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Supernumerary Nipples under An-
drogen Deprivation Treatment in a 
Patient with Prostate Cancer
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Abstract

Supernumerary nipple, also known as polythelia, is usually a benign 
congenital developmental abnormality often diagnosed in paediatric 
patients. We describe a 61-year-old male with prostate cancer, 
re-ceived prostatectomy, salvage radiotherapy in combination with 
andro-gen deprivation treatment by triptorelin injection. After three 
months of androgen deprivation treatment, three supernumerary 
nipples ap-peared on both side of the body. Two of the three 
lesions remained stable after six months. Polythelia often remains 
asymptomatic and become more obvious in periods when patients 
undergo signi icant hormonal alterations such as during pregnancy 
or puberty. Hormono-therapy in prostate cancer might have caused 
the development of supernu-merary nipples in our patient who 
probably had a pre-existing under-lying polythelia.
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Introduction

In both boys and girls, polythelia, the presence of supernumerary 
nipples or nipple-areolar complexes, is the most commonly observed 
paediatric breast abnormality [1]. Supernumerary nipples are usual-
ly located along the embryonic mammary ridge, also known as the 
“milk line”. This refers to the vertical line on the front of the body ex-
tending from the armpit to the groin [2]. It is usually visible at the 
time of birth [1, 3-5]. The incidence of polythelia is between 2% and 
5.6%. It depends on factors such as gender and ethnicity. Polythelia is 
more common in males than in females. It is also more common in 
black populations than in white populations [4, 6, 7]. Polymastia, on 
the other hand, usually becomes visible after hormonal stimulation at 
puberty or during pregnancy. It is even susceptible to inflammatory or 
malignant changes [3, 8-10].
Triptorelin (Decapeptyl®) is a Gonadotropin-Releasing Hormone 
(GnRH) agonist commonly prescribed for localised and advanced 
prostate adenocarcinoma. It is an inhibitor of testosterone synthesis. 
The most common adverse effects observed in clinical trials and in 
clinical practice are hot flushes, fatigue, headache, sexual impotence, 
bone and joint pain, pain at the injection site, and insomnia. To our 
knowledge, patients treated with triptorelin or any of the androgen 
deprivation therapies (goserelin, leuprorelin, degarelix) have not been 
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reported to develop de novo polythelia. In patients treated with abi-
raterone acetate or enzalutamide, no cases of polythelia have been 
reported. 

Case Report

The 61-year-old black male was diagnosed with prostate 
adenocar-cinoma in December 2019. The disease was Gleason 7 (3
+4), Inter-national Society of Urological Pathology grading (ISUP 
grading 2), initial Prostate-Specific Antigen (PSA) was 12 ng/ml, 
with no region-al lymphatic involvement nor distant metastasis, 
therefore staged cT2N0M0. The patient underwent 
prostatectomy in March 2020. Post-operative PSA increased 
gradually from 0.04 ng/ml in June 2020 to 0.88 ng/ml in February 
2022. A pelvic salvage radiation therapy (66 Gy in 33 fractions) in 
combination with a short Androgen Deprivation Therapy (ADT) by 
triptorelin (11.25 mg every 3 months, for 6 months in total) had been 
decided after a multidisciplinary team meeting. The triptorelin 
injection started in February 2022.
Three months after the first ADT injection, the patient 
experienced grade 2 hot flushes, fatigue, weight gain of 7 kg, and 
polythelia in 3 different sites (Figure 1). The patient initially stated 
that he didn’t have any obvious supernumerary nipple. After careful 
questioning, the pa-tient recalled having a small abdominal lesion 
since his adolescence. The skin lesion on the left thigh, close to the 
groin, was considered a troublesome naevus that had recently 
increased in size. Two small-er lesions were found on the patient’s 
right chest and right upper ab-domen on close clinical 
examination. All three lesions were located along the embryonic 
mammary ridge. The patient had no evidence of underlying swelling 
or pain on palpation. On clinical examination, he did not have 
polymastia (extra breast tissue) or tumour tissue under the ectopic 
nipple (supernumerary breast cancer).
At the clinical follow-up visit eight months after the second 
injection, that is, five months after the period of hormone therapy, 
the patients did not have any more hot flushes. The lesion on the 
root of the left thigh disappeared, while the other two lesions 
remained stable in size and appearance.
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Figure 1. Three supernumerary nipples were identified on a 61-year-old 
black male patient.
(1a-b) All three lesions are located on the bilateral mammary ridges;(1b) 
The skin lesion on the left thigh was first to manifest. It was a dome shaped; 
light coloured well-demarcated papule;(1c) The upper lesion on the right 
chest is a dome shaped, skin coloured, well-elevated papule;(1d) The lower 
lesion on the right upper abdomen is only slightly elevated nodule with 
central elevation and a surrounding areola;(1e) It is the same lesion as in 
panel 1b, All three lesions’ diameters were < 5 mm

Discussion

The human mammary gland derives from both ectoderm and meso-
derm during embryonic development. It does so via well-coordinated 
signalling pathways, mainly involving cross-talk between the epithelia 
and the mesenchyme [11]. The dimorphic development of the breast 
begins at puberty. Pubertal changes are strongly dependent on sex hor-
mones, especially oestrogen [12]. Nipple development during puberty 
includes an increase in the size and diameter of the nipple. During pu-
berty, males do not undergo further breast development due to rising 
testosterone concentrations. However, 40% of boys develop transient 
gynaecomastia, probably due to relative oestrogen dominance [13].
There was little record to describe polythelia as a side effect of hor-
monotherapies in prostate cancer. Polythelia often remains asymp-
tomatic and undetected. It can become more obvious in periods when 
patients undergo significant hormonal alterations such as during 
pregnancy or puberty [4]. The symptoms observed in our patient may 
be explained by the physiology of pubertal breast development. An-
drogen deprivation therapy has become the backbone of treatment for 
localized and advanced prostate cancer. Triptorelin, like other GnRH 
agonists, inhibits testosterone synthesis. In the adult male, estrogen 
regulates the re-absorption of the luminal fluid in the head of the epi-
didymis. Disruption of estrogen function results in dilution of sperm 
entering the epididymis thereby causing infertility [14]. By inhibiting 
the production of testosterone, triptorelin can cause an imbalance be-
tween estrogen and testosterone in adult men. This can lead to the 
development of supernumerary nipples, especially in patients with has 
a pre-existing underlying polythelia condition.

Conclusion

Polythelia should be suspected in patients undergoing ADT if they 
develop (grow or appear de novo) cutaneous papules along the em-
bryonic mammary ridges. The diagnosis relies on a thorough history 
and skin examination. This is especially true if a papule is known to 
have been present since childhood. Patients should be informed of this 
ADT-related adverse event. This will avoid unnecessary anxiety, skin 
biopsy or surgery. But the benign nature of polythelia favors continua-

tion of ADT if otherwise well tolerated and necessary for the patient’s 
prognosis.
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