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INTRODUCTION

Gestational gigantomastia (GG) is a rare disorder
of pregnancy, characterized by rapid, severe, painful
enlargement of one or both breasts." While the
etiology remains unclear, hormone receptor hyper-
sensitivity, liver dysfunction, elevated prolactin,
malignancy, and autoimmune conditions may
contribute.! We report a case of GG with concomi-
tant diffuse dermal angiomatosis (DDA), character-
ized by dermal vascular proliferation in response to
hypoxia.

CASE REPORT

A 23-year-old, primigravid female at 19 weeks
gestational age presented with a several-month
history of bilateral breast lumps, associated with
tenderness, pruritus, decreased sensation, and skin
thickening.

Previously, she was diagnosed with mastitis but
did not improve with antibiotics. Given worsening
pain, she saw an outside dermatologist, who per-
formed 2 biopsies, which were non-diagnostic. She
was prescribed 2 weeks of prednisone without
improvement. During this time, her bra size
increased from a C-cup to an immeasurable size.

Upon presentation to our clinic, she denied
chronic medications or medical issues. Family his-
tory revealed a sister with lupus and mother with
autoimmune thyroid disease. Review of systems was
unremarkable.

On exam, both breasts appeared massively
swollen and brightly erythematous with ill-defined
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brownish hyperpigmentation surrounding the
areolae (Fig 1). The skin surface had a peau d’orange
appearance, with accentuation of follicular orifices.
On palpation, both breasts exhibited diffuse woody
induration and firm, subcutaneous nodules.
Clinically, our differential diagnosis included
morphea profunda, lupus mastitis (LM), granuloma-
tous mastitis, breast carcinoma, and diffuse DDA. A
punch biopsy from a nodular area revealed diffuse
angioproliferative changes of the small dermal blood
vessels consistent with DDA (Fig 2) without evidence
of morphea or lupus. Review of her original biopsies
showed similar changes without cytologic atypia.
None of the biopsies included fat or demonstrated
evidence of significant lymphedema in the dermis.
Due to worsening pain and swelling over the next
2 months, she was admitted for expedited workup.
Upon admission, we noted new white, stellate
plaques on the breasts, concerning for necrosis and
impending ulceration (Fig 3). Ultrasound studies
showed diffuse symmetric breast edema without
focal masses or evidence of malignancy. Laboratory
tests were positive for ANA (antinuclear antibody)
(1:2560) with speckled pattern and anti-Ro
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Fig 1. Initial presentation of a 23-year-old, primigravid
female with bilateral breast swelling, associated with
bright erythema, brownish hyperpigmentation near the
areolae, peau d’orange changes, and accentuation of
follicular orifices. On palpation, both breasts were
diffusely indurated with numerous firm, subcutaneous
nodules.

autoantibodies. Prolactin level was within normal
range for pregnancy (149 ng/mL). Additional punch
biopsies of sun-exposed and sun-protected skin for
direct immunofluorescence were negative for im-
mune deposits. In addition to our diagnosis of DDA,
our maternal fetal medicine colleagues rendered a
diagnosis of GG, while our rheumatology colleagues
expressed concern for LM, given her serologies.

The maternal fetal medicine team noted that the
most effective therapy for GG would be surgical
reduction postpartum to minimize risk to the mother
and fetus. Until delivery, they placed the patient on
cabergoline 0.5 mg twice weekly to suppress lacta-
tion and recommended supportive garments.
Steroids were avoided given prior inefficacy. Given
concern for LM, she was initiated on hydroxychlor-
oquine to reduce risk of fetal heart block.

Several days later, the patient was discharged with
improved erythema and pain. Despite her serol-
ogies, no evidence of autoimmune disease ultimately
manifested. Her breast size did not increase further,
the stellate plaques improved, and she safely deliv-
ered her baby. A year later, she underwent successful
reduction mammoplasty.

DISCUSSION

To our knowledge, this report is the first of GG
with concurrent overlying DDA. GG is a rare condi-
tion seldom encountered by dermatologists. It can be
associated with autoimmune diseases, including
myasthenia gravis, lupus, Hashimoto thyroiditis,
and psoriasis.”

Clinically, GG presents as rapid and excessive
breast growth.” As the differential diagnosis includes
granulomatous mastitis,’ non-Hodgkin lymphoma,
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Fig 2. A, At low power magnification (40X), a punch
biopsy from the right medial breast showed an increased
number of small dermal blood vessels throughout the
dermis. B, On higher magnification (100X), the vessels
have well-formed lumens and do not demonstrate cyto-
logic atypia. C, To highlight the vasculature, immunohis-
tochemical staining for CD31, a vascular endothelial
marker, was performed (100X).

lymphoblastic lymphoma, and common breast tu-
mors, such as phyllodes tumors and fibroadenomas,’
comprehensive workup by a breast specialist is
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Fig 3. Gestational gigantomastia with concurrent diffuse
dermal angiomatosis. On hospital admission, the patient
continued to exhibit breast swelling (A) and was noted to
have development of white, stellate, atrophic plaques (B).

required.” Dermatologists can assist in making the
diagnosis by ruling in/out various dermatoses, for
instance, breast enlargement related to panniculitis
and LM.”

Histopathologically, GG exhibits hyperplasia of
glandular structures with increased connective tissue
and fibrosis, consistent with normal breast changes
of pregnancy.’ The findings differ from LM, which
exhibits lymphocytic lobular panniculitis with hyali-
nized fat necrosis,” or granulomatous mastitis, which
shows lobulocentric, non-necrotizing granulomas.”
In our patient, punch biopsies were not deep
enough to evaluate the fat or show features of GG,
and therefore, the diagnosis was made clinically.
More invasive biopsies were avoided, due to ulcer-
ation risk in the setting of overlying DDA.

Although there are reports of regression and
spontaneous resolution of GG in the postpartum
period, definitive treatment of persistent GG in-
cludes mastectomy.” Alternative strategies include
reduction mammoplasty or hormonal antagonists,
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such as cabergoline and bromocriptine.” In our
patient, cabergoline was initiated due to its reduced
side-effect profile, compared to bromocriptine.” Her
response to cabergoline supported the diagnosis of
GG.

DDA is a benign cutaneous disorder characterized
by vascular proliferation.” It is most common in
middle-aged women with pendulous breasts, and
presents as enlargement of the breasts and painful
reticulated erythema, usually in dependent areas.” A
common complication is ulceration, which can pre-
sent as stellate white plaques and indicates skin
necrosis due to damage of newly developed super-
ficial vessels.” Occasionally, DDA presents with peau
d’orange changes,” which in our case, raised suspi-
cion for DDA.

DDA is associated with macromastia, obesity,
trauma, smoking, and vaso-occlusive disorders."”
Macromastia likely promotes DDA through tissue
compression and increased venous hydrostatic pres-
sure,” leading to tissue hypoxia and upregulation of
VEGF (vascular endothelial growth factor) and
angioproliferative cytokines.” Our case demon-
strates that another potential cause of DDA is GG.

The differential diagnosis of DDA includes
acroangiodermatitis, vasculopathies, vasculitis, and
vascular tumors. A skin biopsy can distinguish these
entities, and in the case of DDA, demonstrates diffuse
dermal capillary and endothelial cell proliferation. "’
In contrast, acroangiodermatitis displays prolifera-
tion of endothelial cells with formation of thick-
walled vessels in a lobular pattern in the papillary
dermis."’

Treatment of DDA is aimed at improving tissue
hypoxia. Strategies include breast reduction, revas-
cularization, and smoking cessation.” Pentoxifylline,
aspirin, oral corticosteroids, nifedipine, and isotret-
inoin have shown variable success.'” As our patient
was pregnant, many of these therapies were contra-
indicated. Our case demonstrates that treating the
underlying cause of DDA, in this case GG, can relieve
symptoms.

In summary, we wish to inform dermatologists of
the entity GG, which should be suspected in cases of
massive, painful breast enlargement during preg-
nancy. Dermatologists can play a role in the diag-
nosis, particularly if clinical and histopathological
findings reveal DDA. Multidisciplinary management
includes the use of supportive garments, topical and
systemic corticosteroids, agents to reduce lactation,
and surgery.
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