https://doi.org/10.7759/cureus.65852
https://doi.org/10.7759/cureus.65852
https://doi.org/10.7759/cureus.65852
https://doi.org/10.7759/cureus.65852
https://doi.org/10.7759/cureus.65852
https://doi.org/10.7759/cureus.65852
https://doi.org/10.7759/cureus.65852
https://doi.org/10.4322/acr.2015.018
https://doi.org/10.7326/aimcc.2022.0451
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1093/omcr/omag009

	 Gallbladder and gastric metastasis as initial presentation of an undiagnosed primary lobular breast carcinoma
	Introduction
	Case report
	Discussion
	Acknowledgements
	Conflict of interest
	Funding
	Ethical approval
	Consent
	Guarantor


