


Case report 
Paget’s Disease of the Breast with Underlying Invasive Ductal Carcinoma in a 64-Year-Old Woman who Declined Treatment due to False Belief-Need for Increase Awareness: A Classic Case Report and Literature Review



ABSTRACT
Introduction: Paget’s disease of the breast is a rare manifestation of breast carcinoma involving the nipple–areolar complex and accounts for approximately 1–4% of all breast cancers 1. It is frequently associated with underlying ductal carcinoma in situ (DCIS) or invasive carcinoma 2. Its resemblance to benign dermatologic conditions often leads to delayed diagnosis.
Case Presentation: A 64-year-old multiparous, postmenopausal woman presented with a right nipple–areolar ulcer. Histopathology revealed Paget’s disease with an invasive ductal carcinoma component. There was no evidence of distant metastasis at diagnosis. She was subsequently counselled for neoadjuvant chemotherapy and modified radical mastectomy.
Discussion: Paget’s disease is strongly associated with underlying carcinoma, most commonly invasive ductal carcinoma 2,3. Diagnosis is histological, and management depends on the presence and extent of invasive disease. Mastectomy remains an appropriate treatment modality when invasive carcinoma is identified, breast conservation is not an appropriate option because of location of the lesion.
Conclusion: Persistent nipple ulceration in elderly women warrants prompt biopsy to exclude malignancy. Early recognition and surgical intervention improve outcomes.

1. INTRODUCTION
Paget’s disease of the breast is an uncommon form of breast carcinoma characterized by malignant glandular epithelial cells infiltrating the epidermis of the nipple and areola. It accounts for approximately 1–4% of all breast malignancies 1. In 80–90% of cases, it is associated with underlying ductal carcinoma in situ (DCIS) or invasive carcinoma, most commonly invasive ductal carcinoma 2. The clinical presentation frequently mimics eczema or chronic dermatitis, contributing to delayed diagnosis 2,3. Thus high index of suspicion is required for diagnosis of Paget’s disease which presents as a persistent one-sided ulceration of the nipple-areolar region especially in postmenopausal women. 

2. CASE PRESENTATION
A 64-year-old female trader, para 4 (all children breastfed for one year each), presented with a progressively enlarging ulcer involving the right nipple–areolar complex. Menarche was attained at 13 years of age and menopause at 56 years. There was no family history of breast cancer and no other identifiable risk factors. There was no history suggestive of distant spread. 
Examination revealed a centrally located ulcerative lesion involving the right nipple–areolar complex with irregular margins and a raw erythematous base. Surrounding skin showed hyperpigmentation and thickening. No clinical evidence of distant metastasis was noted. A wedge biopsy was performed.

Histopathology Findings: Microscopy demonstrated, Epidermal ulceration, Large malignant intraepidermal cells with abundant pale cytoplasm and prominent nucleoli (Paget cells), Dermal desmoplasia, Malignant cuboidal cells forming ductal structures, Intense lymphocytic infiltrates
Final Diagnosis: Paget’s disease of the breast with invasive ductal carcinoma component.
Staging investigations showed no radiological evidence of distant metastasis
 The patient was subsequently counselled for neoadjuvant chemotherapy and modified radical mastectomy. However, patient declined treatment and decided to resort to alternative care due to believe it is not a malignancy. Efforts are still underway to encourage patient to accept appropriate treatment for her condition.  

3. Discussion
Paget’s disease typically affects women in the fifth to seventh decades of life 1,3. The epidermotropic theory, which proposes migration of malignant ductal cells into the nipple epidermis, is widely accepted, particularly in cases where invasive carcinoma is present 2. Paget's disease of the breast may be associated with ipsilateral breast cancer in 82 to 100% of cases, of which 13.3 to 52% are carcinoma in situ and 30 to 60% are invasive, or it may be isolated, including 1.4 to 13.3% 4,5.
Most cases of carcinoma in situ are associated, with multifocal disease in 42 to 63% of cases. Paget's disease has been explained by several theories, of which two main theories are often described: The 1st theory maintains that luminal lactiferous duct epithelial cells give rise to Paget's cells, which migrate retrogradely into the overlying epidermis; The second theory suggests that Paget's cells transform in-situ and are derived from cells of the terminal lactiferous duct at its junction with the epidermis. This can explain situations in which Paget’s Disease is not associated with an underlying carcinoma or is anatomically distant from an underlying carcinoma6,7.
Diagnosis is often delayed, with constant involvement of the nipple in the initial stage, notably with the presence of pruritus and a nipple that becomes red and shiny; in the intermediate stage, the nipple becomes thick, reddened and scaly; and in the late stage, erosion and indurated crusting with clear boundaries appear, extending very slowly and centrifugally from the nipple towards the areola. Bloody or serous discharge from the nipple is present in 30-60% of cases, with a palpable mass which may be distant from the nipple in 30-50% of cases 8. All of these stages of progression and evolution of the disease were noticed by this index case and of the initial suspicion was never thought of as being a carcinoma.
In the presence of an eczematous lesion, the main differential diagnosis of Paget's disease is nipple eczema, but the unilateral nature, progressive nature and lack of response to corticosteroid therapy make it possible to diagnose the disease. The index case as reported had prolonged and chronic use of topical medication of which steroid is a major component.  Other differential diagnoses, such as psoriasis, superficial basal cell carcinoma and melanoma, may also be considered, but only histology can confirm the diagnosis. However, the decision to do a biopsy is often delayed as the initial presentation is to non-specialist and in some cases to non-medical professionals as in the index case. This approach will surely influence prognosis and survival of patients. Hence serious efforts should be made to mitigate these deficiencies through health promotion and health education.
Whenever Paget's disease is suspected, mammography is performed to detect heterogeneous, poorly defined microcalcifications with suspicious opacities. The sensitivity of mammography to detect a tumour is 97% in the presence of a palpable mass, whereas it is only 50% in the absence of a palpable mass 8. Breast ultrasound is routinely performed to find formations that attenuate ultrasound and to aid biopsy. Additionally, imaging techniques such as MRI can be used to show further images of the breast and to determine if a lesion is	present3,9.
Paget's disease is diagnosed with certainty either by cytological scraping of the nipple or, at best, by nipple-areolar biopsy.
 Clinical features often resemble benign dermatologic conditions, leading to diagnostic delay 10. Persistent unilateral nipple-areolar lesions unresponsive to treatment should prompt biopsy. This as was in this case where she presented with unilateral nipple-areolar lesion. She had applied series of topical agents, enteral medications as well as herbal mixtures with no remission. Thus, presented following advice to seek medical care. It is imperative to state that Paget’s disease although a rare condition will require community and stakeholders’ education to enhance prompt specialist consultation in patients when faced with a suspected lesion especially in the nipple areolar region. These measures will go a long way to prevent or reduce rates of decline in acceptance of appropriate care due to false perception as was seen in the present case. The attitude towards accepting treatment for paget’s disease and other malignancies will no doubt increase cancer related morbidity and mortality especially in sub-saharan African. Further buttressing the for more enlightenment campaign and health education. 
Histologically, this lesion is characterised by the presence of pagétic cells in the epidermis of the nipple. These are large cells with clear cytoplasm and a large irregular hyperchromatic nucleus, the site of mitosis 9. It is important to biopsy not only the superficial lesion, but also any underlying abnormalities detected on physical examination or imaging. This is to ensure the inclusion of adequate pathologic specimen for proper histological	evaluation.
Radical treatment (mastectomy) has long been considered the appropriate treatment for Paget's disease of the nipple, due to its frequent association with multifocal or multicentric breast cancer. In their study of 70 patients with Paget's disease of the nipple, Kothari et al. found that 60% had invasive carcinoma, more than a third of which was palpable 9. 41% of this group had multifocal breast cancer and 30% multicentric. In the group with underlying non-palpable breast cancer, multifocality and multicentricity were found in 60% of cases.
Currently, the majority of teams adopt conservative treatment. This treatment consists of performing a central lumpectomy removing the nipple-areolar plate, followed by radiotherapy 4,10, even if there is a limited associated cancer proven by imaging 11. However, several factors should be con sidered in breast conservative surgeries in the tropics especially availability and affordability of radiotherapy and accessibility of such care. It also includes patients’ eligibility for breast conservative	surgery.
The evaluation of lymph node involvement (sentinel lymph node technique) in cases of Paget's disease of the nipple is not yet clear. This would be considered in cases of association with radiologically and histologically proven invasive cancer 12.
Currently no data are available to support the use of endocrine therapy in the management of paget’s diseases without an associated DCIS or invasive carcinoma 13.
Post-treatment surveillance is correlated with that of the breast carcinoma with which it is associated, and the prognosis of Paget's disease of the nipple is conditioned by the association with an underlying cancer 11
Management also depends on the extent of underlying carcinoma. While breast-conserving surgery may be 

considered in selected non-invasive cases, mastectomy 

remains appropriate when invasive ductal carcinoma is identified 13,14. Prognosis is determined primarily by the stage of the underlying carcinoma rather than the Paget component itself 13.
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Fig 1(a,b): Clinical photograph of the breast lesion involving nipple-areolar complexes in the index case

4. CONCLUSION
Paget’s disease of the breast is a rare but important manifestation of underlying breast carcinoma. Chronic unilateral nipple ulceration in postmenopausal women should raise suspicion for malignancy. Early biopsy is essential to avoid delayed diagnosis and to improve treatment outcomes.
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