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Information on medicines containing nomegestrol or chlormadinone

e Medicines containing nomegestrol acetate or chlormadinone acetate are available as
tablets to be taken by mouth. They are available on their own or in combination with
oestrogens to treat gynaecological disorders such as amenorrhoea (absence of menstrual
periods) and other menstrual disorders, uterine bleeding, endometriosis (a condition in
which tissue similar to the lining of the womb grows elsewhere in the body), breast
tenderness, and as hormone replacement therapy or contraceptives (birth control).

e The medicine is marketed locally under the trade name of Zoely (homegestrol
acetate/estradiol), which is centrally authorised. Warnings about the risk of
meningioma are already included in the product information for some of the other
medicines containing nomegestrol acetate or chlormadinone, although the wording may
differ across EU Member States. The CHMP recommendation will lead to alignment
of the product information for these medicines across the EU.

The following product is authorised via centralised procedure.

Nomegestrol Theramex
acetate / Zoely Tablet POM EMEA/H/C/001213 Ireland
estradiol Limited

Information from the EMA about the safety concern

e EMA’s human medicines committee (CHMP) has endorsed the recommendation of the
Pharmacovigilance Risk Assessment Committee (PRAC), which concluded that the
benefits of medicines containing nomegestrol or chlormadinone outweigh the risks,
provided new measures are taken to minimise the risk of meningioma.

e Meningioma is a tumour of the membranes covering the brain and spinal cord. It is
usually benign and is not considered to be a cancer, but due to their location in and around
the brain and spinal cord, meningiomas can in rare cases cause serious problems.

e The CHMP has recommended that medicines containing high-dose chlormadinone (5 —
10 mg) or high-dose nomegestrol (3.75 — 5 mg) should be used at the lowest effective
dose and for the shortest duration possible, and only when other interventions are not
appropriate. In addition, low- and high-dose nomegestrol or chlormadinone medicines
must not be used by patients who have, or have had, meningioma.



e As well as restricting the use of the high-dose medicines, the CHMP has recommended
that patients should be monitored for symptoms of meningioma, which can include
change in vision, hearing loss or ringing in the ears, loss of smell, headaches, memory
loss, seizures and weakness in arms or legs. If a patient is diagnosed with meningioma,
treatment with these medicines must be permanently stopped.

e The product information for the high-dose medicines will also be updated to include
meningioma as a rare side effect.

e The recommendations follow a review of available data, including post-marketing safety
data and results from two recent epidemiological studies.!?> These data showed that the
risk of meningioma increases with increasing dose and duration of treatment. The CHMP
endorsed the PRAC’s assessment of this risk.

More about the procedure

e The review of products containing nomegestrol or chlormadinone was initiated at the
request of France, under Article 31 of Directive 2001/83/EC.

e The review was first carried out by the Pharmacovigilance Risk Assessment Committee
(PRAC), the Committee responsible for the evaluation of safety issues for human
medicines, which has made a set of recommendations.

e The PRAC recommendations were sent to the CHMP, responsible for gquestions
concerning medicines for human use, which adopted the Agency’s opinion. The CHMP’s
opinion will now be forwarded to the European Commission, which will issue a final
legally binding decision applicable in all EU Member States in due course.

For more information, please see the European Medicines Agency’s press release.
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Information for patients

« Meningiomas have been reported with the use of nomegestrol- or chlormadinone-
containing medicines.

« This risk, which is very low, is increased when the medicines are used at high doses (3.75
- 5 mg for nomegestrol and 5 - 10 mg for chlormadinone) and for prolonged periods of
time.

« EMA is therefore recommending that these medicines should only be used at the lowest
effective dose and for the shortest duration possible. Higher doses (3.75 — 5 mg
nomegestrol and 5 - 10 mg chlormadinone) should only be considered if other
interventions are not possible.

« You should not use or be prescribed nomegestrol- or chlormadinone-containing
medicines if you have a meningioma or have had one in the past.

« Contact your doctor immediately if you experience a change in vision (seeing double or
blurriness), hearing loss or ringing in the ears, loss of smell, headaches that worsen with
time, memory loss, seizures and weakness in your arms or legs.

« If you are diagnosed with a meningioma while using a nomegestrol- or chlormadinone-
containing medicine, your doctor will stop your treatment with the medicine.

« The risk of meningioma may decrease after you stop treatment with a nomegestrol- or
chlormadinone-containing medicine.

Information for healthcare professionals

e Meningiomas (single and multiple) have been reported with the use of nomegestrol- or
chlormadinone-containing medicines, particularly at high doses and for prolonged time.
The risk increases with increasing cumulative doses.

e The use of these medicines at high doses should be restricted to situations where other
interventions are considered inappropriate, and they should be used at the lowest effective
dose and for the shortest duration.

e Nomegestrol- or chlormadinone-containing medicines are contraindicated in patients with
meningioma or a history of meningioma.

e Patients should be monitored for signs and symptoms of meningiomas in line with clinical
practice. If a patient is diagnosed with meningioma, treatment with these medicines
should be permanently stopped.

e Auvailable evidence suggests that the risk of meningioma decreases after treatment
discontinuation of the nomegestrol- or chlormadinone-containing medicine.

A direct healthcare professional communication (DHPC) will be sent in due course to
healthcare professionals prescribing, dispensing or administering the medicine. The DHPC will
also be published on a dedicated page on the MMA website.


https://medicinesauthority.gov.mt/dhpc

Reporting Adverse Drug Reactions

Healthcare professionals and patients are encouraged to maintain vigilance with medicines
containing nomegestrol and chlormadinone. Suspected Adverse Drug Reactions (side effects)
may be reported using the Medicines Authority Form and sending it to: Sir Temi Zammit
Buildings, Malta Life Sciences Park, San Gwann SGN 3000 or online to
http://www.medicinesauthority.gov.mt/adrportal or to the marketing authorisation holder or
their local representatives.

Post-Licensing Directorate
Medicines Authority

Healthcare professionals and patients are encouraged to regularly check the Medicines
Authority website for product safety updates as these are issued on an ongoing basis.


http://www.medicinesauthority.gov.mt/adrportal

Feedback Form

The Medicines Authority thanks you for the time taken to read this safety circular. The
dissemination of safety circulars is an important process whereby Regulatory Authorities can
communicate important issues with respect to the safety of medicines, in order to protect and
enhance public health.

The Medicines Authority kindly invites your anonymous feedback about the regulatory action
being communicated. This may be returned by folding this form (address side up), stapling the
ends and then posting (no stamp required).

Feedback:

We thank you for your interest and look forward to hearing your opinion.
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