Summary of Product Characteristics

M edr oxypr ogester one Acetate | njectable Suspension USP 150 mg/mL
[CONTRASAFE]

1. NAME OF THE MEDICINAL PRODUCT

Medroxyprogesterone Acetate Injectable SuspensiBi 50 mg/mL

Strength
Strength — 150 mg/mL

Pharmaceutical Form
Form — Injectable Suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each mL contains:

Medroxyprogesterone Acetate USP: 150 mg.

Water for Injection USP: Q.S.

For the full list of excipients, see sectibrst of Excipients.

3. PHARMACEUTICAL FORM

Suspension for Injection. White to off-white suspien.

4. CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Suppression of ovulation (contraception).

Since loss of bone mineral density may occur in-rpemopausal women who use
medroxyprogesterone acetate injections long-terrae (section Special warnings and
precautions for use), a risk/benefit assessment, which also takesdotsideration the decrease

in bone mineral density that occurs during preggiama/or lactation, should be considered.



4.2 Posology and method of administration

The recommended dose for the suppression of owuolag 150 mg every three months,
administered by deep, intramuscular injection itite gluteal or deltoid muscle. To increase
assurance that the patient is not pregnant airtieedf the first administration, this injection shad

be given during the first 5 days following a normednstrual period; in the first 5 days postpartum
if the patient is not breast-feeding; if the patisnbreast-feeding, at or after 6 weeks postpartum
If the interval between the injections is greatearn 13 weeks, physician should ensure that the
patient is not pregnant before administering ttuelpct.

Doctors are recommended to warn the patient abdggnning of treatment that her menstrual
cycle may be disturbed, that irregular unpredi@adiieeding or spotting may occur but that this
will diminish as treatment with Medroxyprogester@uetate injectable suspension 150 mgisnL

continued and will finally result in amenorrhoea.

Excessive or prolonged bleeding which becomes aancge to the patient can generally be
controlled by oral or parenteral administrationoestrogens, namely 0.05 to 0.1 mg of ethinyl
oestradiol per day for 7 to 21 days. This treatnmeay be continued for 1 to 2 cycles, but should
not be considered as a long-term treatment. Basdinited experience, some investigators are
in favour of giving a second injection of Medroxggesterone acetate injectable suspension 150
mg/mL before 90 days, to control annoying bleediallowing injections are administered at 90-
day intervals. If abnormal bleeding persists, appate examinations should be performed to

exclude the possibility of a pathological condition

Switching from other methods of contraception to Medroxyprogesterone acetate injectable
suspenson 150 mg/mL: When switching from other contraceptive methods t
Medroxyprogesterone acetate injectable suspen&0nmig/mL, the latter should be given in a
manner that ensures continuous contraceptive cgedryased upon the mechanism of action of
both methods, (e.g., patients switching from omitraceptives to Medroxyprogesterone acetate
injectable suspension 150 mg/mL should have thvsirihjection of Medroxyprogesterone acetate

injectable suspension 150 mg/mL within 7 days atiking their last active pill).



Hepatic Insufficiency: No clinical studies have evaluated the effect gbatie disease on the
pharmacokinetics of medroxyprogesterone acetateveMer, medroxyprogesterone acetate is
almost exclusively eliminated by hepatic metaboliamd steroid hormones may be poorly
metabolized in patients with severe liver insu#fifaey,(see sectio€ontraindications).

Renal Insufficiency: No clinical studies have evaluated the effect afafedisease on the
pharmacokinetics of medroxyprogesterone acetateveMer, since medroxyprogesterone acetate
is almost exclusively eliminated by hepatic met&o| no dosage adjustment should be necessary

in women with renal insufficiency.

Use in children: The intramuscular injection of medroxyprogesteragetate is not indicated

before menarche.

Data are available in adolescent females (12-18sygaee sectionSpecial warnings and
Precautionsfor use andPharmacodynamic properties). Other than concerns about loss of bone
mineral density, the safety and effectiveness wamuscular injections of medroxyprogesterone

acetate are expected to be the same for postmeahaxblescent and adult females.

4.3 Contraindications

The use of Medroxyprogesterone acetate injectaldpesnsion 150 mg/mL is contraindicated in

the event of:

* Known hypersensitivity to medroxyprogesterone aeatato any of the excipients.

» Undiagnosed vaginal bleeding

* Undiagnosed bleeding of the urinary tract

» Diagnosed or suspected breast cancer

* Active thrombophlebitis or a history of thromboerhbm or cerebrovascular disease.
Physicians should be alert to the manifestatiorthef first symptoms (thrombophlebitis,
pulmonary embolism, cerebrovascular disease anmt¢thirombosis)

* Pregnancy or suspected pregnancy

» Severe hepatic impairment or hepatic function dies.



4.4 Special warnings and precautionsfor use

Loss of Bone Mineral Density:

Use of medroxyprogesterone acetate injection resilseeum estrogen levels in premenopausal
women and is associated with significant loss ofiébanineral density as bone metabolism
accommodates to a lower estrogen level. This lbbsme mineral density is of particular concern
during adolescence and early adulthood, a cripeailod of bone accretion. Bone loss is greater
with increasing duration of use and may not be detely reversible. It is unknown if use of
medroxyprogesterone acetate injections by younganem will reduce peak bone mass and
increase the risk for osteoporotic fractures ierldife. In both adult and adolescent females, the
decrease in bone mineral density during treatmppears to be substantially reversible after
medroxyprogesterone acetate injections are disooedi and ovarian estrogen production
increases (see secti®har macodynamic properties: Studies on bone mineral density).

A retrospective cohort study to assess the effectenlroxyprogesterone acetate injections on the
incidence of bone fractures was conducted in 392 f8male contraceptive users in Great Britain.
The incidence rates of fracture were compared lEtwiepot medroxyprogesterone acetate users
and contraceptive users who had no recorded uskemdt medroxyprogesterone acetate. The
incidence rate ratio (IRR) for any fracture durthg follow-up period (mean = 5.5 years) was 1.41
(95% CI 1.35, 1.47). Among the sub-cohort with datfore and after the first reported
contraceptive treatment (N = 166,367), compariseeie made for the follow-up period and also
for the 6-month period prior to first reported a@eptive treatment. Comparing depot
medroxyprogesterone acetate users and non-useiRRifor any fracture ‘before treatment’ (IRR
1.28, 95% CI 1.07, 1.53) was comparable to the i&&r treatment’ (IRR 1.37, 95% CI 1.29,
1.45). The overall results support the conclustaat the higher observed incidence of fractures
among depot medroxyprogesterone acetate userssisttiily was principally a result of factors

other than exposure to depot medroxyprogesterostatac

Medroxyprogesterone acetate injections should belysed as a long-term (e.g. longer than 2
years) birth control method if other birth controkthods are inadequate. Bone mineral density

should be evaluated when a female needs to contmugse medroxyprogesterone acetate



injections long term. In adolescent females, imetation of bone mineral density results should

take into account patient age and skeletal maturity

Other birth control methods should be consideredha risk/benefit analysis for the use of
medroxyprogesterone acetate injections in womenh witsteoporotic risk factors.
Medroxyprogesterone acetate injections can poselditional risk in patients with risk factors for
osteoporosis (e.g. metabolic bone disease, chedoatiol and/or tobacco use, anorexia nervosa,
marked family history of osteoporosis or chronie a$ drugs that can reduce bone mass such as
anticonvulsants or corticosteroids).

It is recommended that all patients have adequabttuen and vitamin D intake.

Breast cancer:

The use of combined oral oestrogens and progestoggrpost-menopausal women has been
reported to increase the risk of breast cancenlResom a randomized placebo-controlled trial,
the WHI (Women’s Health Initiative) trial, and epiiological studies have indicated an
increased risk of breast cancer in women takingrogsns/progestogens combinations for
hormone therapy for several years. In the WHI toialthe combined use of conjugated equine
oestrogens (CEE) and medroxyprogesterone acetaie #me observation studies, the excess risk
increased with duration of ugsee sectiorPosology and method of administration). The
combined use of oestrogens and progestogens labeds reported to result in an increase in

abnormal mammograms requiring further evaluation.

In several epidemiological studies, no overall @ased risk for breast cancer was found among
women using long-acting injectable (depot) proggsts compared with women not using them.
However, an increased relative risk (e.g. 2.0 ie study) was found for women who currently
used long-acting injectable progestogens or had tisem only a few years before. It is not
possible to infer from these data whether thisaased rate of breast cancer diagnosis among
women using currently long-acting injectable prdaggens was due to increased surveillance
among these women, to the biological effects adelirjectable progestogens or to a combination

of reasons.



In case-control studies, long-term monitoring of dvlexyprogesterone acetate injectable
suspension 150 mg/mL users has shown a slightaserer no increase in the overall risk of breast
cancer and no increase in the overall risk of @rarcervical or liver cancer and has demonstrated
the prolonged protective effect of a reduction e trisk of endometrial cancer in the user
population. An increased relative risk of 2.19%%©6I of 1.23 to 3.89) of breast cancer has been
associated with taking Medroxyprogesterone acétgetable suspension 150 mg/mL in women
of less than 35 years old exposed to the drugheffitst time in the 4 previous years. However,
the overall relative risk for those who had usedvier a long period was only 1.2% (95% CI of
0.96 to 1.52). Other recent analyses have showitesirasults.

Before beginning treatment with Medroxyprogesteracetate injectable suspension 150 mg/mL,
the patient must undergo a thorough general exammeuring which any genital or mammary
neoplasia must be excluded. This examination meisepeated each year. This precaution does
not concern patients in whom the treatment has beiiated for recurrent cancer of the

endometrium, breast or kidneys.

Medroxyprogesterone acetate has not been causalbgiated with the induction of thrombotic or
thromboembolic disorders, however medroxyprogesteracetate is not recommended in any
patient with a history of venous thromboembolismsddntinuation of medroxyprogesterone
acetate is recommended in patients who developugetiromboembolism while undergoing

therapy with medroxyprogesterone acetate.

Medroxyprogesterone acetate injectable suspen&0miy/mL exerts a prolonged contraceptive
effect. The mean time to conception for women wraceive is 10 months after the last injection,
the range being from 4 to 31 months, and is n&elinto the time during which the contraceptive

has been used.

In the event of sudden onset of full or partiakla$ vision or if proptosis, diplopia or migraine
appears, Medroxyprogesterone acetate injectablpesa®n 150 mg/mL should not be re-

administered before an examination is undertakeedrbkyprogesterone acetate injectable



suspension 150 mg/mL must be discontinued if theiifigs should reveal papilloedema or damage

to the vessels of the retina.

Medroxyprogesterone acetate injectable suspen&®mig/mL can cause weight gain and fluid
retention. Caution must be exercised with patientffering from conditions that could be

negatively affected by these factors.

Most women using Medroxyprogesterone acetate mpetsuspension 150 mg/mL present a
pattern of disturbed menstrual bleeding, which inajude irregular or unpredictable bleeding or
spotting, or more rarely heavy or continuous blegdiAs treatment continues, fewer patients
suffer irregular bleeding and more have amenorrhivethe case of breakthrough bleeding, as in
all cases of irregular vaginal bleeding, organigses must be considered.

Any unexpected vaginal bleeding during the treatmeith Medroxyprogesterone acetate
injectable suspension 150 mg/mL must be investijafoutine or long-term cyclic use of
additional oestrogens to control abundant or prgéaibleeding while using Medroxyprogesterone
acetate injectable suspension 150 mg/mL as a ntéaasitraception is not recommended.

Patients with a history of mental depression maestérefully monitored during treatment with
Medroxyprogesterone acetate injectable suspen&@nmiy/mL. Some patients may complain of
premenstrual type depression during treatment W#droxyprogesterone acetate injectable
suspension 150 mg/mL.

Patients should be informed that Medroxyprogesterametate injectable suspension 150 mg/mL

does not protect against HIV infection (AIDS) artdey sexually transmitted diseases.

A decrease in glucose tolerance has been observetme patients receiving progestogen
treatment. Diabetic patients treated with progestaghould be closely monitored and antidiabetic
treatment must be possibly adapted.

If jaundice develops, interrupting the treatmensirhe considered.

Since this product contains methyl parahydroxybate@and propyl parahydroxybenzoate, it

could cause allergic reactions (possibly delayad(l, exceptionally bronchospasm.



Anatomical pathologists should be informed of teatment with Medroxyprogesterone acetate
injectable suspension 150 mg/mL whenever they sengendometrial and endocervical tissue
samples for analysis.

The physician/laboratory must be informed of thet fhat the use of Medroxyprogesterone acetate
injectable suspension 150 mg/mL can lower the &wélthe following endocrine biological
markers:

a. Plasma/urinary steroids (e.g. cortisol, oestipgeegnanediol, progesterone, testosterone)

b. Plasma/urinary gonadotrophins (e.g. lutenisiogrfone and follicle stimulating hormone)

c. Sex-hormone-binding globulin.

4.5 Interaction with other medicinal products and other forms of interaction

Aminoglutethimide administered concomitantly wiigltdose medroxyprogesterone acetate may
significantly depress the bioavailability of medypxogesterone acetate. Patients using high-dose
medroxyprogesterone acetate should be warned gidssibility of decreased efficacy with the
use of aminoglutethimide.

For interactions with certain laboratory tests, thedast paragraph of the previous sec8pecial

war nings and precautionsfor use.

4.6 Fertility, pregnancy and lactation
Medroxyprogesterone acetate is contra-indicatgaegnant women.
Some reports suggest an association between ant@tine exposure to progestogen drugs in the

first three months of pregnancy and genital abnétiesin male and female foetuses.

Children born from unexpected pregnancies occuromg to two months following injection of
Medroxyprogesterone acetate injectable suspen&0mb/mL may have a high risk of low birth
weight, which is in turn associated with a highsk of neonatal death.

The supposed risk is low because such preghan@asaommon.

The use of progestogens is not recommended fdolesttimg a diagnosis of pregnancy.

Patients using medroxyprogesterone acetate duregnpncy or becoming pregnant while taking

the medication must be warned of the potential datmthe foetus.



Medroxyprogesterone acetate and its metabolitesyareted in human milk. There is no evidence

to indicate that this involves any risk for thetiing child.

4.7 Effects on ability to drive and use machines

Medroxyprogesterone acetate injectable suspen&@mt/mL negligible influence on the ability

to drive and use machines.

There are no known data regarding the effect omliéy to drive or operate machinery. In view

of the pharmacological profile of medroxyprogester@cetate no significant effect should be

expected.

4.8 Undesirable effects

The following undesirable effects, classified bgam system, have been associated with the use

of progestogens:

Urogenital system disorders

Irregular menstruation (bleeding and amenorrhodaotr), reduced libido or
absence of orgasm, leucorrhoea, vaginitis, hoh#aspelvic pain, abnormal uterir
bleeding (irregular, increase, reduction) and prgkxd anovulation.

Breast disorders

Breast sensitivity, mastodynéhgalactorrhoea.

Central nervous system disorders

Nervousness, insomnia, drowsiness, fatigue, ddpresdizziness, headaches,
convulsions.

Gastrointestinal and hepatobiliary
disorders

Nausea, abdominal pain or discomfort, sensatidsiazting, hepatic function
disorders, jaundice.

Metabolism and nutrition disorders

Reduced gludokrance.

Cardiovascular disorders

Thrombo-embolic disordtr®mbophlebitis and pulmonary embolism.

Skin and mucosa disorders

Urticaria, pruritushrasne, hirsutism, alopecia

Immune system disorders

Hypersensitivity reactions (e.g. anaphylaxis anapéuylactoid reactions,
angioedema).

Musculoskeletal disorders

Asthenia, cramp in the legs, back pain, arthralgiss of bone mineral density,
reactions at the injection site (pain, residuallBageand cutaneous discoloration)

Miscellaneous

Hyperpyrexia, modification of bodgight, oedema/fluid retention, moon face.

In postmarketing experience, there have been @sescof osteoporosis including osteoporotic

fractures reported in patients using intramusaui@ctions of medroxyprogesterone acetate.

e



4.9 Overdose
Medroxyprogesterone acetate has been very wethteld. In the case of overdose, nausea and

vomiting may occur. Withdrawal bleeding is possible

5. Pharmacological properties

5.1 Pharmacodynamic properties

Medroxyprogesterone acetate (17-alpha-hydroxylpBaimethylprogesterone acetate) is a
progesterone derivative.

Pharmacotherapeutic group: progestogen

After IM injection, Medroxyprogesterone acetateeotpble suspension 150 mg/mL has a long-
lasting progestogen action.

Medroxyprogesterone acetate is a progestationahtadevoid of androgenic and estrogenic
activity.

Medroxyprogesterone acetate injectable suspensit@h mig/mL suppresses the secretion of
pituitary gonadotrophins which, in turn, prevergi¢ular maturation and ovulation during a long
period in women of childbearing potential. Thisiaectmay also account for the ability of
Medroxyprogesterone acetate injectable suspensi® rhg/mL to ameliorate vasomotor
symptoms in the menopausal woman. In male patiedexjuate doses of Medroxyprogesterone
acetate injectable suspension 150 mg/mL suppresd.elidig cell function (i.e. suppress the
endogenous testosterone production).

Medroxyprogesterone acetate also induces specdgegtational changes in the cervical mucus:
* Prevents ferning

* Increases the viscosity, thus rendering sperm patiet more difficult.

The maturation index in the vaginal epithelium (ease in the intermediate cell count) also
changes.

The efficacy of Medroxyprogesterone acetate inf@etasuspension 150 mg/mL at
pharmacological doses in cancer is probably linked its activity on the hypothalamo-pituitary-
gonadal axis and the oestrogen receptors and athidsular metabolism of steroids.

Like progesterone, medroxyprogesterone acetateraipgenic.



No suppression of adrenocortical activity has baleserved at clinical level at the doses used to
inhibit ovulation. However, at very high doses (589 or more per day), as used in certain types

of cancer, the drug can demonstrate a corticoi digtivity.

Studies on bone mineral density:

Bone mineral density changesin adult women:

In a controlled, clinical study, adult women usinggctions of medroxyprogesterone acetate (150
mg IM) for up to 5 years for contraception show@the and hip mean bone mineral density
decreases of 5-6%, compared to no significant ahanigone mineral density in the control group.

The decline in bone mineral density was more praned during the first two years of use, with

smaller declines in subsequent years. Mean chamgesobserved in lumbar spine bone mineral
density of -2.86%, -4.11%, -4.89%, -4.93% and -%3&ter 1, 2, 3, 4 and 5 years, respectively.
Mean decreases in bone mineral density of the bigpehnd femoral neck were similar.

After stopping medroxyprogesterone acetate injasti¢l50 mg IM), there was progressive

recovery of bone mineral density toward baselineesduring the 2-year post-therapy period.
After 2 years without treatment, the bone minerehgity deficiency had decreased to

approximately 2.1% in the spine and hip. A longeration of treatment was associated with a
slower rate of bone mineral density recovery (smti@nSpecial warnings and precautions for

use — Loss of bone mineral density).

Bone mineral density changes in adolescent females (12-18 years):

An open-label non-randomised clinical study in adoknt females (12-18 years) using of
Medroxyprogesterone acetate injectable suspendi®d ihg IM every 3 months for up to 240
weeks [4.6 years]) for contraception also showesigaificant decline in bone mineral density
from baseline. Among subjects who receivedl injections/60 week period, the mean decrease in
lumbar spine bone mineral density was -2.1% aft€r ®eeks; mean decreases for the total hip
and femoral neck were -6.4% and -5.4% respectiviebst-treatment follow-up showed that
lumbar spine bone mineral density recovered to liesdevels approximately 1 year after
treatment was discontinued and that hip bone mlingeasity recovered to baseline levels
approximately 3 years after treatment was discaetinIn contrast, unmatched untreated subjects

showed mean bone mineral density increases at 2é@8snof 6.4%, 1.7% and 1.9% for lumbar



spine, total hip and femoral neck, respectively &ectiorSpecial war ningsand precautionsfor

use— Loss of bone mineral density).

Pharmacokinetic properties

Following intramuscular administration, medroxypestgrone acetate is slowly released, resulting
in low, but persistent blood levels. Time to seqak is approximately 4 to 20 days following an
intramuscular dose. Medroxyprogesterone acetatstitbme detected in blood for as long as seven
to nine months following intramuscular injection.

Medroxyprogesterone acetate is approximately 9b#b protein bound. Its distribution volume
is 20+3 litres. Medroxyprogesterone acetate crofisesblood-brain-barrier and is excreted in
breast milk.

Numerous metabolites of medroxyprogesterone acktate been described, although not clearly
guantified.

The drug’s half-life after intramuscular adminisioa is 6 weeks.

Medroxyprogesterone acetate is primarily excretadthe faeces, via biliary secretion.
Approximately 44% of the drug is excreted unchangadrine.

Preclinical safety data
No data held.

6. PHARMACEUTICAL PARTICULARS

6.1 List of Excipients

Polysorbate 80, polyethylene glycol, methyl parab&¥Y mg, propyl paraben 0.15 mg, water for
injection, sodium chloride, hydrochloric acid andéodium hydroxide for the pH adjustment.

6.2 Incompatibilities

Not applicable

6.3 Shdlf-life
24 months



6.4 Special precautionsfor storage

Do not store above 30°C. Do not freeze.

6.5 Nature and contents of container
M edr oxyprogester one Acetate | njectable Suspension USP 150 mg/mL: 2 mL glass vials and

13 mm rubber stopper and 13 mm aluminium seals.

6.6 Special precautionsfor disposal and other handling
Vial: shake well just before use in order to obtamMmogeneous suspension.
Any unused product or waste material should be odis@ of in accordance with local

requirements.
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