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Unfortunately, a substantial proportion of men present 
with large, locally advanced or metastatic breast cancer 
(1,2). Such individuals are best served with neoadjuvant 
systemic therapy in order to downsize the tumour and 
render it operable and if possible, enable breast conserving 
therapy. Sentinel node biopsy (SNB) is the standard 
approach to staging the clinically negative axilla. Chen et al.  
have conducted an important investigation to develop a 
nomogram for prediction of SNB status, based on clinico-
pathologic variables (3).

Using the Surveillance Epidemiology and End Results 
(SEER) database of male breast cancer (MBC) registered in 
2010-2018 they extracted a cohort of 2610 non-metastatic 
cases divided 2:1 into a training group (n=1,740) and a 
validation set (n=870). In a multivariate analysis, it emerged 
that patient age, tumor stage, location and grade were 
independent predictive factors of sentinel node metastasis. 
For the validation group the area under the curve was 0.848, 
indicating that the nomogram has prognostic value.

This is encouraging but the question has to be asked 
“Why chemotherapy rather than endocrine therapy?” 
MBC patients almost invariably have estrogen receptor 
positive (ER+) disease (4). Endocrine effects may be slower 
than those from chemotherapy but treatment is less costly 
and associated with a lower profile of side-effects. Because 
of similarities in prognostic factors, age-specific incidence 
and age-frequency distributions, Anderson et al. postulated 
that MBC may be akin to post-menopausal female breast 

cancer (FBC) (5).
Tamoxifen was regarded as the standard endocrine 

treatment for post-menopausal FBC treatment until 
randomized controlled trials (RCTs) showed the superiority 
of aromatase inhibitors (AIs) (6). This is where the similarity 
ceases. Harlan et al. reported 512 MBC cases from the 
SEER database and confirmed a significant reduction in 
cancer mortality with tamoxifen (HR: 0.04) but no impact 
of adjuvant AIs (HR: 1.2) (7). Furthermore, in a matched 
comparison of 257 MBC patients with 2785 FBC cases, 
Eggemann et al. reported similar 5-year overall survival (OS) 
for both genders given tamoxifen but significantly better 
5-year OS in females given AIs (85% versus 73.3%) (8). 
One possible explanation is that gonadal estrogen synthesis 
is not abolished by AIs. This indicates that Tamoxifen 
should probably be the neoadjuvant endocrine therapy of 
choice in MBC with any potential compliance problems 
being minimised by giving it for only 4 months.

There are gender differences in compliance with 
tamoxifen therapy so that males are less likely to accept side 
effects than females. In a report of 24 MBC cases from the 
Sloane-Kettering Memorial Hospital, receiving adjuvant 
tamoxifen 15 (63%) complained of side effects including 
reduced libido (29%), weight gain (25%), hot flushes (21%) 
and mood alterations in 21% (9). As a result, 21% of males 
stopped tamoxifen within a year of diagnosis, compared 
with only 10% of females.

In another study from the Ottawa Hospital Cancer 
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Centre of 30 MBC cases given tamoxifen, side-effects were 
reported by 50% while 24% discontinued treatment (10).  
Similar results were reported from the MD Anderson 
Cancer Center where 64 MBC patients received adjuvant 
tamoxifen with 34 (53%) complaining of side-effects (11).

Non-compliance impacts significantly on survival. In 
a cohort of 116 MBC patients advised a 5-year course of 
tamoxifen, after 1 year only 75 (65%) were compliant (12). 
After 2 years compliance fell to 46%, and by the final year 
only 18% were taking tamoxifen. The 10-year (OS) for 
compliant patients was 80% compared with only 50% for 
the non-compliant cases.

Another potential agent is the gonadotropin releasing 
hormone (GnRH) analogue goserelin, which has been used 
extensively in the treatment of advanced prostate cancer and 
has been shown to be well-tolerated (13). There is however 
scant evidence of use of goserelin in MBC cases. Abdel Azim 
et al. reported a 56-year-old male with bone metastases who 
achieved a year-long remission with goserelin monotherapy 
albeit with side-effects including grade II hot flushes and 
sexual dysfunction (14). Di Lauro et al. treated 36 men 
with metastatic breast cancer using cyproterone acetate 
with or without goserelin (15). One case who received the 
combination had a complete remission.

Based on the efficacy in prostate cancer, goserelin could 
be tested in a randomised trial of neoadjuvant endocrine 
therapy with MBC patients receiving either goserelin 
plus tamoxifen or goserelin plus placebo. To conduct 
such a study would require a multicenter international 
appropriately powered randomised trial including quality of 
life metrics. Collaboration has started with pooling of data 
but needs expansion to a prospective endocrine neoadjuvant 
trial to shift therapy from empiricism to an evidence-based 
modality.
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