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Levonorgestrel 13.5 mg

12TV NAXYIE XOINY7 011750 D YITINY NTAONN 1K NNAN

NNWINA DNIFNN
Contraception for up to 3 years.
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4, CLINICAL PARTICULARS

4.2 Posology and method of administration

Posology

In case of a difficult insertion and/or exceptional pain or bleeding during or after insertion,
appropriate steps should be taken immediately to exclude perforation, such as physical
examination and ultrasound. Physical examination alone may not be sufficient to exclude
partial perforation, which may have occurred even if the threads are still visible.

Janess can be distinguished from other IUSs by the combination of the visibility of the silver
ring on ultrasound and the brown colour of the removal threads. The T-frame of Janess
contains barium sulphate which makes it visible in X-ray examination.

Paediatric population

Safety and-efficacy have not been-studied-inwomen-aged-below18. Use of this pFOdUCt
before menarche is not indicated. For data on safety and efficacy in adolescents, see section
5.1

4.8 Undesirable effects

Summary of the safety profile

The majority of women experience changes in menstrual bleeding pattern after insertion of
Janess. Over time, the frequency of amenorrhoea and infrequent bleeding increases, and the
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frequency of beth prolonged, irregular and frequent bleeding decreases. The following

bleeding patterns were observed in clinical trials:

Table 2: Bleeding patterns reported with Janess in clinical trials

Janess First 90 days Sec(;%r;g 90 End of year 1 | End of year 3
Amenorrhea <1% 3% 6% 12%
Infrequent 8% 19% 20% 22%
bleeding

Frequent bleeding 31% 12% 8% 4%
Irreqular bleeding* 39% 25% 18% 15%
Prolonged 59 55% 17 14% 96% 32%
bleeding

*Subjects with irregular bleeding and prolonged bleeding may also be included in one of the
other categories (excluding amenorrhea)

Paediatric population
The safety profile of Janess observed in a study of 304 adolescents was consistent with that
in the adult population.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

The safety profile of Janess observed in a study of 304 adolescents was consistent with that
in the adult population. Efficacy is expected to be the same for adolescents under the age of
18 as for users 18 years and older.

Distribution

Levonorgestrel is bound non-specifically to serum albumin and specifically to SHBG. Less
than 2% of the circulating levonorgestrel is present as free steroid. Levonorgestrel binds with
high affinity to SHBG. Accordingly, changes in the concentration of SHBG in serum result in
an increase (at higher SHBG concentrations) or in a decrease (at lower SHBG
concentrations) of the total levonorgestrel concentration in serum. Within-one-month-after
insertion-of-Janess, The concentration of SHBG declined on average declines by about 15%

during the first month after |nsert|on of Janess and remalned stable 30% Iheﬁeaﬁer—,

Ieaselme—vatues over feme the 3 year perlod of use. The mean apparent vqume of dlstrlbutlon
of levonorgestrel is about 106 L.

Linearity/non-linearity
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The pharmacokinetics of levonorgestrel is are dependent on the concentration of SHBG
which itself is influenced by estrogens and androgens. During-thefirst-month-of use-of
Janess;-a-mean-SHBG A decrease of abeut-30-%-is-observed-which SHBG concentration
leads to a decrease of total levonorgestrel concentration in serum indicating non-linear
pharmacokinetics of levonorgestrel with regard to time. Based on the mainly local action of
Janess, no impact on the efficacy of Janess is expected.

Paediatric population

In a one-year phase lll study in post-menarcheal female adolescents (mean age 16.2, range
12 to 18 years) pharmacokinetic analysis of 283 adolescents showed estimated LNG serum
concentrations slightly higher (approximately 10%) in adolescents compared to adults. This
correlates to the generally lower body weight in adolescents. The ranges estimated for
adolescents lie, however, within the ranges estimated for adults, showing high similarity.

No differences in the pharmacokinetics of LNG are expected between adolescents and
adults following insertion of Janess.

Ethnic differences

A three-year phase lll study in the Asian-Pacific region (93 % Asian women, 7 % other
ethnicities) using Janess has been performed. A comparison of pharmacokinetic
characteristics of LNG of the Asian population in this study with that of the Caucasian
population from another phase Il study showed no clinically relevant difference in systemic
exposure and other pharmacokinetic parameters. In addition, the daily release rate of Janess
was the same in both populations.

No differences in the pharmacokinetics of LNG are expected between Caucasian and Asian
women following insertion of Janess.

6 PHARMACEUTICAL PARTICULARS

6.3 Shelf life

3-years. The expiry date of the product is indicated on the packaging materials

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.-itis-recommended-to
store-ina-cooland-dry-place It is recommended to store at room temperature.
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