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Abstract: 

What is known and objectives: Hyperprolactinemia is a condition of increased serum prolactin level. The main 

physiologic control of prolactin secretion is exerted by the inhibition of dopamine, which is considered to be the cause 

of drug induced hyperprolactinemia. 

Case Summary: We describe a case report of a patient who presented with galactorrhoea secondary to Levosulpiride 

intake for treating functional dyspepsia. 

What is new and Conclusion: The incidence of pharmacologic hyperprolactinemia is underestimated. A detailed 

Medication Reconciliation done by clinical pharmacist can help in identifying such rare ADRs, which aids  in treating 

the patient efficiently and cost effectively.  
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1| DETAILS OF THE CASE: 

A 50-year-old lady presented to our Gynaecology 

department with complaints of galactorrhea for a 

week. She was known to have hypertension and was 

on Cilnidipine for 6 months 

 

She had recently consulted a Gastroenterologist for her 

symptoms of dyspepsia. After detailed evaluation 

including a Gastroscopy, a diagnosis of Functional 

dyspepsia was made. For this, she was prescribed a 

combination of sustained release formulation of 

Esomeprazole 20mg and Levosulpiride 75mg, once 

daily. She had taken these medications for 2 weeks 

prior to presentation. She had no symptoms of visual 

disturbances or headache. There was no similar history 

in the past. On general examination, her vitals were 

stable. 

 

A hormonal assay was done, which revealed an 

elevated serum prolactin level of 272 ng/ml (normal 

level for a non-pregnant woman is 2 to 29 ng/ml). 

While evaluating the causes of galactorrhoea, the 

medication history was uppermost in the mind of the 

Clinical Pharmacist, since the patient was taking 

Levosulpiride. The patient was advised to stay off 

Levosulpiride therapy. Upon discontinuation, she was 

found to be symptomatically better and her prolactin 

level returned to normal of in 2 weeks’ time. 

 

2| WHAT IS KNOWN AND OBJECTIVES: 

Hyperprolactinemia clinically presents as 

galactorrhoea and amenorrhea in women and 

decreased libido and erectile dysfunction in men1. 

Pituitary tumours and breast cancer are malicious 

etiologies associated with hyperprolactinemia. 

 

The dominant dopaminergic pathway that regulates 

prolactin secretion is the tuberoinfundibular 

dopaminergic (TIDA) pathway. Dopamine acts on D2 

dopaminergic receptors that are expressed on the cell 

membrane of the lactotrophs. There is a reduction of 

prolactin synthesis and secretion by the activation of 

these D2 receptors2. 

 

Prevalence of pharmacologic hyperprolactinemia is 

underestimated.   Various drugs identified to cause 

Hyperprolactinemia are listed in Table 13. According 

to Petit et al incidence rates of hyperprolactinaemia 

based on therapeutic drug classes are highest with 

neuroleptics (31% followed by neuroleptic-like drugs 

(28%), antidepressants (26%), H2-receptor 

antagonists (5%) and 10% with others4.  Recently, case 

reports have identified the association of atypical 

antipsychotics and/or prokinetics in causing 

hyperprolactinemia. The female/male ratio of patients 

developing drug induced hyperprolactinemia was 

found to be 5.9 in a pharmacoepidemiological analysis 

done by Petit et al4. 

 

Table 1: Drugs known to cause hyperprolactinemia 

Antipsychotics  Typical Haloperidol Chlorpromazine, Thiothixene 

Antipsychotics  Atypical Risperidone, Amisulpride 

Antidepressants Amitriptyline, Desipramine Clomipramine Amoxapine, Sertraline, 

Fluoxetine, Paroxetine 

Psychotropics Buspirone Alprazolam 

Prokinetics Metoclopramide, Domperidone 

Antihypertesives Methyldopa, Reserpine, Verapamil 

Opiates Morphine 

H2 Antagonists Cimetidine, Ranitidine 

 

 

 

 

 



IAJPS 2020, 07 (10), 298-301                          Ponnu Sara Joseph et al                         ISSN 2349-7750 

 

w w w . i a j p s . c o m  
 

Page 300 

Functional dyspepsia is defined as chronic disorder (at 

least 12 weeks) of abdominal pain or discomfort 

centered in the upper abdomen for which an organic 

process cannot be identified according to Rome II 

Criteria5. The annual incidence of dyspepsia is 

approximately 9–10%, out of which 15% of patients 

have chronic  

and often severe symptoms6. 

 

Prokinetic agents are the mainstay of treatment of 

patients with functional dyspepsia. 3 main prokinetic 

agents that are widely used are metoclopramide, 

domperidone, and levosulpiride. Basically, they are 

antidopaminergic drugs.  The prokinetic effect is 

mediated through the blockade of enteric (neuronal 

and muscular) inhibtory D2 receptors and thus 

stimulating and coordinating gastroduodenal motility. 

Also these drugs increases basal lower esophageal 

sphincter pressure, inhibits relaxation of the gastric 

fundus, enhances antral contractility, and relaxes the 

pyloric sphincter7. 

 

Levosulpiride is the levo-enantiomer of sulpiride. It is 

a benzamide derivative classified as an atypical 

neuroleptic agent and is also a selective dopamine D2-

receptor antagonist. In low doses, Levosulpiride is 

used in treating functional dyspepsia and depression 

and high doses are used to treat schizophrenia8. 

Levosulpiride has additional agonist activity on Type 

4 serotonergic (5HT4) receptors, thus enhancing its 

therapeutic efficacy in functional dyspepsia and 

diabetic gastroparesis7,9. Doses of levosulpiride 25mg 

thrice daily accelerates gastric and gallbladder 

empting9. Double-blind, RCTs of levosulpiride with 

other dopamine antagonists such as domperidone or 

metoclopramide have shown that levosulpiride has a 

superior effect in reducing the intensity of dyspeptic 

symptoms and in the time necessary to achieve this 

effect.  Inhibition of Prolactin release by blocking the 

dopaminergic receptors on the pituitary lactotrophs is 

considered to be the mechanism by which 

levosulpiride induces hyperprolactinemia1. Available 

literature suggests that Levosulpiride has a 11- 13% 

incidence of adverse effects9. In a study by Lozano et 

al., galactorrhoea was reported in 26.7% of patients on 

levosulpiride10. 

 

Our patient presented with complaints of galactorrhea 

with no underlying identifiable cause. Before going 

for a radiological assessment with an MRI to rule out 

pituitary abnormalities, a Clinical Pharmacist’s 

consultation was sought. Causality assessment for 

classifying Adverse Drug reaction using Naranjo 

Probability Scale was found to be 8 (probable ADR). 

Hence the drug was discontinued based on the 

probable incidence of this adverse event. The patient 

recovered after stopping the drug and the prolactin 

level returned to normal within 2 weeks. Re-challenge 

was not carried out due to the potential risk involved. 

Withdrawal of the offending drug alone is sufficient to 

normalize the raised serum prolactin levels to baseline. 

Drug induced hyperprolactinemia is reversible and 

prolactin levels returns to normal in 2 -3 weeks after 

the discontinuation of the offending drug. 

 

Medication errors are common and usually occur 

when patients move between healthcare settings and 

specialties.11 In our case, the patient was prescribed 

Levosulpiride by the gastroenterologist for treating 

functional dyspepsia, whereas the patient consulted 

the gynaecologist upon occurrence of the adverse drug 

event secondary to use of this drug. The purpose 

of Medication reconciliation (MedRec) is to prevent 

specific Drug Related Problems during transition of 

care. Inadequate medication history often leads to 

inappropriate management of the patient. A clear 

MedRec performed by a clinical pharmacist is an 

important element of patient safety and this can help 

in avoiding unnecessary healthcare costs spent for 

further evaluation.   

 

3| WHAT IS NEW AND CONCLUSION: 

To conclude, in any patient who presents with acute 

onset galactorrhoea, the clinician should assess the 

patient for a history of using antipsychotic medication, 

although such drugs may not be used as an 

antipsychotic. In this case, the patient was not 

prescribed with levosulpiride as an antipsychotic but 

for dyspepsia symptoms. 

 

Management options include discontinuation of the 

suspected drug. Symptoms usually subsides within 2 -

3 weeks. For patients with no relevant drug history and 

who has persistent symptoms, it is important to 

exclude other causes of prolactin elevation such as 

tumors in the hypothalamic-pituitary area, pregnancy, 

hypothyroidism and chronic renal insufficiency. 

 

A detailed MedRec performed by a clinical pharmacist 

plays a vital role in identifying Drug Related 

Problems, and thus, it is an important element of 

patient safety. Awareness about Levosulpiride and its 

effect on serum prolactin levels and a careful drug 

history will help the clinician to make correct 

diagnosis and avoid unnecessary brain imaging. 

Clinicians need to be vigilant and informed about this 

adverse effect and may choose other treatment 

options, which do not cause dopaminergic blockade. 
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