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ABSTRACT

Gemfibrozilis alipid-regulating agent used mainly to treat patients with hypertriglyceridaemia, especially those at risk for acute pancreatitis.
Like any other pharmacological agent, gemfibrozil has known adverse effects, mainly gastrointestinal, such as cholelithiasis, gallstones,
elevated transaminase, and other non-specific symptoms including dyspepsia, nausea and vomiting. Other reported adverse reactions are
dizziness and vertigo, myopathy and rhabdomyolysis, angioedema, urticaria and rash. As far as we knew, gemfibrozil does not have urinary
tract adverse reactions. In this report, we present a case of polyuria secondary to gemfibrozil with a score of 9 on the Naranjo scale, and a
literature review.

LEARNING POINTS
e Gemfibrozil has known, mainly gastrointestinal, adverse effects.
e Weaimtoincrease awareness of the urinary side effects of gemfibrozil so unnecessary investigations can be avoided.
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INTRODUCTION
A 63-year-old man on atorvastatin for dyslipidaemia was also started on gemfibrozil because of an elevated lipid profile. He subsequently
reported increased urine volume and frequency which resolved after gemfibrozil was stopped.

CASE DESCRIPTION

A 63-year-old man known to have dyslipidaemia was on atorvastatin. He presented to our clinic for follow-up. He did not have any concerns.
His vital signs and physical examination were unremarkable. A lipid panel showed his lipid profile had risen over 8 months (Table 1): his
triglycerides had increased from 182 mg/dl to 241 mg/dl and cholesterol from 218 mg/dl to 232 mg/dl. He was started on gemfibrozil 600
mg along with lifestyle modification counselling. After 2 weeks, the patient returned to the clinic with a concern of increasing urine volume
and frequency of up to 15 times a day. He associated his symptoms with the new medication (gemfibrozil) as his symptoms had begun 2
days after it was started and had stopped after it was paused for 5 days. He restarted the drug, and when the same symptoms recurred, he
returned to the clinic to switch his new drug. The patient denied fever, burning micturition or change in urine colour, and had no flank or groin
pain. The review of systems was unremarkable except for increasing fluid intake as he was feeling thirsty because of excessive urination.
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Urine analysis was normal. Other common causes of polyuria were ruled out (Table 2). The patient was reassured, and the gemfibrozil was
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switched. We assumed that his condition was secondary to gemfibrozil.

Measurement Value 8 Months earlier Normal value
Cholesterol 232 mg/dl 218 mg/dl 100-199 mg/dl
Triglycerides 241 mg/di 182 mg/di <150 mg/dl
HDL cholesterol 38 mg/d| 38 mg/d| 40-90 mg/dl
LDL cholesterol 146 mg/di 144 mg/di <100 mgy/d|
Non-HDL cholesterol 194 mg/di 180 mg/di <130 mg/d|

Table 1. Lipid profile.
HDL, high-density lipoprotein; LDL, low density lipoprotein; VLDL, very low-density lipoprotein.

Measurement Value Normal value

WBC 9,400/l 4-11,000/ul
Haemoglobin 16.1g/dl 13.6-17.6 g/dl
Creatinine 1.03 mg/dI 0.6-1.3mg/dl

GFR 90 ml/min/1.73 m? > 60 mL/min/1.73 m?
Sodium 143 mmol/I 135-145 mmol/I
Potassium 4.2 mmol/I 3.5-5.3 mmol/I
Glucose 79 mgrdl 60-99 mg/d|

Calcium 8.9 mg/dl 8.5-10.5 mg/dI
Albumin 4 mg/dl 3.5-4.9 mg/d|

Table 2. Blood labs

DISCUSSION

Management of hyperlipidaemia has improved greatly over the last decades. Many clinical trials have been conducted to identify the effect
of lipid-lowering agents on long-term morbidity and mortality V. Lipid-lowering agents found to have side effects where a pharmacological
threshold has been studied and reported as well 2., It is also well known that combining different anti-hyperlipidaemic medication classes
increases adverse reactions and side effects!*.

Gemfibrozil is a fibric acid derivative and an effective anti-hypertriglyceridaemic agent, especially in type IV and V hypertriglyceridaemia.
It can be introduced after lifestyle modification measures are initiated. It has been proven to have a significant effect on coronary artery
disease and the recurrence of hypertriglyceridaemia-induced acute pancreatitis [+ °.. Its mechanism of action is to activate peroxisome
proliferator-activated receptor-alpha (PPAR-alpha), which in turn activates lipoprotein lipase (LPL), resulting in a reduction in plasma
triglyceride levels* 4.,

Gemfibrozil, like any other drug, can cause side effects. In addition to gastrointestinal disturbance, itis reported to cause dizziness and vertigo,
and cardiac adverse reactions like atrial fibrillation in about 1% of patients. Other uncommon side effects are myalgia, rhabdomyolysis,
cholelithiasis and angioedema 78!,
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As far as we know, gemfibrozil does not have adverse effects on the urinary tract; however, there is a lack of literature about this entity.
We conducted a literature search mainly of PubMed, Google Scholar, Scopus and ScienceDirect. We found one article about gemfibrozil
enhancing memory in a mouse model of Alzheimer’s disease that reported polyuria and anuria in experimental mice!”. Another case report

found in Google Scholar reported a case of acute renal failure and interstitial nephritis secondary to metamizole and gemfibrozil where
polyuria was reported but secondary to renal tubular acidosis [*?. Our patient developed polyuria that stressed him and affected his daily
activities which started 2 days after gemfibrozil was started and was ongoing for 2 weeks. He had a Naranjo scale score of 914, We stopped
the drug for 1 week, and at follow-up the patient reported his symptoms had completely resolved. Physicians must be aware of such
uncommon adverse effects and inform the patient about them as they can affect the patient’s quality of life.
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