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Presence or risk of

venous

thromboembolism (VTE)

©)

Known hereditary
or acquired
predisposition for
venous
thromboembolism,
such as APC-
resistance,
(including Factor
V Leiden),
antithrombin-III-
deficiency, protein
C deficiency,
protein S
deficiency

A high risk of
venous
thromboembolism
due to the presence
of multiple risk
factors (see section
4.4)

Presence or risk of

arteria

1

thromboembolism (ATE)

(@)

Known hereditary
or acquired
predisposition for
arterial
thromboembolism,
such as
hyperhomocysteina
emia and anti-
phospholipid
antibodies
(anticardiolipin-
antibodies, lupus
anticoagulant)

A high risk of
arterial
thromboembolism
due to multiple risk
factors (see section
4.4) or to the
presence of one
serious risk factor

such as:
= diabetes
mellitus with
vascular
symptoms.
= gsevere

hypertension

Existing or previous
arterial thrombotic
(e.g. transient
ischaemic attack),
angina, myocardial
infarction).

diabetes mellitus with
vascular involvement.

4.3 Contraindications




severe
dyslipoprotei
naemia




Warnings

e Ifany of the conditions or
risk factors mentioned below
is present, the suitability of
Meliane should be discussed
with the woman.

e In the event of aggravation,
or first appearance of any of
these conditions or risk
factors, the woman should be
advised to contact her doctor
to determine whether the use
of Meliane should be
discontinued.

Risk of venous
thromboembolism (VTE)

The use of any combined
hormonal contraceptive (CHC)
increases the risk of venous
thromboembolism (VTE)
compared with no use. Products
that contain levonorgestrel,
norgestimate or norethisterone
are associated with the lowest
risk of VTE. Other products
such as Meliane may have up to
twice this level of risk. The
decision to use any product
other than one with the lowest
VTE risk should be taken only
after a discussion with the
woman to ensure she
understands the risk of VTE
with Meliane, how her current
risk factors influence this risk,
and that her VTE risk is highest
in the first ever year of use.
There is also some evidence that
the risk is increased when a
CHC is re-started after a break
in use of 4 weeks or more.

VTE may be fatal in 1-2% of
cases.

Meliane is contraindicated if a
woman has multiple risk factors
that put her at high risk of venous
thrombosis (see section 4.3). If a
woman has more than one risk

Occurrence for the first time,
or exacerbation, of
migrainous headaches or
unusually frequent or
unusually severe headaches

Circulatory Disorders

VTE may be fatal (in 1-2 %
of the cases).

4.4 Special warnings
and precautions
for use




factor, it is possible that the
increase in risk is greater than the
sum of the individual factors — in
this case her total risk of VTE
should be considered. If the
balance of benefits and risks is
considered to be negative a CHC
should not be prescribed (see
section 4.3).

Table: Risk factors for VTE
(please see below in the form)

There is no consensus about the
possible role of varicose veins and
superficial thrombophlebitis in the
onset or progression of venous
thrombosis.

The increased risk of
thromboembolism in pregnancy,
and particularly the 6 week period
of the puerperium, must be
considered (for information on
“Pregnancy and lactation” see
Section 4.6).

Risk factors for ATE

If a woman has more than one
risk factor, it is possible that the
increase in risk is greater than the
sum of the individual factors - in
this case her total risk should be
considered. If the balance of
benefits and risks is considered to
be negative a CHC should not be
prescribed (see section 4.3).

Table: Risk factors for ATE
(please see below in the form)

Reasons for stopping oral
contraception immediately:
2. Sudden disturbances of
vision, of hearing or other
perceptual disorders

5. Onset of jaundice,
hepatitis, itching of the whole
body

Other conditions

The possibility cannot be ruled
out that certain chronic diseases
may occasionally deteriorate

The following conditions
have been reported to occur
or deteriorate with both




during the use of combined oral
contraceptives.

Conditions which deteriorate
in pregnancy or during
previous COC use

The following conditions have
been reported to occur or
deteriorate with both pregnancy
and COC use, Consideration
should be given to stopping
Meliane if any of the following
occur during use:

e (COCs may increase the
risk of gallstone formation
and may worsen existing
disease

e renal dysfunction

e any other condition an
individual woman has
experienced worsening of
during pregnancy or
previous use of COCs.

Menstrual Changes
If withdrawal bleeding fails to
occur at the end of a second
pack, the possibility of
pregnancy must be ruled out
before resuming with the next
pack.

Lactose and Sucrose

Intolerance
Each coated tablet of this
medicinal product contains
37.155 mg lactose and 19.660
mg sucrose per tablet. Patients
with rare hereditary problems of
galactose intolerance, the Lapp
lactase deficiency, fructose
intolerance or glucose-galactose
malabsorption or sucrase-
isomaltase should not take this
medicine.

pregnancy and COC use,
but the evidence of an
association with COC use is
inconclusive:

e gallstone formation

porphyria; hemolytic uremic
syndrome; Sydenham's
chorea;

In women with hereditary
angioedema exogenous
estrogens may induce or
exacerbate symptoms of
angioedema.

o Lactose and Sucrose
Intolerance

Each coated tablet of this
medicinal product contains
37.155 mg lactose per
tablet. Patients with rare
hereditary problems of
galactose intolerance, the
Lapp lactase deficiency, or
glucose-galactose
malabsorption who are on a
lactose-free diet should take
this amount into
consideration.




Antiretroviral agents
e ritonavir;
e nelfinavir;
e nevirapine.

Antiretroviral agents
e ritonavir;
e nevirapine.

4.5 Interaction with
other medicinal
products and
other forms of
interactio

Meliane is not indicated during
pregnancy. If pregnancy occurs
during treatment with Meliane,
further intake must be stopped

The increased risk of VTE during
the postpartum period should be
considered when restarting
Meliane (see section 4.2 and 4.4).

Meliane is not indicated
during pregnancy. If
pregnancy occurs during
treatment with Meliane,
further intake should be
stopped

4.6 Pregnancy and
lactation

Table of AE events - Updates were done according to the below
attached table

Description of selected adverse
reactions

An increased risk of arterial and
venous thrombotic and thrombo-
embolic events, including
myocardial infarction, stroke,
transient ischemic attacks,
venous thrombosis and
pulmonary embolism has been
observed in women using CHCs,
which are discussed in more
detail in section 4.4.

Conditions reported to deteriorate

Conditions reported to

with pregnancy or previous COC

deteriorate with pregnancy or

use

e Jaundice and/or pruritus
related to cholestasis;
gallstone formation;
systemic lupus
erythematosus;
exacerbation of chorea,
herpes gestationis;
otosclerosis-related
hearing loss; Crohn’s
disease, ulcerative colitis,
sickle cell anaemia; renal
dysfunction; hereditary
angioedema; porphyria;
cervical cancer.

previous COC use
e Jaundice and/or

pruritus related to
cholestasis; gallstone
formation; systemic
lupus erythematosus;
exacerbation of
chorea, herpes
gestationis;
otosclerosis-related
hearing loss; Crohn’s
disease, ulcerative
colitis, sickle cell
anaemia; hereditary
angioedema;
porphyria; cervical
cancer.

4.8 Undesirable
effects




Table: Risk factors for VTE

Risk factor

Comment

Obesity (body mass index over
30 kg/m?)

Risk increases substantially as BMI rises.

Particularly important to consider if other risk
factors also present.

Prolonged immobilisation, major
surgery, any surgery to the legs or
pelvis, neurosurgery, or major
trauma

Note: temporary immobilisation
including air travel >4 hours can
also be a risk factor for VTE,
particularly in women with other
risk factors

In these situations it is advisable to
discontinue use of the pill (in the case of
elective surgery at least four weeks in
advance) and not resume until two weeks after
complete remobilisation. Another method of
contraception should be used to avoid
unintentional pregnancy.

Antithrombotic treatment should be
considered if Meliane has not been
discontinued in advance.

Positive family history (venous
thromboembolism ever in a sibling
or parent especially at a relatively
early age e.g. before 50).

If a hereditary predisposition is suspected, the
woman should be referred to a specialist for
advice before deciding about any CHC use.

Other medical conditions
associated with VTE

Cancer, systemic lupus erythematosus,
haemolytic uraemic syndrome, chronic
inflammatory bowel disease (Crohn’s disease
or ulcerative colitis) and sickle cell disease.

Increasing age

Particularly above 35 years.

Table: Risk factors for ATE

Risk factor Comment
Increasing age Particularly above 35 years.
Smoking Women should be advised not to smoke if

they

wish to use a CHC. Women over 35 who
continue to smoke should be strongly advised
to use a different method of contraception.

Obesity (body mass index over
30 kg/m?)

Risk increases substantially as BMI rises.

Particularly important to consider if other risk
factors also present.

Prolonged immobilisation, major
surgery, any surgery to the legs or
pelvis, neurosurgery, or major
trauma

Note: temporary immobilisation
including air travel >4 hours can
also be a risk factor for VTE,
particularly in women with other
risk factors

In these situations it is advisable to
discontinue use of the pill (in the case of
elective surgery at least four weeks in
advance) and not resume until two weeks after
complete remobilisation. Another method of
contraception should be used to avoid
unintentional pregnancy.

Antithrombotic treatment should be
considered if Meliane has not been
discontinued in advance.

Positive family history (venous
thromboembolism ever in a sibling

If a hereditary predisposition is suspected, the
woman should be referred to a specialist for




or parent especially at a relatively
early age e.g. before 50).

advice before deciding about any CHC use.

Other medical conditions
associated with VTE

Cancer, systemic lupus erythematosus,
haemolytic uraemic syndrome, chronic
inflammatory bowel disease (Crohn’s disease
or ulcerative colitis) and sickle cell disease.

Table of undesirable effects — section 4.8 of the physician's leaflet

Adverse events
Adverse events reported in clinical trials | reported post
marketing
System Organ | Common | Uncommo | Rare
Class (=1/100) | n (<1/1000)
(=1/1000,
ahd
<1/100)
Eye disorders contact lens
intolerance
Gastrointestinal | nausea, vomiting,
disorders abdominal | diarrhea
pain
Immune hypersensitivity exacerbation of
system hereditary
disorders angioedema
Investigations | weight weight decreased
increased
Metabolism fluid Hypertriglyceridemia,
and nutrition retention changes in glucose
disorders tolerance or effect on
peripheral insulin
resistance
Nervous headache | migraine
system
disorders
Venous
Vascular thromboembglism
A— (VTE), Arterla}
thromboembolism
(ATE)
Hepatobiliary liver function
disorders disturbances
Psychiatric depressed | libido libido increased
disorders mood, decreased
mood
altered
Reproductive breast breast vaginal discharge, | reduced menstrual
system and pain, hypertrophy | breast discharge flow, spotting,
breast disorders | breast breakthrough
tenderness bleeding and missed
withdrawal bleeding,
post pill amenorrhoea
Skin and Rash, Erythema
D chloasma,
subcutaneous urticaria nodosum,




tissue disorders erythema
multiforme
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