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Objectives

* Case Presentation

* Define Idiopathic Granulomatous Mastitis (IGM) and describe epidemiology
* Discuss proposed pathogenesis and etiologies of IGM

* Share features of IGM clinical presentation and differential diagnosis

* Outline appropriate work up / evaluation and discuss diagnostic challenges
* Discuss treatment options and patient outcomes

* Present ongoing efforts to increase understanding of IGM

* Emphasize importance of patient support and multidisciplinary approach

* Discuss if there is an association between IGM and malignancy
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Case Presentation

* 44 y/o healthy female presented with tender RIGHT breast lump for
1-week

* History of mastitis with breastfeeding (4 years ago)

* No personal or family history of malignancy, no nipple piercing,
nonsmoker

* Exam notable for 5 cm palpable mass with overlying erythema, no
axillary lymphadenopathy

Case Presentation

* Diagnostic BILATERAL mammogram and
RIGHT breast US, with aspiration yielding 4 cc
purulent fluid

* Empiric antibiotic treatment with Doxycycline
started

* Aerobic cultures with 2+ Gram positive bacilli
resembling Corynebacterium — further
identified as C. kroppenstedtii

* Discussion with infectious disease (ID) and

transitioned to Linezolid with sym ptomatic There is skin thickening around the RIGHT areola.
lll-defined mass medial RIGHT breast at the site of

relief the palpable finding.
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Case Presentation

* Presented 2-months later with exophytic
granulation tissue at original site of aspiration

* Diagnostic imaging with US-guided biopsy
confirmed diagnosis of cystic neutrophilic
granulomatous mastitis

* Prolactin measured 8.31 (WNL)

* She was offered oral steroid therapy, but
declined

* Patient preferred to start a longer course of
Doxycycline

Case Presentation

* Ultimately referred to ID for consideration of Rifampin after lit review
* Complete symptom resolution after 8-months of Rifampin treatment
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What is Idiopathic Granulomatous Mastitis?

* First described in 1972 by Kessler and Wolloch, again in 1977 by Cohen (1,2)
* IGM is a rare, chronic, benign inflammatory condition of the breast (12)
* Considered the “non-specific” subgroup of granulomatous mastitis ()

Demographics
* Prevalence 2.4 / 100,000 with rate 0.37% in USA — likely underestimated (2)

* Most commonly affects women of childbearing age with history of
pregnancy and lactation within 5-years; rarely occurs in nulliparous women
and men (7, 12)

* Any ethnicity could be affected, but studies report higher incidence in
women of Asian, Middle Eastern, Hispanic ethnicity (2)
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Nonpuerperal secretion Ductal ectasia (milk duct ExaCt etiOIOgy Of |GM remains unknown (z)r
due to h | idens, wall thickens) . . .
‘mbalance or " dte to intraductal but there have been proposed precipitating
hyperprolactinemia accumulation
factors.
* Infection with Corynebacterium
o o of et * Alpha-1 antitrypsin deficiency
s el * Oral contraceptive (OCP) use
o * History of lactation, pregnancy
* Hyperprolactinemia
* Smoking
Migration of Noncaseating hd Tl"a uma
lymphocytes and granulomas form and . .
macrophages to are concentrated in e Autoimmune dlsease
periductal zones lobules
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Cl | N | ca | * Heterogeneous disease, variable presentation (s)

* Unilateral, painful breast mass in any quadrant;

Prese ntatiOﬂ rarely bilateral (12)

* Erythema and swelling in 50% of patients (4)
* Abscess in approximately 37% of patients (4)

* Sinus or fistula formation secondary to disease
progression or prior biopsy / aspiration (2)

* Axillary lymphadenopathy in 13-40% of patients
(12)

¢ Onset over weeks to months (2)

* Symptoms may persist from 2-24 months (2)

9
Differential Diagnosis: What else could it be?
(2,12)
* Breast cancer, inflammatory breast cancer
* Infectious mastitis — periductal mastitis, bacterial mastitis, Actinomyces
abscess
* |diopathic granulomatous mastitis, cystic neutrophilic granulomatous
mastitis
* Tuberculosis, cat-scratch disease, leprosy (bacterial causes of
granulomatous reactions)
* Histoplasmosis, cryptococcosis, coccidiomycosis (fungal causes of
granulomatous reactions)
* Foreign body reaction / granulomas — silicone, beryllium
* Autoimmune — Crohn’s disease, sarcoidosis, vasculitis (giant cell arteritis,
Takayasu’s arteritis, Churg-Strauss syndrome)
10
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Diagnostic Evaluation of IGM

Imaging findings are non-specific and often mimics malignancy (7)

* Mammogram — Unilateral focal or regional asymmetry most common pattern (2, 6)
* Lesions may be mammographically occult due to dense breast composition (2, 6)
* Overlying skin thickening has been demonstrated in 63% of mammograms (7)

* Ultrasound — Hypoechoic mass (or contiguous masses), possibly fluid collections with
associated skin fistulas in 7-54% of cases (2, 6, 8)
* Hypervascularity may be detected by Doppler (6)
* Axillary lymphadenopathy seen in 15-55% of cases (6)

* MRI - Variable findings, but can show heterogenous, ill-defined masses and non-
mass enhancement (s, 8)
* May help identify extent of disease (2)

11

Mammogram and US images of case patient:

12
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Diagnostic Evaluation continued...

Biopsy is gold standard for diagnosis of IGM; core needle biopsy 96%
sensitive (2,s,6)

Histopathologic features:

* Non-necrotizing granulomas with localized infiltrate of multinucleated giant
cells, epithelioid histiocytes, lymphocytes, and plasma cells (2, 6)

* May show sterile micro-abscesses with neutrophilic infiltrates (2, 6)

* Inflammation extending into adjacent lobules (2, 6)

* Additional stains for mycobacteria (AFB special stain) and fungal organisms
(GMS fungal stain) to rule out infection-associated granulomas (2)

* Cystic neutrophilic granulomatous mastitis is a subtype of IGM in which
Corynebacterium species is often isolated (s)

13

Histopathology examples from Elaine
Houlihan et al. in Idiopathic
granulomatous mastitis: a 5-year
retrospective review of cases in a tertiary
centre in Dublin, Ireland ()
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Figure 3 High power H&E showing lobulocentric granulomatous inflammation.
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Figure 6 Gram stain showing Gram-positive bacilli within the cystic spaces.
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Figure 5 High power H&E of a cystic space with surrounding neutrophils and histiocytes.
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Treatment Options for IGM

No consensus of optimal treatment for IGM, remains a self-limiting disease 2
Multidisciplinary approach to evaluation and treatment is essential (2

* Observation — 50% of mild cases resolve spontaneously (2)
* Supportive care, pain management with NSAIDs (meloxicam), follow up (12)

* Antibiotics — Empiric course possibly started by time of presentation (2, 12)
* Obtain cultures and cater antibiotic to result if growth is present, discontinue if NGTD

* Corynebacterium antibiotic coverage with Augmentin or Doxycycline; 2 weeks or
more

15
Treatment Options for IGM continued...
* Steroids — First-line approach for moderate to severe IGM (2
* Systemic:
* Frequently been reported with up to 80% success (12)
* Dose range of Prednisone 10-60 mg / day or Prednisolone 30-60 mg / day with gradual
taper over weeks to months (12)
* Potential adverse effects often deter clinicians and patients to pursue this modality
* Topical:
Cetin in 2019 (10)
¢ Group T: Prednisolone 0.125% twice daily applied to affected area vs. Group S: PO
Methyprednisolone 60 mg vs. Group C: Topical + PO Methyprednisolone 4 mg > 83.3%
response similar in all three groups
Altintoprak in 2015 (11)
* Prednisolone 0.125% twice daily every other day x 4 days with 3 days off, repeating weekly for
8.2 weeks > complete symptom control in all patients and 10.7% relapse over 37.2 months
of follow up (no adverse effects observed)
16
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Treatment Options for IGM continued...

* Steroids — First-line approach for moderate to severe IGM (2

* Local steroid injection (LSI) / intralesional:
Cabioglu in 2023 (13)

* LSl with triamcinolone acetonide every 4 weeks (median of 4 injections) plus topical
triamcinolone acetonide 0.1% pomade vs. LSI with low-dose PO Methylprednisolone 4-16 mg
/ day (median of 8 weeks)

* At median of 12 months (range 2-42 months of follow up), no difference was found in
complete response rates between LSI group (52%) versus LSI with PO steroid (53.9%)

* Immune Modulators — Used in patients not responsive to steroids

* Methotrexate 10-15 mg / week for 3-6 months with 83% symptom resolution
rate and 17% recurrence rate (2, 12)

* ltis teratogenic! Contraindicated for women who plan to become pregnant, are
pregnant, or are lactating

17
Treatment Options for IGM continued...
* Other medical therapies
* Case series of 16 IGM patients treated with steroids + Bromocriptine 5-10 mg / day,
where 31% had a favorable response (2)
* Antituberculosis therapy
Liu 2018 (14)
e 22 patients with IGM in China all of whom received triple antituberculosis therapy (rifampin,
isoniazid, ethambutol) for 6-12 months
. DurinF a median follow up of 40 months, 18 / 19 remaining patients in the study had achieved a
complete clinical response with no observed recurrence; improvement at 3 months noted
* Surgery
* Approaches include wide local excision, lumpectomy, mastectomy, percutaneous
drainage of abscess / fluid collection (12)
* Reserved for medically refractory or progressive disease (2)
* Associated with poor cosmetic outcomes and high recurrence rates if entire affected
area is not excised (2, 12)
 |diopathic Granulomatous Mastitis Registry by American Society of Breast Surgeons
18
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Non-Pharmacologic Treatment for IGM

Wound care! Patient support and counseling
May require daily dressing Perseverance is key!
changes or referral to WOC in There is no “quick fix” ®

certain cases o _
Set realistic expectations!

Keep an open mind!

19

Is there an association between IGM and CA?

* Rarely observed to occur simultaneously, but prior cases have
prompted discussion of possible correlation = NO causative link has

been demonstrated (15

* Clinical presentation of IGM should always prompt work up to rule
out cancer
* Perform a comprehensive history and exam
* Pursue BILATERAL diagnostic imaging and biopsy if BILATERAL symptoms

* Persistent or prolonged symptoms beyond the “2-24 month” period
- further diagnostic work up is reasonable

* Otherwise, follow-up per provider based on treatment and overall
outcome with initiation of annual breast screening at 40 years old

20
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Key points

IGM is a rare, chronic, BENIGN inflammatory breast condition

Etiology and pathophysiology are unknown, but some theories exist

Diagnosis is frequently delayed as it is not often recognized early

Work up should include breast imaging (bilateral), but GOLD
STANDARD of diagnosis is core needle biopsy of lesion(s)

No universally accepted treatment approach; should be catered to
patient and severity of disease
* Conservative / supportive, medical therapy, or surgical excision, wound cares

Take a multidisciplinary approach

21
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