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ABSTRACT

Case Report

Axillary Lymph Nodal Metastasis from
Carcinoma of Unknown Primary (CUPAX)-

An Orphan Disease

Metastasis to axillary lymph node occurs in adenocarcinoma or poorly differentiated carcinoma, and is a rare clinical entity that
needs to be understood for management and its clinical outcome. The present case is of 72-year-old female patient who had
a metastatic nodule in the axilla. No breast mass was palpable. Histology identified as metastatic adenocarcinoma, however
mammography and Ultrasound Sonography test (USG) failed to detect the primary tumour. Immunohistochemistry showed that the
excised lymph node was positive for Estrogen Receptor (ER) and negative for Progesterone Receptor (PR), suggesting the breast
as the site for the primary tumour. Since the patient refused surgery, she was under follow-up for eight months. Now, she presented

with recurrence of similar axillary swelling for two months.
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CASE REPORT

A 72-year-old woman reported with a chief complaint of a painful
swelling in the right axilla since one year. The swelling was 3.7x2.6 cm
in size [Table/Fig-1]. Clinically, no mass was palpable in the right
breast and no nipple discharge was seen. No signs of abnormality
were found on ultrasonography and mammography. The patient
underwent ultrasound guided Fine Needle Aspiration and it was
reported as suspicious of atypical cells however biopsy was needed
to confirm the diagnosis. The patient underwent excision [Table/
Fig-2] and the tumour was sent for histopathological examination
which revealed presence of ductular epithelial cells forming glandular
pattern seen in desmoplastic stroma. Histopathological Examination
(HPE) did not show infiltrative growth pattern involving dermis.
Primary eccrine carcinoma was ruled out as the lesion did not have
ulceration and was confined to axilla instead of head and neck. A
complete workup including ultrasonography, computed tomography,
oesophagal gastrography, and barium enema was done which was
negative. Serum levels of CEA, CA-125, CA19-9, CA015-3 and
Alfa Fetoprotien (AFP) were within normal limits. Estrogen Receptor
analysis of axillary lymph node using immunoassay method was
positive for estrogen, but PR analysis was negative. Based on this
occult breast cancer was the most likely diagnosis, hence the patient
was offered radical mastectomy. However, the patient refused the
same and she is under the follow-up. Later after eight months of
follow-up, she came back with recurrence of the tumour in the same
place. There was no evidence of metastasis seen in the follow-up.

[Table/Fig-1]: Showing swelling in the right axilla. [Table/Fig-2]: Excised lesion
from the right axilla ms 3.7x2.6 cm. (Images from left to right)

Gross examination of the resected specimen showed the tissue
with attached skin measuring 3.5x2.7 cm almost the entire
specimen was involved by tumour. Histologic examination revealed
adenocarcinoma with varied patterns, including glandular, papillary,
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micropapillary, and solid patterns [Table/Fig-3]. The tumour cells had
clear eosinophilic cytoplasm and uniform low to moderate nuclear
grade. By immunohistochemistry, the tumour cells were diffusely
and strongly positive for ER and negative for PR receptors [Table/
Fig-4]. Patient did not agree for panel of other immunohistochemical
markers because of unbearable cost. The final diagnosis of
adenocarcinoma metastasis was given to evaluate for primary.
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[Table/Fig-3]: (a-c), Tumour arranged in tubular pattern, glandular pattern, solid
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[Table/Fig-4]: (a, b, and c), Shows strong positivity
(d) Immunohistochemical stain showing negative for PR receptor (IHC, 10X).
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DISCUSSION

Breast carcinoma presenting as axillary lymph node metastasis is
very rare and constitutes <1% of all breast cancer [1]. It is defined
as carcinoma that has metastasised to the axilla in the absence of
mammaography or physical findings of disease in the breast. However,
it becomes a diagnostic and therapeutic challenge when it presents
as axillary metastasis without any obvious primary tumour. Patient
with sole clinical presentation of axillary lymph node enlargement is
quite challenging both diagnostically and therapeutically [2].

A carcinoma found in the axillary lymph node may be caused by
primary carcinoma of heterotrophic glandular tissue or metastatic
neoplasm. Heterotrophic glandular tissue is the main culprit for the
carcinoma arising from them. However, studies have also shown that
there was an absence of heterotrophic glandular tissue in the lymph
node which had occult carcinoma [2], which was in present case,
besides adenocarcinoma of the breast, many cancers from the lung,
thyroid, stomach, colon, rectum, and pancreas can also metastatic to
a lymph node. Once the diagnosis of metastatic carcinoma is made
on the female patient they are subjected to exhaustive investigation.
However, Medina-Franco H and Urist MM, observed that an extensive
workup evaluation is not necessary and only axillary dissection may
be considered for prognostic indicators as well as local control.
However, only with axillary dissection as in present case the patient
came back with local recurrence [3].

Most of the patients presenting as axillary lymph node enlargement,
the size ranges from 09-25cm and right axilla is the most common
axillary lymph node to get enlarged as was in the present case.
Initial pathological diagnosis of the biopsied axillary lymph node
will not always suggest as breast as its origin, in present case the
confirmation was made by immunohistochemistry [4]. The ER and
PR staining are the most common immunohistochemical antibodies
used to find out the primary site as breast. However, many
adenocarcinoma of the lung, gastric, ovary, the endometrium can
also metastasis to the axillary lymph node, and if ER/PR is negative
it does not exclude the metastasis from another site. However,
Kaufmann O et al., in their study observed that expression of Gross
Cystic Disease Fluid Protein-15 (GCDFP-15) and/or ER or PR has
a sensitivity of 0.83 specificities of 0.93 and predictive accuracy of
0.92 and would help diagnose breast carcinoma metastatic against
all other metastatic carcinomas [5]. In present case, ER was positive
which correlates with the above study, however authors were not
able to process GCDFP-15 as the lesion did not have any porcine
differentiation in present case.

Mammoglobin gene is a cancer-specific gene that was discovered
two decades ago and only limited studies are available. Mammoglobin
is over-expressed in breast cancer compared in normal breast
tissue and its expression is not altered at the metastatic (lymph
node) site. Bhargava R et al., said that mammoglobin is a more
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sensitive marker than GCDFP-15 for breast carcinoma however it
lacks the specificity of GCDFP-15 and also said about the pitfall
in melanoma, hence its presence with other combination markers
would help in the correct diagnosis of metastatic breast carcinoma
[5,6]. In the evaluation of the women with occult breast cancer USG,
colour doppler USG, breast MCI, Position Emission Tomography
(PET), and scintimammography is used [7]. To enable preoperative
localisation of primary more sensitive investigations like MRI may
be helpful. Watchful waiting would be one of the treatment options
as to when patients present with breast tumour mastectomy may
be performed. However, in present case watchful waiting led to the
recurrence of a similar lesion in the axilla [8]. A 10 year survival rate
for patients with occult breast cancer is 50-70% [9]. The survival
of the patient is independent of the primary tumour in mastectomy
specimen and ER status would be a good prognostic variable [10].
The treatment options like mastectomy and breast conservative
treatment such as limited resection and/or radiation/chemotherapy
have no statistically significant outcome [9].

CONCLUSION(S)

The primary breast cancer remains clinically and radiologically
occult, however histological and immmunohistochemical findings
are fundamental to identify its origin. Hence, it is important to know
the histology of the lesion along with other supporting investigations
which are more sensitive to make a correct diagnosis.
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