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OBJECTIVE
NuvaRing® (etonogestrel/ethinyl estradiol vaginal ring) was introduced in 2003 as a contraceptive. It has the safety profile of
oral hormonal combined contraceptives (COC). Adverse effects on the liver are considered rare [1]. Gilbert’s syndrome is a
congenital disorder characterized by impaired glucuronyltransferase activity. It is defined by chronic elevated non-conjugated
bilirubinemia with symptoms limited to fluctuating mild jaundice. We present a case of a drug-induced hepatitis in a patient
with Gilbert’s syndrome.

CASE REPORT
A female patient presented to her general practitioner (GP) with complaints of icterus, high concentrations of bilirubin, elevated
liver enzymes (AST 300 U/L) and localized eruption on the fingers. She reported recent repeated skin contact with Clean Tabs®,
a medical device used to clean braces and/or dentures. The GP contacted the Belgian Poison Centre to discuss a possible link
between her symptoms and the Clean Tabs® exposure. He had ruled out medication, herbal medicine, food supplementation
and alcohol as possible causes. Serum serology tests had all been negative. Although the skin irritation could easily be explained by the composition of Clean Tabs®, it could not be linked to the liver symptoms. Further anamnesis about the patient’s
medication revealed that she had been using NuvaRing® as a contraceptive for 6 months. A liver biopsy was performed and
showed a drug-induced hepatitis.
Treatment with NuvaRing® was stopped and liver enzymes normalized within two weeks. The patient was later diagnosed with
Gilbert’s syndrome, which explained her bilirubinemia, but not the abnormal liver enzyme values.
The patient restarted NuvaRing® 8 months later. A first blood test after 3 weeks’ use revealed no hepatic abnormalities.
Shortly thereafter, the patient stopped using NuvaRing® because of local discomfort.
Given the short rechallenge period, this case report remains inconclusive.

CONCLUSION
We report a case of a drug-induced hepatitis in a patient with Gilbert’s syndrome using NuvaRing® (etonogestrel/ethinyl
estradiol vaginal ring) as a contraceptive. NuvaRing® and COC have a similar ADR profile [2]. Although the patients’ symptoms
resolved after stopping NuvaRing®, given the short rechallenge period no causal link could be formally established.
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