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Indication

contraindications

Posology, dosage &
administration

e Osteoporosis
Changes in bone mineral density

(BMD)

The use of Visabelle in adolescents
(12 to <18 years) over a treatment
period of 12 months was associated
with a decrease in bone mineral
density (BMD) in the lumbar spine
(L2-L4). The mean relative change in
BMD from baseline to the end of
treatment (EOT) was - 1.2% with a
range between -6% and 5% (IC 95%:

e Osteoporosis

In patients who are at an
increased risk of osteoporosis a
careful risk-benefit assessment
should be performed before
starting Visabelle because
endogenous estrogen levels are
moderately decreased during
treatment with Visabelle (see
section 5.1).

Special Warnings and
Special Precautions
for Use




-1.70% and -0.78%, n=103. Repeated
measurement at 6 months after the
EOT in a subgroup with decreased
BMD values showed a trend towards
recovery. (Mean relative change
from baseline: —2.3% at EOT and —
0.6% at 6 months after EOT with a
range between -9% and 6% (IC 95%:
-1.20% and 0.06% (n=60)

bss of BMD is of particular concern
during adolescence and early
adulthood, a critical period of bone
accretion. It is unknown if BMD
decrease in this population will
reduce peak bone mass and increase
the risk for fracture in later life. (see
sections 4.2 and 5.1)

In patients who are at an increased
risk of osteoporosis a careful risk-
benefit assessment should be
performed before starting Visabelle
because endogenous estrogen levels
are moderately decreased during
treatment with Visabelle (see section
5.1).

Adequate intake of calcium and
Vitamin D, whether from the diet or
from supplements, is important for
bone health in women of all ages.

. Effects of other medicinal
products on Visabelle

Progestogens including dienogest are
metabolized mainly by the
cytochrome P450 3A4 system
(CYP3A4) located both in the
intestinal mucosa and in the liver.
Therefore, inducers or inhibitors of
CYP3A4 may affect the progestogen
drug metabolism.

An increased clearance of sex
hormones due to enzyme induction
may reduce the therapeutic effect of
Visabelle and may result in
undesirable effects e.g., changes in
the uterine bleeding profile.

A reduced clearance of sex hormones
due to enzyme inhibition may
increase the exposure to dienogest
and may result in undesirable effects.

- Substances increasing the

. Effects of other medication
on Visabelle

— Individual enzyme-inducers
or inhibitors (CYP3A4)

Progestogens including
dienogest are metabolized
mainly by the cytochrome P450
3A4 system (CYP3A4) located
both in the intestinal mucosa and
in the liver. Therefore, inducers
or inhibitors of CYP3A4 may
affect the progestogen drug
metabolism.

An increased clearance of sex
hormones due to enzyme
induction may reduce the
therapeutic effect of Visabelle
and may result in undesirable
effects e.g., changes in the
uterine bleeding profile.

A reduced clearance of sex

Interaction with
Other Medicaments
and Other Forms of ||

Interaction




clearance of sex hormones
(diminished efficacy by enzyme-
induction), e.g.:

phenytoin, barbiturates,
primidone, carbamazepine,
rifampicin, and possibly also
oxcarbazepine, topiramate,
felbamate, griseofulvin, and
products containing St. John’s
wort (Hypericum perforatum).

Enzyme induction can already be
observed after a few days of
treatment. Maximum enzyme
induction is generally seen within a
few weeks after cessation of drug
therapy enzyme induction may be
sustained for about 4 weeks.

The effect of the CYP 3A4 inducer
rifampicin was studied in healthy
postmenopausal women. Co-
administration of rifampicin with
estradiol valerate/dienogest tablets
led to significant decreases in steady
state concentrations and systemic
exposures of dienogest and estradiol.
The systemic exposure of dienogest
and estradiol at steady state,
measured by AUC(0-24h), were
decreased by 83% and 44%,
respectively.

- Substances with variable effects
on the clearance of sex
hormones:

When co-administered with sex

hormones, many combinations of

HIV protease inhibitors and non-

nucleoside reverse transcriptase

inhibitors, including combinations
with HCV inhibitors can increase or
decrease plasma concentrations of
the progestin. The net effect of these
changes may be clinically relevant in

Some cases.

- Substances decreasing the
clearance of sex hormones
(enzyme inhibitors)

Dienogest is a substrate of
cytochrome P450 (CYP) 3A4.

The clinical relevance of potential
interactions with enzyme
inhibitors remains unknown.

Concomitant administration of strong

hormones due to enzyme
inhibition may increase the
exposure to dienogest and may
result in undesirable effects.

—  Substances with enzyme-
inducing properties

Interactions can occur with
drugs (e.g. phenytoin,
barbiturates, primidone,
carbamazepine, rifampicin, and
possibly also oxcarbazepine,
topiramate, felbamate,
griseofulvin, nevirapine and
products containing St. John’s
wort (Hypericum perforatum))
that induce microsomal enzymes
(e.g., cytochrome P450
enzymes) which can result in
increased clearance of sex
hormones.

Maximum enzyme induction is
generally not seen for 2-3 weeks
but may then be sustained for at
least 4 weeks after the cessation
of therapy.

The effect of the CYP 3A4
inducer rifampicin was studied
in healthy postmenopausal
women. Co-administration of
rifampicin with estradiol
valerate/dienogest tablets led to
significant decreases in steady
state concentrations and
systemic exposures of dienogest
and estradiol. The systemic
exposure of dienogest and
estradiol at steady state,
measured by AUC(0-24h), were
decreased by 83% and 44%,
respectively.

- Substances with enzyme-
inhibiting properties

Known CYP3A4 inhibitors such
as azole antifungals (e.g.
ketoconazole, itraconazole,
fluconazole), cimetidine,
verapamil, macrolides (e.g.
erythromycin, clarithromycin
and roxithromycin), diltiazem,
protease inhibitors (e.g.
ritonavir, saquinavir, indinavir,
nelfinavir), antidepressants (e.g.
nefazodone, fluvoxamine,
fluoxetine), and grapefruit juice




CYP3A4 inhibitors can increase
plasma concentrations of dienogest.

Coadministration with the strong
CYP3A4 enzyme inhibitor
ketoconazole resulted in a 2.9-fold
increase of AUC (0-24h) at steady
state for dienogest. Concomitant
administration of the moderate
inhibitor erythromycin increased the
AUC (0-24h) of dienogest at steady
state by 1.6-fold

may increase plasma levels of
progestogens and result in
undesirable effects.

In a study investigating the
effect of CYP3A4 inhibitors
(ketoconazole, erythromycin) on
the combination of estradiol
valerate/dienogest, steady state
dienogest plasma levels were
increased. Co-administration
with the strong inhibitor
ketoconazole resulted in a 186%
increase of AUC(0-24h) at
steady state for dienogest. When
co-administered with the
moderate inhibitor
erythromycin, the AUC (0-24h)
of dienogest at steady state were
increased by 62%.

The clinical relevance of these
interactions is unknown.

pregnancy Fertility,
and Lactation

Decrease of bone mineral density
In an uncontrolled clinical trial with
111 adolescent women (12 to <18
years) who were treated with
Visabelle, 103 had BMD
measurements. Approximately 72%
of these study participants
experienced a decrease in BMD of
the lumbar spine (L2-L4) after 12
months of use (see section 4.4).

Adverse events




