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Idiopathic granulomatous mastitis
associated with risperidone: case report

F. CEEMOMNA, C. TOSTD, G, AGHNELLD

Aéme, Granulomatous mastitis is a vare benign
inflammatory disease of the breast, charvac
terizex] by non-caseating granulomas with-
ot any evidence of infection, pathologically
mimicking camwinoma. The differential diag
nosis with malign breast disease isoften not
easy, so it is often initially misdiagnosed and
praper treatment is delayed. Surgical biopsy
is needed for corvect diagnosis and there is
still no generally accepted optimal treatment.
In our experience a ocansetcvative approach
seems to be adequate in most cases and in
one opinion, surgical treatment is the best
therapy. Anather option is a long/middle-
term stevoid treatment. It is mandatory bo
exclude infections canzes of granulomatous
mastitis before carticoid therapy is started.
Metbocs, In our patient the saegical treat
ment was planned; excision of the entire le-
sion, and subsequently necadjuvant carticos
teroid therapy was performed.

Resnlts. The patient has benefit foom the ap-
eration immediately, with resolution of the
dizease. The follow-up (on-going), up to now,
showed no recurrence of the pathalagical and
no complications, making sure the authors of
the efficacy of the suegical treatment.
Condnsion. The purpose of this study is
describe the clinical, imaging, and patho-
lagic features of grapulomatous lobular
mastitis of our patient and discuss diag-
nostic and therapeutic protocols that we
used to diagnose and treat this rare dis
ease. The authors noted that believe in the
surgical treatment as the only procedure,
pertormed alone or combined with corti-
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costeroid therapy, to the cure of the pa-
tients.

KEY woBEDs ! Granulomatous mastitis - Rispendone
- Breast neoplasins.

diopathic granulomatcus mastitis (1GH)

iz a rare benion inflammatcory disease of
the breast, characterized by non-caseating
cranulomas without any evidence of infec-
tion, awareneszs of this condition is impor-
tant because it can clinically mimic breast
Carcin crma.

A cramilomatous inflammatory response
can be a reaction to either a specific agent,
for example mycobacterinm mberculosis or
agent of sarcoidosis.

The entiry wras frst described by Kesler
and Wolloch in 1972, elaborated by Cohen
in 1977, They found a discrete granuloma-
tous lobulitis and because of the morpho-
logical resemblance to gramulomatous thy-
rodditis and orchitis, sugzested that it might
be immuncolosically mediated.

Patient u=ually presents with symptoms
of a painful mass, chronic sims drainage,
erythermatous breast mass with an abscess,
fewver and associated conditions like tachy
cardia and tenderness, with laboratory in-
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vestipations sugoestine no infectious eticl-
otz il

For this reasons the dinical and radio-
logical feamires of this benisn entity are fre-
quently mistaken-misdiagnosed as a breast
abscess or as carcinoma.

Defnitfve diagnosis is based on histologi-
cal examination.

The absence of guideline for the treat
ment for patients diagnosed weith IGM, has
left to surgery, sterodds, imrmancsuppres-
zantz, and antibiotica a role not defined,
with warying degrees success therapy Re-
currence iz commen in the absence of s
gical treatment, and a long-term follome-up
iz generally recommended.

Here we represent a rare literature case
of gramilomatous mastitis associated with
rizperidone induced hyperprolactinermial,

The most commeon pressntation is a focal
asymmetric density on mammography and an
irregular bypoechoic mass with fubular exten-
sions on ultrasound. The imaging findings of
gramilematous lobular mastiis owerlap with
those of malignancy Core blopsy is typically
diagnestic. Onee the diagnosis is established by
tissue sampling, surgical treatment and corticos-
teroids are the first line of treatment

Case report

In our case-history, w2 teeated 2 4l-yearold
woman pressnled with a painful  inflammatory

Figure 1. —T&C shows incidental finding, a liver nmass of
3 cmoarmy side, initially conidered likely metastasiz from
breast cancer
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breast mass (ultrasound examination-lump in her
l=fi breast 4.52 centimetres), a discrete nipple re-
traction and no palpable axillary nedes. She had
a history of schizophrenia for over 15 years and
had been receiving risperidone 2 mg Ceeratonin and
doparminergic antagonist) for more than S wears. She
had newer consumed obacen, aloohol, cral contra-
ceplive pills, she hadn't any Family history of breast
cancer o receiving any breast surgery, fAnally she
breastied cne children.

O physical exsamination, slight ulcerated peau
d'orangs skin and chernry-like mass of breast with
lcalized rediess over the left breast lateral aspect
with an il defined rargin was noted with no palpa-
ble lymphadenopathy at the axilla,

There was oo splenomegaly or hepakomegaly.

Trring tac, we bund an inddental fAnding, a
liver rmass of 3 cid any side, initially considersd
likeely retastasis from breast cancer (Figure L), far-
ther investigations like scintigraphy and ulirasound
inwestigations allowed us to conclude that it was
lizer-hemmn giorm (265 and (Figure 2.

She did neot have fever, joint pain, aic way or uri-
hary tract bleeding and neo other skin lesion was
fennd.

Zerological and  haemmtological  investigations
were nonmal, no sign of inflamation or positive
mimeor markeers; the cnly relevant laboratory data
was the Anding of hyper prolactinernia,

Breast ultrasoufnd, o mosgraphy (Figure 33 and
tac of the breast revealed a diffuse lesion, very sug-
gestive for breast cancer.

EBreast ultrasound images revealed lobulated and
hyprechoic mass (4.52 cm), with ill-defined area
and heterogeneous echoes in the left upper and
lemeer outer quadrants, associated with increassd
vascularity, rmico-calcification and  tissue edernms
(Figure 4).

Mammography showed aswnmetry with increas-
ing radicdensity at the outer upper and outer lower

Figure 2 —Ultrazound investigatiors show liver-henman-
gicma .
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Figure 3 —Mammograply shows asymmetry with in-
creasing radiodereity at the outer upper/dower cuadrants
of the left breast, verr suggestive for breast cancer,

quadrants of the lefi breast with nipple retraction.

Bor studied the breast mass and exclude metas-
tases, was perfonmed scintigraphy, showed negative
metastatic dissass dnd contemporary  occasional
spondylatic inmge (Figure 5.

The patient received a presumptive disgnosis of
breast cancer and was treated with breast biopssy,
which rewealed an non-cassating granulomas with
Langhans and bodytype giant cells within Abrous
backgronnd tissue, These exhibited a distribution
respecting the lobules, but at soine sites completely
destroying these stmictures. A few micro-abscesses
and ricrogranlonms were bund. Microsoopic ex-
amination revealed adipose ssue with acute and
chronic inflarmmation and macrophage, giant histio-
cyte, and epithelinid-lilkee cellular infiltration, with
cytologic features suggestive of a granulomatous
PIooess.

Aspiration oalture shomed no evidencs of bacte-
rial ar rwonbacterial growth Cno evidence af tober-
culosis or sarcoidosis weEs foand).

The differential diagnosis, bas=d on the histologi-
cal feamres, included aukcinmune responss, unde-
Eected organisims, systemic granilonmbons diseass
with breast involvermnent, granilommmtons reaction in
A carcinora and foreign body reaction.

Considering patient's clinical history, all labora-
oy Andings and i ging sndies, the diaghosis was
interpreted as IGH.
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Figure £ —FBreast ultrtascund image shows lobulated and
Irpoechoic mass, with ll-defined area and heterogene-
ous echoes in the left upper and lower cuter guadrants,
associated with increazed vascularity, micro-calcification
andtissus edema.

1

shows npegative  netastatic
= pondylotic

Figure &5 —Scintigraphme
dizeaze and comemporany occasioml
inma gelarroew).

onr case s one of the fewr cases in the literamre
af hyper prolactinemia risperidone-induced.

THs cussion

Idiopathic gramilomatous mastitis is a
disease characterized by unknown astiol-
ooy and is diagnosed by exclusion.

Poszible infectious eticlogy are mycobac-
terium tuberculosiz, blastomyoosis, crypto-
cocoosis, histoplasmosis, actinomycosiz and
Alarial infection.

The presumptive causes of IGM, inchid-
ing alpha-1- antitrypsein deficiency, oral con-
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traceptives usage, presnancy, lactation, and
hyperprolactinemia hawe been reported in
literature,

Primary or secondary hyperprolactine-
mia, play an important role in IGM, prewi-
ols hyperprolactinemia may cause IGM likke
results localized autodmmune protein secre-
tion in the breast ducts during childbearing
age,

Without a history of recent preghancy,
the semim prolactin level and the pathozen-
esis of IGM in non-presnant cutlines a role
in the disease for hyperprolactinermia, and
zome ripeer agents like enwironmental con-
taminants, pitmitary adenoma and increase
of hormone receptors, can promote cell
proliferation.

Clinically, patients with IGM present a
unilateral hard mp in the absence of any
sypaternic signs of infecticn, and for thesze
reascons, mimic carcinoma.

Anprozimately 200 cases of IGM “Risp-
eridone-Induced Hyperprolactinernia™ hawve
been reported in the literatire and more
than 5084 of the reported cases of IGM were
initially mistaken for breast carcinoma, even
with a combined diaghosis by mammogra-
phy and ultrazeund. & defnitive diagnosis
can be made only through histolosical ewi-
dence of granulama formation weith the ab-
zence of any infection?

During the diaghosis, diseazes to be ex-
cuded are duct ectasia, sarcoidosis, We-
gener’s cranulomatosis, giant cell areritis,
polyarteritiz nodosa, taberculosis, syphilis,
corynebacterial infection, cat-scratch dizeasze
in breast lymph node tizsue, mycotic infec-
tion, gramilomatous reaction in a carcinoma
and foreion body reaction, whether infec-
tious or non-infectious, that can mirmic IGM.

Granulomatols response to carcinoma is
unusual and characterized by multnucleat-
ed giant cells restricted to the carcinoma of
osteodastic giant cells (OGC) at peripheral
hypervascular stroma.

Foreign body reaction may be due to zili-
con leakage from breast implant 2

Many antipsychotic agents are known to
increase prolactin secretion because of their
inhibitory effect of dopamine, risperidone
iz knowmn to increase sermum prolactin level
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to a greater extent than other antipsychot-
ics, such as quetiapine. Smdies sugzest that
prolactin contributes to a wide wariety of
both physiclogical and pathological gran-
ulomarous cutaneous lesions, especially
those of immmune response, such as the
non-cazeating granulomas,

IGM usually appears during lactation, as
a firm, discrete and unilareral mass,® in spe-
cific case, we suspected that the dopamin-
eroic effect of risperidone ! wras the causze
of hyperprolactinemia and IGM in owr pa-
tient, and for this reason the prescription
wras shifred to prolactin-sparing z2econd line
acent (clozaping), during the postoperative
period and followe-up.

Patients with psychiawic dizorders and
elewvated prolactin lewels while receiving
rizperidone, may require additional medi-
cation, in persisting paychiatric symptoms
of to acclimare them to a second antipsy
chotic, or risperidone could be stopped
due to metabolic problems. Aripiprazole,
alternative dnig, can be added concomitant
to the risperidone weatment Risperidone
can cAause gynecomnastia with generalized
breast enlarcement and glandular, when to
the treatment is added aripiprazole, patients
prolactin normalized in 2 to 12 weelks 4

Ao conservative non-operative treattnent
iz n=ually recommended for IGM patients
with mild symptoms.®

Surgical treamment (surgical technique
consist of wide surgical excision andfor
mastectony) iz recomumended for patients
with symptoms of moderate and severe
extent. Postoperative wound infection, fs-
tulas, chronic suppurarion and recurrence
are often seen, and require surzical re-inter-
ventions, limited excision has a strong ten-
dency for persistence or recurrence

According to our acmal guide-lines the
gold-standard treatment for patients weith
more severe symptoms, also may provide
oral prednisclone ¢ and immunosuppres-
sive treatment (zome cases the only curative
treatment), especially in refractory cases.

In cur case, the padent was treated with
aurcical excision of the affected lobe of the
breast, with additional necadjuvant pred-
nisclone, 20 medd.
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Followsup last 2 sears, still n progress,
showed no recurrence of the disease, both clin-
ically and by imaging studies positivity,

Conclusions

Idiopathic granulomatous mastitis is an
uncommon benion entity of the breast,
clinically and diagnostically characteristics
zimilar to breast carcinoma.

In this smidy, we report a case of a non-
pregnant womman, with a laboratory ewi-
dence of hyperprolactinemia due to risperi-
done usage.

The aunthors emphasize the importance
of an accurate clinical and instmimental ex-
arnination, as a andamental act for exclude
other agents of diseazes, principally thanks
to biopsy

In owr case, weatment with stercids like
necadjuvant, before surgical rmanagement
appears to be benefcial

Cnur patient has benefr from the opera-
tion immediately, with resclution of the dis-
ease.

The folow-up (ocn-coing) up to oW
showmmed no recurrence of the pathological
and no complications, making sure the au-
thors of the efficacy of the swrgical treat-
rnent.

The Authors beliewe in the surgical reat
ment as the only procedure, performed
alone or combined with corticoateroid ther-
apy, to the cure of the patients.

Riassunto

Mastize pranwlonatoss diogalica associata a rispe-
Fidone: sepralazions Ginica

Obiettivo, La mastite granulormtoss & una &
tralattia infiamra oria benigna del seno, caratieriz-
zata dalla presenza di granulomi non cassosi hon
di origine infettiva, patologicamente non dissimile
da un carcinewr. LA diagnosi differenziale con la
talattia tumorale maligna del seno non & facile,
quindi spesso inizialmente s giunge 2 una diagoosi
errata, ardando il trattarenin corretto, La biopsia &
hecessAria per la corretta disgnosi e non vi & ancora
alcun trattamento generaliments accettato, Mella no-
stra esperienza un Approccio conservalivo seimbra
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eszere adeguato nells maggior parke dei casi e, a
hostro ayvviso, U trattamento chinirgico & 13 miglio-
re terapia. Un'altra opzione € un lungoydmedio trat-
trentn steroiden, E abbligatorio escluders causs
infettive di rmstite granilomatoss prino di avvisre
unA terapia corticosteroidea.

Metodi, Mella nostra paziente i tattamentn chi-
nirgico & sk effetialo essguendn una escissions
della lesione intera, e successivaments & stat ese-
guita una terapia necadiuvante con Rroma corti-
costermide].

Risultzt. LA paziente ha mostrato un beneficio
immediato, con risoluzicne clinica-stmimentale del-
la rralattia. I follogs-up (o corso) non ha moostra o
reddiva del quadre patologico, non ha mostrato
cornplicazioni, rendendn sicuri gli auterd della effi-
cacia del trattarnenio chimrgioo.

Conchisiond. Lo sonpo di questo studio era de-
scrivers la clinica, l'irmaging, le caratieristiche pato-
lmgiche della fmstite gramilonmboss lobulare dells
hostra paziente, disoiters dei protocolli diagnostic
e terapeutici che abbiarmo usan perla diagneosi =
infine analizzare il trattamento di gquesta rara ma-
lattia. Gli auteri ribadiscons che credono nel ratta-
mento chirurgico, corme unica procedura, eseguita
da =ola o in cornbinazicone con la terapia aorticoste-
moidea, per la cura dei pazienti.

Percir cmweve: Mastite grammlomatosa -Rispen-
dore - Carcinoma della mammella,
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