CASE REPORT
https://doi.org/10.29289/2594539420240031

Mammary manifestation of Systemic Lupus
Erythematosus in patient with associated
scleroderma: a case report

Laura Ciarini' ®, Tania Silvia Frode? ®, Erica Elaine Traebert Simezo'*

ABSTRACT

Systemic Lupus Erythematosus is an autoimmune disease of ill-defined etiology that is presented in different forms throughout
its natural history. The clinical manifestations end up affecting several tissues and organs of the body. A rare manifestation of
this disease is lupus panniculitis, which, when affecting the breast tissue, is called lupus mastitis. Likewise, scleroderma can occur,
an autoimmune disease that affects the connective tissue and can manifest systemically (systemic sclerosis) or locally and affect
tissues in varying histologic grades. The prevalence is higher in women for both Systemic Lupus Erythematosus and scleroderma,
justifying the importance of correlating the manifestation of these diseases with theirimpacts on women's health. The presented
caseis of a 58-year-old woman who presented a nodule in the left breast, with progression to hardening of the lesion and the breast.
The evolution of the case was carried out with clinical follow-up of the condition together with the specialties of rheumatology
and mastology. In the present study, we aim to report an atypical case of the manifestation of Systemic Lupus Erythematosus and

scleroderma in the breast and to review the literature.
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INTRODUCTION

Systemic Lupus Erythematosus (SLE) is an autoimmune dis-
ease with a varied nature and clinical manifestations in several
tissues and organs of the body"?. According to Zucchi et al.,
the expression of SLE results from the complex interaction
between the innate and adaptive immune systems, together
with genetic and epigenetic influences and environmental fac-
tors?, which also corroborate the different responses to the
adopted treatments.

A specific and rare manifestation of this disease is lupus
panniculitis, which, when affecting the breast tissue, is called
lupus mastitis, a breast condition that mainly affects women,
whose symptomatology depends on subcutaneous inflamma-
tion and eventual concomitant epidermal involvement, in the
form of plaques and/or nodules®. Until 2021, only 40 cases of
mastitis due to SLE were documented in the literature, and no
cases involving the concomitant presence of scleroderma were
reported in the studied patients*. Due to the low prevalence of
this specific breast manifestation, a possible source of difficulty

in the study and adequate management of these patients is per-
ceived, considering the little updated literature and the lack of
related clinical practice.

Inturn, scleroderma is a connective tissue disease, of ill-defined
etiology, arising from the activation of the immune system, pro-
moting vascular traumas and tissue lesions and resulting in the
formation of scar tissue and collagen accumulation (fibrosis)®.

There are two main forms of scleroderma: localized and sys-
temic (also called systemic sclerosis). In localized scleroderma,
the disease primarily affects the skin and underlying tissue,
with the thickening and hardening of these tissues. The two
main groups of localized scleroderma are linear scleroderma
and morphea, the latter being the most common clinical form®*.

The increased prevalence in women is observed in both SLE
and scleroderma, following the pattern of most rheumatic dis-
eases, with the latter reaching 4.6:1 in relation to men®.

In this case report, we describe an atypical presentation of
SLE and scleroderma, affecting the breast tissue in a 58-year-
old woman, in addition to carrying out a literature review on
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the topic, seeking to contribute to knowledge of the area and
optimize treatment options.

CASE REPORT

Caucasian, 58-year-old woman, with history of one pregnancy
and one c-section, menopause at 43 years old, who started with
a nodule in the left breast three years ago, with progression to
hardening of the lesion and the left breast one year ago. Patient
with a previous history of type 2 diabetes mellitus, fibromyalgia,
SLE, and scleroderma, without treatment at the time of the first
appointment, where she was referred to a rheumatologist, who
prescribed initial treatment with methotrexate.

On physical examination, the patient presented with asym-
metry of the breasts, with significant deformation in the left
breast, with areas of skin retraction and hypochromic spots
in the superomedial and inferior quadrants (Figure 1). On pal-
pation, she presented with hardening of the entire left breast,
approximately 8 cm in length, without axillary lymph node
involvement and negative papillary expression, right breast
without changes.

Mammography showed coarse and heterogeneous calcifica-
tions, occupying almost the entire left breast parenchyma, which
could be related to the underlying disease (scleroderma - SLE),
not being possible to exclude another etiology. Correlation with
biopsy was suggested (BI-RADS 4B) (Figure 2).

Breast ultrasonography (USG) showed an extensive area with
hyperechogenic points that produced posterior acoustic shad-
owing, in the left breast, in correlation with the images of cal-
cifications on mammography and that impaired the evaluation
of the breast by the method.

Biopsies of the left breast were performed, with the follow-
ing anatomopathological tests:

1. 'The left breast core biopsy showed breast stroma with fat
necrosis, dystrophic calcifications, stromal fibrosis, and

Figure 1. Left breast with retractions, hypochromic spots with li-
chenification of the skin and sclerosis in the inframammary region.

chronic inflammatory infiltrate. Absence of neoplasia in this
sample (Figures 3A and 3B).

2. Leftbreast punch biopsy showed epidermis with interface lesion
and someapoptotickeratinocytes associated withbasal membrane
thickening. In the dermis, thick and homogenized collagen
fibers were observed, in addition to perivascular mononuclear
infiltrate with plasmocytes and eosinophils. The pattern of
tissue response showed overlapping alterations between SLE
and morphea clinical conditions, considering the possibility of
mixed connective tissue disease (Figures 3B and 3C).

Guidance was provided regarding the difficulties in screen-
ing for breast cancer in the left breast, due to radiological alter-
ations, and options for screening, follow-up, and prophylactic
surgery were discussed with the patient. The patient initially
opted for control.

During follow-up, the patient had an episode of mastitis on
the left, with phlogistic signs in the inferomedial quadrant. Breast
ultrasound was performed, no breast abscess was detected, and
antibiotic therapy was prescribed, with resolution of the condition.

In subsequent appointments for follow-up, the patient reported
she wanted to have breast surgery, due to fear of breast cancer,
obstacles to screening, and considerable aesthetic deformity.

This was discussed together with the mastology team and
the patient. Preoperative tests were subsequently requested for the
performance of left mastectomy and immediate breast recon-
struction, upon agreement of the rheumatology team.

DISCUSSION

Breast involvement in the presence of theumatic diseases is a chal-

lenging topic in the medical and academic fields, mainly due to the

nebulous aspect of the pathophysiology of autoimmune diseases.
SLE and scleroderma are rare conditions that affect mainly

women in a broad age spectrum (18 to 70 years), but especially

those in the age group between 40 and 50 years’.

Figure 2. Mammography images in mid-lateral-oblique and
craniocaudal incidences, showing coarse and heterogeneous cal-
cifications occupying almost the entire left breast parenchyma.
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Figure 3. Histologic sections of core biopsy (A and B) and punch biopsy (C and D), in which each slide presents: (A) dense infiltra-

te of periannexal mononuclear cells with foci of fat necrosis, collagen rearrangement and fibrosis; (B) coarse calcification, with
lymphocyte infiltrate and adiponecrosis; (C) epidermis with interface lesion, with apoptotic keratinocytes associated with basal
membrane thickening; (D) collagen sclerosis and vessels with swollen endothelium, surrounded by mononuclear infiltrate with plas-
mocytes (hematoxylin and eosin, x100, x40, x400, and x400, respectively).

Lupus panniculitis, also known as deep lupus erythematosus, is
atype of Chronic Cutaneous Lupus Erythematosus (CEL)* and also
arare manifestation of SLE, being characterized by inflammation of
subcutaneous adipose tissue, resulting in firm and painful nodules
or plaques that can progress to atrophy, scarring, and skin discolor-
ation"’. Approximately 3% of SLE patients have lupus panniculitis*".

Conversely, Lupus Mastitis (LM) is a relatively rare form of lupus
panniculitis, characterized by the extension of panniculitis to the mam-
mary glands*!'. Breast lesions usually appear after SLE diagnosis with
avariable latencyinterval between two and 37 years. However, in rare
cases, they may present as the first manifestation of the disease®**2.

Scleroderma does not have a specific manifestation of the
breast, but skin alterations that can be found are characterized
as localized scleroderma or morphea®®!%. Patients can present
with mastalgia, bilateral axillary lymphadenopathy, edema, epi-
thelial and adipose tissue atrophy, erythema, hypertrichosis,
ulceration, and nodulation, as well as breast deformities, stiffen-
ing and thickening of the skin, in the most chronic cases™!**5,

Regarding the diagnosis, there are currently no fully defined
radiological or clinical algorithms for the approach of rheumatic
manifestations in breast tissue, with each case being individually
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addressed’. The radiological arsenal for the diagnosis, especially
of LM, is mammography and breast USG and, in some cases,
magnetic resonance imaging of the breasts may be included'***.

The most consistent characteristics of LM on mammogra-
phy include microcalcifications or coarse dystrophic calcifica-
tions (45%), representing areas of steatonecrosis, skin thickening,
and the presence of an ill-defined mass with variable radiopac-
ity and focal to diffuse asymmetry, represented by lymphocyte
infiltrates*". USG may show ill-defined hypoechoic areas, with
posterior acoustic shadowing, which may be related to calcifi-
cations, nodules, edemas, and axillary lymphadenopathies' .

In turn, regarding scleroderma, imaging tests show thicken-
ing, both of the skin and the scattered fibroglandular breast tis-
sue, along with coarse superficial calcifications™.

In this case report, the patient’s mammography presented
coarse and heterogeneous calcifications occupying almost the
entire left breast parenchyma and breast ultrasound with an exten-
sive area containing hyperechogenic points that produced poste-
rior acoustic shadowing, findings compatible with the literature.

As these alterations in imaging tests can mimic breast can-
cer',itis worth correlating these findings with the clinical history
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and histopathology in order to rule out malignancy and adopt
the most appropriate cause-specific treatment, thus avoiding
iatrogenesis and sequelae for the patients.

In this sense, according to epidemiological data, patients
with SLE have a lower risk of breast cancer than women in the
general population. Shah et al. demonstrated that, in SLE, anti-
DNA antibodies bind to cells with DNA defects, promoting the
repair of these cells. Thus, it can be inferred that, possibly, this
may be a protective effect for cancer.

According to Shah et al.'é, positivity for multiple autoantibod-
ies in SLE is associated with a lower risk of breast cancer, sup-
porting the hypothesis that a highly diverse immune response
may exert an antineoplastic effect against some types of cancer.

However, in the face of a suspicious alteration, investigation
is required to rule out other pathologies. The main differential
diagnoses include infection, inflammatory carcinoma, idiopathic
granulomatous mastitis, diabetic mastopathy, subcutaneous
panniculitis-like T-cell lymphoma (SPTCL)** and, in rare cases,
with bilateral breast enlargement and sensitivity, non-Hodgkin’s
lymphoma*"
clinical characteristics are compatible with malignancy, histo-
pathological study is the only method for differentiating it from
lupus mastitis®**.

Histologic study is the gold standard to support and confirm
the presence of rheumatic breast alterations™. The main histo-
logic findings of the core biopsy or punch biopsy in LM are vacu-
olization of the basal layer, infiltration of periannexal and peri-
vascular mononuclear cells, apoptotic keratinocytes, epidermal
atrophy, and thickening of the basal membrane®’. Researchers
suggest hyaline fat necrosis as the most important characteristic
oflupus mastitis''%. Dense lymphocytic'® and unequal histiocytic
infiltrates, hyaline adiponecrosis, mucin deposition, hyalinization
of interlobular connective tissue, coarse calcifications, and fibrosis
may also be related®”®. When performing the indirect immuno-
fluorescence test, alinear deposition of IgG and IgM antibodies is

. When both radiological and ultrasonographic and

observed, in addition to the C3 protein of the complement system,
distributed in the basal membrane of the mammary vessels and
in the dermoepidermal junctions™ Other diseases also present
with lymphocytic infiltrates in the breast (namely, diabetes), but
in SLE they are more abundant and present lobular distribution,
thus being distinguishable'. The histologic characteristics result-
ing from the mammary involvement of scleroderma are not very
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well described; however, the participation in the fibrotic compo-
nent can be inferred by the pathophysiology of the disease.

Thus, the breast biopsy of the patient in this report showed
results characteristic of lupus and scleroderma, compatible with
those demonstrated in the literature.

Currently, the treatment of the disease is multidisciplinary
and based on the approach of the underlying disease®, seeking
clinical results after controlling the activation of the immune
system, along with the use of cause-specific treatment of pos-
sible complications of lupus/sclerosing mastitis.

Inboth SLE/CEL and morphea (localized or generalized), treat-
ment involves systemic corticosteroid therapy for rapid action on
symptoms, use of immunosuppressants, topical corticosteroid
therapy, and phototherapy. A particularity of SLE is the first-line
treatment with antimalarials, usually hydroxychloroquine**.

In case of permanent deformities of the breast, a surgical
approach can be adopted, considering pre- and postoperative
complications and risks®.

CONCLUSION

In this article, we presented a rare case of breast involvement by
SLE associated with scleroderma in a patient with prolonged his-
tory of such rheumatic pathologies, highlighting the importance of
considering these diseases in cases of breast alterations, especially
when associated with other clinical manifestations of the condition.

The initial approach and management should take into
account the age and sex of the patient, history of previous auto-
immune diseases, physical examination of the breasts, radiologi-
cal findings and, mainly, the classic histopathological findings
of the biopsy. Histomorphology is highly specific, and a histo-
logic diagnosis of lupus mastitis and scleroderma in the breast
does not require support from serological and laboratory tests.
With this case report, we seek to raise awareness among physi-
cians, radiologists, and pathologists, hoping for accurate diagno-
ses that accelerate the treatment and management of the disease.
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