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Observation Letter

A case of cyclophosphamide-induced euprolactinemic 
galactorrhea
Dear Editor,

Galactorrhea is a nonpurulent milky discharge from the 
breast that occurs spontaneously or with manual expression, 
in the absence of pregnancy or the postpartum state1. It is 
the most common symptom of hyperprolactinemia, occurring 
in more than 90% of women with hyperprolactinemia1,2. 
Common causes of hyperprolactinemia include drugs like 
dopamine receptor antagonists, opioids, and verapamil, as 
well as tumours such as sellar and/or pituitary adenomas, 
hypothyroidism, renal insufficiency, and nipple stimulation2. 
Euprolactinemic galactorrhea refers to galactorrhea not 
accompanied by hyperprolactinemia. Here, we describe 
cyclophosphamide-induced galactorrhea with normal 
prolactin levels in a 55-year-old woman with pemphigus 
vulgaris3.

A 55-year-old married woman came to the hospital with 
multiple vesicles, bullae, and erosions all over her body that 
had developed over the past one and a half months. Due to 
these extensive skin erosions and oral cavity involvement, 
she was unable to eat and became generally weak. She 
was admitted to the intensive care unit for sepsis and fluid 
electrolyte imbalance. A diagnosis of pemphigus vulgaris was 
confirmed through a skin biopsy, direct immunofluorescence, 
and desmoglein antibody tests.

Once her sepsis resolved, she received two doses of rituximab 
(1 g, administered 15 days apart), which led to significant 
improvement in her skin condition. She was also started on 
prednisolone at a dose of 1 mg/kg, with a gradual tapering 
schedule, along with 40 mg of pantoprazole daily. One month 
after beginning oral steroids, cyclophosphamide 50 mg daily 
was added as a steroid-sparing agent. Four weeks later, she 
experienced fullness in both breasts and bilateral milky nipple 
discharge [Figure 1]. She underwent a thorough evaluation 
following these symptoms.

Physical examination revealed no abnormalities. All her 
routine laboratory investigations, including renal function 
tests, were within normal limits. She had normal levels of 

prolactin (15.27 ng/mL, reference range: 2.8–29.2 ng/mL), 
cortisol (4.08 mcg/dL, reference range: 3.1–16.7 mcg/
dL), luteinizing hormone (6.46 mIU/mL, reference range: 
1.9–12.5 mIU/mL), and follicle-stimulating hormone (2.6 
mIU/mL, reference range: 2.5–10.2 mIU/mL). Her thyroid 
profile was also normal. Magnetic resonance imaging of the 
brain was normal, as was an ultrasonography of the pelvis. 
She was referred to the gynaecology and endocrinology 
departments, but no issues were found. After ruling out 
all possible causes of galactorrhea with normal prolactin 
levels, she was diagnosed with cyclophosphamide-induced 
euprolactinemic galactorrhea. She was advised to stop taking 
cyclophosphamide, and mycophenolate sodium 360 mg was 
started. Prednisolone in tapering doses and pantoprazole 40 
mg daily were continued until the resolution of all lesions. 
Withdrawal of cyclophosphamide led to a complete resolution 
of her symptoms without recurrence. Based on the Naranjo 
adverse drug reaction (ADR) probability scale, the adverse 
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Figure 1: Right breast showing milky nipple discharge.
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event appeared after the drug was administered, improved 
when the drug was discontinued, and no other possible 
causes were identified; the causality score was 5, indicating 
that the reaction was probably due to cyclophosphamide. 
Furthermore, the galactorrhea resolved within a few days of 
discontinuing cyclophosphamide.

Euprolactinemic galactorrhea is defined as galactorrhea 
occurring with normal prolactin levels. This condition 
has been reported with various drugs, including selective 
serotonin reuptake inhibitors, tricyclic antidepressants, 
and domperidone. There is also a single case report of 
azathioprine-induced euprolactinemic galactorrhea4.

The mechanism behind euprolactinemic galactorrhea remains 
unclear. It is hypothesised that increased tissue sensitivity to 
the metabolic and lactogenic effects of prolactin, as well as 
hyperresponsive 5-hydroxytryptamine type 1A receptors, 
could be potential explanations. In our case, serum prolactin 
levels were normal, and no other systemic cause for the 
galactorrhea was identified.

Cyclophosphamide is an immunosuppressive drug used alone 
or in combination with corticosteroids to treat pemphigus 
vulgaris and other autoimmune blistering disorders. It is also 
employed in the management of autoimmune connective 
tissue disorders such as lupus erythematosus, systemic 
sclerosis, dermatomyositis, vasculitis, and various systemic 
conditions. However, due to its adverse effect profile, 
cyclophosphamide is generally reserved for patients with 
severe dermatological conditions. Known adverse effects 
of cyclophosphamide include microscopic haematuria, 
haemorrhagic cystitis, myelosuppression (leukopenia, 
anaemia, and thrombocytopenia), amenorrhea, azoospermia, 
and ovarian failure5.

A literature search revealed only one case report of 
azathioprine-induced euprolactinemic galactorrhea4. To 

our knowledge, no cases of cyclophosphamide-induced 
euprolactinemic galactorrhea have been reported to date.
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