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Abstract A case of  carc inoma in the breast o f  a male 
patient with a chronic gastric ulcer is described. The pa- 
tient had received cimetidine for 17 years. Histological  
examination o f  an excisional biopsy showed lobular in 
situ and infiltrating carcinoma. In our review of  the En- 
glish literature, this is the 18th case of  lobular carc inoma 
of  the male breast to be reported; it is also the first report 
o f  lobular carc inoma associated with the use o f  cimeti- 
dine, and the second in a man with documentat ion o f  
genotype.  
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Introduction 

A 62-year-old man presented with a left breast mass. 
Histological  study of  the specimen of  a modif ied radical 
mas tec tomy showed lobular in situ and infiltrating carci- 
noma. The patient was a phenotypic  and genotypic  male. 
He had gynaecomast ia  and a past history o f  the use o f  ci- 
metidine. This is the 18th case o f  infiltrating lobular car- 
c inoma of  the male breast [1, 10, 12, 15, 17-23,  25, 26] 
in the literature and the second in a genotypical ly  proven 
male [17]. It is the first associated with the use o f  cimeti- 
dine. 

Carc inoma of  the male breast accounts for only 1% of  
breast malignancies [5, 10, 14, 18, 20]. In all large series, 
the predominant  histological  type is infiltrating ductal 
carcinoma. A review of  the literature disclosed few pre- 
vious reports o f  "small  cell carc inoma" OCCUlTing in the 
male breast and only one example o f  lobular carc inoma 
in a patient with Klinefelter 's  syndrome has been studied 
in our hospital [10]. 
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We report a case of  infiltrating lobular carc inoma with 
an in situ component  occurr ing in the breast of  a pheno-  
typic and genotypic  male. 

Case report 

A 62-year-old white man presented with various medical compli- 
cations, including a mass in the left breast which had appeared 
some months before. The patient was married and had two sons. 
Past history revealed gynaecomastia and there was a history of in- 
gestion of cimetidine for 17 years (400 mg per 24 h) for a chronic 
gastric ulcer. 

Physical examination revealed an ill-defined subareolar mass 
in the left breast measuring 1.8 cms in length. No nipple discharge 
was noted and there were no palpable lymph nodes in the axillary 
or supraclavicular regions. After a few days, a modified left radi- 
cal mastectomy was performed. 

Pathological findings 

Macroscopically, the lesion was hard with irregular borders. On 
cut section, it showed a vague whitish-grey, multinodular pattern. 
We performed chromosomal and hormonal determinations. 

Histological examination of paraffin sections stained with hae- 
matoxylin and eosin revealed inactive gynaecomastia (type II) [2] 
with proliferation of ducts without lobules (Fig. 1). The adjacent 
stroma was hyalinized without distinct differentiation of periductal 
stroma. Some groups of ductules were filled with cells that dem- 
onstrated a lack of regular cohesion or orientation. The nuclei 
were rounded or oval, usually with hyperchromatism. The cyto- 
plasms was rather clear. The dense fibrous stroma was infiltrated 
with a uniform population of small neoplastic cells showing hy- 
perchromatic nuclei, small nucleoli and a small amount of pale eo- 
sinophilic cytoplasm, some of which had signet-ring features (Fig. 
2). Patterns included classic Indian files and solid areas. The most 
important finding was the presence of typical infiltrating lobular 
carcinoma with a minor in situ component, approximately 15% of 
the infiltrating lobular carcinoma (Fig. 2); residual ducts and fi- 
brous gynaecomastia. Thirty-four lymph nodes were found in the 
left axilla; all of them were tumour free. 

Results of oestrogen and progesterone receptor studies, using 
the dextran-coated charcoal biochemical method, were positive: 
350 fmol/mg and 10 fmol/mg, respectively. Using the immuno- 
cytochemical assay, there was nuclear staining in most of the tu- 
mour cells for oestrogen receptors (prediluted; Biogenex; 86% to- 
tal nuclear area). Progesterone receptors (1:50; Novocastra) were 
negative. 
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Fig. 1 Inactive gynaecomastia. Note the fibrotic stroma without 
periductal differentiation. Haematoxylin and eosin (H&E) x150 

Fig. 2 Invasive carcinoma cells in contiguity with in situ lobular 
carcinoma. Note the linear growth pattern of invasive lobular. 
(H&E x150) 

Table 1 Clinical and pathological data in 18 cases of lobular carcinoma of the male breast (W white, B black; - node-negative, + node- 
positive, A alive) 

Authors Number of Age Race Size Axillary Follow-up Karyotype 
patient's (years) (cm) a node status (months) 

Norris and Taylor [18] 1 ? ? ? ? ? ? 
Haagensen [11] 1 ? ? ? ? 9 ? 
Giffler and Kay [9] 2 67/74 B/B 1, 5/3 - /?  12/12 ? 
Yogore and Sahgal [25] 1 56 B 2, 5 - ? ? 
Schwartz [21 ] 1 66 ? ? ? ? ? 
Wolff and Reinis [24] 3 55/75/? W/B/? 1, 5/4/? -/+/? 200/48/? ? 
Vercoutere and O'Connell [22] 1 ? ? ? ? ? ? 
Sanchez et al. [19] 1 61 W 3 + 36 (A) 47XXY 
Aghandino [1] 2 75/60 B/B ?/? +/+ 12/24 ? 
Nance and Reddick [17] 1 80 W 2, 5 ? 5 (A) ? 
Simon et al. [20] 1 ? ? ? ? ? ? 
Michaels et al. [16] 1 59 W 3 - 21 (A) 46XY 
Joshi et al. [14] 1 31 ? ? ? ? 9 
San Miguel (this case) 1 62 W 1, 5 - 6 (A) 46XY 

a Maximum dimension 

Measurements of the proliferation fraction with MIB 1 (predi- 
luted; Dianova) were positive in only 10% of the neoplastic nuclei. 
The proliferation index, the hormone receptors and the imprints of 
fresh tumours, stained by the Feulgen method, with the staining 
pit from cell analysis system (CAS, Lombart, Ill., USA) were 
analysed with a CAS 200 image analyser and software (CAS). Tu- 
mour cells were diploid with a single peak diploid position. They 
did not stain for p53 protein (1:100; Biomeda), C erb B2 oncogen 
(prediluted; Biogenex) and carcinoembryonic antigen (prediluted; 
Biogenex). 

Discussion 

M a l e  breas t  cancer  is u n c o m m o n  and represents  only  ap- 
p r o x i m a t e l y  1% o f  all b reas t  cancers  [5, 10, 14, 18, 20] 
and 1.6% of  ma l ignan t  cancer  in men.  The  mean  age  at 
which  breas t  cancer  is de tec ted  in men  is 60 years ,  wh ich  
is 5 years  more  than the mean  age in w o m e n  [14]. The  
mean  age o f  the cases  r epor ted  in the Engl i sh  l anguage  
l i te ra ture  o f  lobu la r  c a r c inoma  in the ma le  breas t  is 66 

years .  Lobu la r  breas t  cancer  is less of ten b i la te ra l  in men  
than in w o m e n  a l though a case  of  b i la te ra l  breas t  cancer  
in a male  pat ient  wi th  Kl ine fe l t e r ' s  synd rome  has been  
repor ted  [10]. As  the ma le  breas t  is smal l ,  the breas t  tu- 
mour  is f requent ly  subareolar ,  wi th  n ipp le  re t rac t ion  and 
u lcera t ion  of  the skin sur rounding  the n ipple  [11]. The  
case  repor t  descr ibes  a 62-yea r -o ld  male  who  had a sub- 
areolar  mass  in the left  breast .  The  over ly ing  skin was 
normal .  

The  h i s topa tho log ica l  pat terns  o f  b reas t  ca rc inoma  are 
a lmos t  ident ica l  in men  and w o m e n  [6, 13]. One  impor-  
tant  excep t ion  is lobu la r  c a r c inoma  or  smal l  cel l  ca rc ino-  
ma. Severa l  reports  have conf i rmed  that this is p resum-  
ab ly  due  to a lack  o f  lobules  in normal  male  m a m m a r y  
tissue. M a m m a r y  cancer  is usua l ly  d iv ided  into ductal  
and lobular  types ,  accord ing  to their  origin.  However ,  
s ince Wel l ings  and Jensen ' s  descr ip t ion  in 1975, ductal  
and lobular  ca rc inomas  are cons ide red  to ar ise  f rom the 
te rmina l  ducts  lobula r  unit, e spec ia l ly  in the l obu la r  for-  



marion [24]. We think that the lack of lobules in the male 
breast is sufficient to explain the rarity of breast cancer 
in males and not only that lobular carcinoma is an un- 
common occurrence in itself. It has been suggested that 
changes in steroid levels can stimulate the formation of 
acini and lobules in the male breast cancer [4-7,  14]. In 
the reported cases of male lobular breast cancer, one pa- 
tient was receiving therapy for prostatic carcinoma, and 
one patient had Klinefelter's syndrome [20, 22]. In the 
case we describe in this report the patient had a chronic 
gastric ulcer and had been taking cimetidine for 17 years. 
Various abnormalities have been described in patients 
treated chronically with cimetidine: hyperprolactinae- 
mia, gynaecomastia, galactorrhoea and breast cancer; but 
this is the first report of lobular carcinoma in a man. The 
incidence of oestrogen and progesterone receptors seem 
to be greater in men than in women with breast carcino- 
ma. In a recent study of male breast cancer, 85% were 
oestrogen receptor positive and 64% were progesterone 
receptor positive [8]. In our case, oestrogen receptors 
were positive and progesterone were negative. 

The cases reported in the English language literature 
of lobular carcinoma of the male breast are summarized 
in Table 1. This is the 18th case in the English literature 
of lobular carcinoma [1, 10, 12, 15, 17-23,  25, 26] and 
the second case of lobular carcinoma of the breast in a 
phenotypic and genotypic proven man [17]. Unfortunate- 
ly, most of the reports do not give explicit complementa- 
ry chromosomal studies. Gynaecomastia is known to oc- 
cur in men treated with cimetidine; this report shows that 
lobular carcinoma may also develop. 

References 
1. Aghaudino PU (1987) Cancer of the male breast. Analysis of 

43 cases in Ibanda, Nigeria. Afr J Med Med Sci 16:15-26 
2. Andersen JA, Gram JB (1982) Gynecomasty. Acta Path Mi- 

crobiol Immunol Scand [A] 90:185-190 
3. Andersen JA, Gram JB (1982) Male breast at autopsy. Acta 

Pathol Microbiol Inmunol Scand [A] 90:191-197 
4. Avannzo BD, La Vecchia C (1995) Risk factors for male 

breast cancer. Br J Cancer 71:1359-1362 
5. Bezwoda WR, Hesdorffer C, Dansey R, Moor N, Derman DE 

Browde S, Lange M (1987) Breast cancer in men. Cancer 
60:1337-1340 

263 

6. Carlson HE (1980) Gynecomastia. N Engl J Med 303:795-799 
7. Cricblow RW, Galt SW (1990) Male breast cancer. Surg Clin 

North Am 70:1165-1177 
8. Donegan WL (1991) Cancer of the breast in men. Cancer 

41:339-354 
9. Ehrinpreis MN, Dhar R, Narual A (1989) Cimetidine-induced 

galactorrhea. Am J Gastroenterol 84:563-565 
10. Giffler RF, Kay S (1967) Small-cell carcinoma of the male 

mammary gland. A tumor resembling infiltrating lobular carci- 
noma. Am J Clin Pathol 66:715-722 

11. Guinee Vf, Olsson H, Moller T, Shallenberger RC, Van den 
Blink JW, Peter Z, Durand M, Dische S, Cleton FJ, Zewuster 
R, Cui MF, Lane W, Richter R (1993) The prognosis of breast 
cancer in males. Cancer 71:154-161 

12. Haagensen CD (1971) Disease of the breast, 2nd edn. WB 
Saunders, Philadelphia 

13. Hecht JR, Winchester DJ (1994) Male breast cancer. Am J 
Clin Pathol 102 [Suppl 1]:$25-$30 

14. Hultborn R, Friberg S, Hulborn KA (1987) Male breast carci- 
noma. Acta Oncol 26:241-256 

15. Joshi MG, Lee AKC, Loda M, Camus MG, Pedersen C, Heat- 
ley GJ, Hughes KS (1996) Male breast carcinoma: An evalua- 
tion of prognostic factors contributing to a poorer outcome. 
Cancer 77:490-498 

16. Lenfant-Pejofic M, Mlika-Cabanne N, Bouchasrdy C, Auquier 
A (1990) Risk factors for male breast cancer: a Franco-Swiss 
case-control study. Int J Cancer 45:661-665 

17. Michaels BM, Nunn CR, Roses DF (1994) Lobular carcinoma 
of the male breast. Surgery 115:402-405 

18. Nance KVA, Reddick RL (1989) In situ and infiltrating carci- 
noma of the male breast. Hum Pathol 20:1220-1222 

19. Norris HJ, Taylor HB (1969) Carcinoma of the male breast. 
Cancer 23:1428-1435 

20. Sanchez AG, Villanueva AG, Redondo C (1986) Lobular car- 
cinoma of the breast in a patient with Klinefelter's syndrome. 
Cancer 57:1181-1183 

21. Simon MS, McKnight E, Schwartz A, Martino S, Swanson 
GM (1992) Racial differences in cancer of the male breast - 
15 year experience in the Detroit metropolitan area. Breast 
Cancer Res Treat 21:55-62 

22. Schwartz IS (1982) Small-cell breast carcinoma in men (let- 
ter). Hum Pathol 13:185 

23. Vercoutere AL, O'Connell TX (1984) Carcinoma of the male 
breast. Arch Surg 119:1301-1304 

24. Wellings SR, Jensen HM, Marcum RG (1975) Atlas of sub- 
gross pathology of the human breast with special reference to 
possible cancerous lesions. J Natl Cancer Inst 55:231-273 

25. Wolff M, Reinis MS (1983) Progress in surgical pathology. 
Breast cancer in the male: clinicopathological study of 40 pa- 
tients and review of the literature. Field and Wood, Philadel- 
phia, pp 77-109 

26. Yogore MG, Sahgal S (1977) Small-cell carcinoma of the male 
breast. Cancer 39:1748-1751 


