Diabetic Mastopathy
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Case  1:

張小姐，二十七歲女性，自國中三年級即因為糖尿病開始接胰島素注射。病人一天僅施打一次胰島素，且飲食控制的觀念並不充分。27歲來門診時眼睛已因proliferative diabetic retinopathy接受了三次Laser therapy,腎臟方面CCr:22.4 mi/min TPL:2170 mg/day,BUN:44 mg/dl Cr:1.7mg/dl 在門診追蹤數月之後，病人在左乳發現一個無痛性可移動的硬塊,所以安排病人接受乳房超音波,檢查結果如下：

An ill defined irregular hypoechoic lesion measuring 1.8x2.7 cm with posterior shadowning and echogenic halo was seen beneath the left nipple, in favor of malignancy.

The right breast was unremarkable 

No obvious axillary or internal mammary lymph node enlargement was seen

進一安排病人接受切片檢查結如下：

Microscopic description :

Needle cores of dense fibrous breast breast tissue with infrequent duct- lobule unit embedded in hyalined stroma. Dense lymphocytic infiltration is noted around the ductules. No malignancy is noted

Case 2

A 36-year-old Turkish women was referred to our hospital in April, 1999, for the surgical excision of a left sided breast lump. She had a 1-year history of a painless mass increasing in size. Her medical history included surgical therapy of varicose veins and a leiomyoma of uterus. The family history was remarkable. Clinical examination confirmed a 5 cm painless, hard, well defined mobile mass, with no discharge from the nipple, and no enlarged axillary lymph nodes. The mammogram showed a single mass within dense mammary tissue with no evidence of carcinoma, and ultrasonography showed acoustic attenuation behind the nodules. Fine needle aspiration contained insufficient cellular material for diagnosis. Preoperative laboratory tests showed hyperglycemia of 15.6 mmol/L. Additional postoperative test found antibodies to islet-cell and raised antibodies to glutamic acid decarbooxylase(1170 KU/L, normal <70 KU/L).

Macroscopic examination of the excised specimen showed a firm node, 5 cm maximum diameter with a grey-white and rather homogenous cut surface. Microscopic examination showed a lymphocytic infiltrate in both the intralobular and perilobular areas of the mammary gland with perivascular distribution in places, but no signs of neoplasm. Immunohistochemical finding showed a mixture of B and T lymphocytes with slight preponderance of B cell in a majority of the lobules. Based on these findings, the diagnosis of type 1 diabetes mellitus with diabetic mastopathy was made. When last seen in March, 2001, she was on insulin therapy.

Soler NG, Khardori R. Fibrous disease of the breast, thyroditis and cheiroarthropathy in type 1 diabetes Mellius. Lancet 1984;1:193-95

· An association between diabetes mellitus and fibrous breast disease was reported initially in 1984 by Soler and Khardori, who described 12 patients with longstanding type 1 DM, multiple diabetic complication, and palpable breast masses.

· Three years later, the term diabetic mastopathy was coined for the combination of connective tissue overgrowth with perivascular lymphocytic infiltrate characteristic of this lesion.

· As similar histopathologic features may be seen in patients with autoimmune disease.

Tomaszewski JE, Brooks JSJ, Hick D, Livolsi VA. Diabetic mastopathy a distinctive clinicopathological entity. Human pathology 1992;23:780-86

· Tomaszewski et al proposed defining microscopic and clinical criteria that uniquely describe diabetic mastopathy.

*44 cases were diagnosed with “mastitis” for the years 1985 to 1988.

                Table 1

                       Table 2

=>Diabetic mastopathy: abnormal accumulation of matrix with fibroblstic proliferation and lymphocytic mastitis

                   Table3

Note. Pan –B-cell maker MB2 and L26

     Pan-T-cell maker:UCH-1

     Reactions were graded for the extent of positivity on a scale of 0 to 4+(0=negative;1+=<2% of cell; 2+=2% to 10 % of cells; 3+=11% to 50% of cells; and 4+=>50% of cell) 

=>Hypothesis as to the interaction of these mechanisms in producing diabetic mstopathy includes the following sequence of events:

1. primary matrix expansion secondary to the prolong hyperglycemia of the diabetic process

2. the creation of AGEs with neoantigen formation

3. an autoimmune response directed against neoantigen and characterized by B-cell proliferation and autoantibody production 

4. cytokine release secondary to the autoimmune process and /or macrophage medicated AGE removal leading to additional matrix growth.

Ely KA, Tse G, Simpson JF, Clarfeld R, Page DL.Diabetic mastopathy: a clinopahological review. Am J Clin Pathol;2000; 113:541-45

· :While the microscopic features of diabetic mastopathy have been well documented, few reports have addressed the natural history of this lesion with regard to recurrence after biopsy. Ely follow up 19 cases(representing type 1 DM, Type 2 DM, and no diabetes) that met the currently accepted criteria for diabetic mastopathy for up to 14 years.

                    Table 2

Rode S, Frave C, Thivolet C. Diabetic mastopathy. Diabetes Care 1998;21:322

    *8 diabetic patients (mean age 41 years) after 24.4±8 years of type 1 diabetes who presented clinical palpable breast masses.

=>All suffered microvasculopathy

=>No clear distinction of diabetic mastopathy form malignancy was possible, as indicated by others, using clinical examination and mammographiy

=>During ultrasonographic examination, characteristic pattens were observed that included the presence of an important acoustic attenuation behind the palpable nodules and sometimes in additional areas of the breast.

=>Histological analysis:

Biopsy: 7 patient

-5 patients lymphocytic lobulitis and dense keloid-like stromal fibrosis

-2 patients keloid-like stromal fibrosis

1 patient bilateral mastectomy

Conclusion

· Diabetic mastopathy is a source of confusion with lobular breast carcinoma.

· The association between mastopathy and type 1 diabetes of long duration has been reported, but this clinical condition is poorly recognized, since breast examination is not routinely performed in young diabetic patients.

· Diagnosis is based on clinical context, radiological and histopathological finding

· Diabetic mastopathy often occurs in premenopausal women with early-onset, long standing insulin dependent diabetes.

· On physical examination, one or more painless, rock-hard, irregularly outlined, freely movable masses are found.

· Mammograms showed dense breasts without features of malignancy.

· Ultrasonography showed marked acoustic shadowing.

· Fine needle aspiration cytology is characteristically difficult in patients with diabetic mastopathy with 50% of aspirtes reported as having insufficient cellular material for diagnosis.

· Microscopic examination shows predominantly dense stromal fibrosis, and the presence of intralobular and perilobular lymphocytic infiltrate has been described as the hallmark of this disease. But the specificity of these features have been questioned because identical finding were occasionally seen in nondiabetic patients.

· The lymphocytic infiltrate is composed predominantly of B-cell. The infiltrating lymphocytes in non-diabetic mastitis are mostly Tcells.

