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Background information:

Sayana (medroxyprogesterone acetate104mg/0.65ml) and Depo-Provera 150 mg/ml sterile suspension
for injection are indicated for long-term female contraception. Depo-Provera 500
(medroxyprogesterone acetate 500mg/ 3.3ml ) is indicated for Palliation of inoperable recurrent or
metastatic carcinoma of endometrium, breast, ovary and kidney.

Medroxyprogesterone acetate is available in injectable formulation for gynaecological

(contraception) and oncological indications.

Meningioma is a rare, most frequently benign tumour that forms from the meninges. Clinical signs and
symptoms of meningioma may be non-specific and include changes in vision, hearing loss or ringing
in the ears, loss of smell, headaches that worsen with time, memory loss, seizures or weakness in the



extremities. While meningiomas are usually benign, their location may lead to serious consequences
and may require surgery.

Based on results from a French epidemiological case-control study', an association between
medroxyprogesterone acetate and meningioma has been observed. This study was based on data from
the French National health data system (SNDS — Systéme National des Données de Santé¢) and
included a population of 18, 061 women who had intracranial surgery for meningioma. Each case was
matched to five controls per year of birth and area of residence (90, 305 controls). The exposure to
medroxyprogesterone acetate 150 mg/3ml injectable was compared between women who had
intracranial surgery for meningioma and women without meningioma. Analyses showed an excess risk
of meningioma with the use of medroxyprogesterone acetate 150 mg/3 ml (9/18,061 cases (0.05%) vs.
11/90,305 controls (0.01%), odds ratio (OR) 5.55 (95% CI 2.27 to 13.56)). This excess risk seems to
be driven by prolonged use (>3 years) of medroxyprogesterone acetate 150 mg/3 ml. Although the
relative risk of meningioma is significantly increased with the use of high dose medroxyprogesterone
acetate, the absolute risks are very small.

No new safety concern regarding a risk of meningioma associated with the use of low dose (<100 mg)
medroxyprogesterone and combination products containing medroxyprogesterone has been identified
at this moment and therefore the recommendations do not apply for lower doses of oral formulations of
medroxyprogesterone.

Products prescribing information and leaflets will be updated according to pharmaceutical
administration guidelines.
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Depo Provera 150mg/mL :
For contraception where medically indicated and oral administration is inapplicable.
Depo Provera 500:
Palliation of inoperable recurrent or metastatic carcinoma of endometrium, breast, ovary and
kidney.
Sayana:
* for long-term female contraception.
Each subcutaneous injection prevents ovulation and provides contraception for at least 13 weeks (+/- 1
week). However, it should be taken into consideration that the return to fertility (ovulation) may be
delayed for up to one year . Since loss of bone mineral density may occur in females of all ages who
use SAYANA long-term, a risk/benefit assessment, which also takes into consideration the decrease in
bone mineral density that occurs during pregnancy and/or lactation, should be considered.
* Use in Adolescents (12-18 years)
In adolescents, use of SAYANA is only indicated when other contraceptive methods are considered
unsuitable or unacceptable, due to unknown long-term effects of bone loss associated with SAYANA
during the critical period of bone accretion.
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