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The decision to prescribe YAZ should
take into consideration the individual
woman'’s current risk factors,
particularly those for venous
thromboembolism (VTE), and how
the risk of VTE with YAZ compares
with other Combined Hormonal
Contraceptives (CHCs) (see sections
4.3 and 4.4).

4.1 Therapeutic
indications

e Presence or risk of venous
thromboembolism (VTE)
o Major surgery with
prolonged immobilisation
(see section 4.4)

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

e Presence or risk of arterial
thromboembolism (ATE)

o Known hereditary or
acquired predisposition
for arterial
thromboembolism, such
as
hyperhomocysteinaemia
and antiphospholipid-
antibodies
(anticardiolipin-
antibodies, lupus
anticoagulant)

e Venous thrombosis present
or in history (deep venous
thrombosis, pulmonary
embolism)

e Arterial thrombosis present
or in history (e.g. myocardial
infarction) or prodromal
conditions (e.g. angina
pectoris and transient
ischaemic attack)

4.3 Contraindications

Warnings

If any of the conditions or risk factors
mentioned below is present, the
suitability of YAZ should be
discussed with the woman.

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 YAZ should be discontinued.

In case of suspected or confirmed
VTE or ATE, CHC use should be
discontinued. In case anti-coagulant
therapy is started, adequate
alternative contraception should be
initiated because of the teratogenicity
of anticoagulant therapy (coumarins).

Warnings

If any of the conditions/risk
factors mentioned below is
present, the benefits of COC
use should be weighed against
the possible risks for each
individual woman and discussed
with the woman before she
decides to start using it. In the
event of aggravation,
exacerbation or first appearance
of any of these conditions or risk
factors, the woman should
contact her physician. The
physician should then decide on
whether COC use should be
discontinued.

4.4 Special warnings
and precautions for
use

2 7y




Risk factors for VTE

The risk for venous thromboembolic
complications in CHC users may
increase substantially in a woman
with additional risk factors,
particularly if there are multiple risk
factors (see table).

YAZ 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 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 — see
below

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.

e Circulatory Disorders

The use of any combined oral
contraceptive carries an
increased risk of venous
thromboembolism (VTE)
compared with no use. The
excess risk of VTE is highest
during the first year a woman
ever uses a combined oral
contraceptive or when she starts
combined oral contraceptive use
after a pill-free interval of at least
a month .

The risk for venous
thromboembolic complications in
COCs users increases with:

e increasing age

e a positive family history
(venous thromboembolism
ever in a sibling or parent at
relatively early age). If a
hereditary predisposition is
suspected, the woman
should be referred to a
specialist for advice before
deciding about any COC
use.

e prolonged immobilisation,
major surgery, any surgery
to the legs, or major trauma.
In these situations, it is
advisable to discontinue the
pill (in the case of elective
surgery at least four weeks
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Symptoms of VTE (deep vein
thrombosis and pulmonary
embolism)

In the event of symptoms women
should be advised to seek urgent
medical attention and to inform the
healthcare professional that she is
taking a CHC.

Symptoms of deep vein thrombosis
(DVT) can include:
o unilateral swelling of the leg
and/or foot or along a vein in
the leg;

o pain or tenderness in the leg
which may be felt only when
standing or walking,

o increased warmth in the
affected leg; red or
discoloured skin on the leg.

Symptoms of pulmonary embolism
(PE) can include:

o sudden onset of unexplained
shortness of breath or rapid
breathing;

o sudden coughing which may
be associated with
haemoptysis;

o rapid or irregular heartbeat.

If the occlusion occurs in the eye
symptoms can range from painless
blurring of vision which can progress
to loss of vision. Sometimes loss of
vision can occur almost immediately.

in advance) and not resume
until two weeks after
complete remobilisation.
Antithrombotic treatment
should be considered if the
pills have not been
discontinued in advance.

e obesity (body mass index
over 30 kg/m?)

there is no consensus about the

possible role of varicose veins

and superficial thrombophlebitis

in the onset or progression of

venous thrombosis.

Symptoms of venous or arterial
thrombotic/thromboembolic
events or of a cerebrovascular
accident can include:

e unusual unilateral leg pain
and/ or swelling

e sudden severe pain in the
chest, whether or not it
radiates to the left arm

e sudden breathlessness
e sudden onset of coughing

e any unusual, severe,
prolonged headache

e sudden partial or complete

loss of vision
o diplopia
e slurred speech or aphasia
e vertigo

e collapse with or without
focal seizure

e weakness or very marked
numbness suddenly
affecting one side or one
part of the body

e motor disturbances

e ‘acute’ abdomen
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Risk factors for ATE

The risk of arterial thromboembolic
complications or of a cerebrovascular
accident in CHC users increases in
women with risk factors (see table).
YAZ is contraindicated if a woman
has one serious or multiple risk
factors for ATE that puts her at high
risk of arterial thrombosis (see
section 4.3). 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 — see
below

Symptoms of ATE

In the event of symptoms women
should be advised to seek urgent
medical attention and to inform the
healthcare professional that she is
taking a CHC.
Symptoms of a cerebrovascular
accident can include:

o sudden confusion, trouble

speaking or understanding;

Symptoms of myocardial infarction
(MI) can include:

o pain, discomfort, pressure,
heaviness, sensation of
squeezing or fullness in the
chest, arm, or below the
breastbone;

o discomfort radiating to the
back, jaw, throat, arm,
stomach;

o feeling of being full, having
indigestion or choking;

o sweating, nausea, vomiting
or dizziness;

o extreme weakness, anxiety,
or shortness of breath;

o rapid or irregular heartbeats.

The risk of arterial thrombo-
embolic complications or of a
cerebrovascular accident in
COC users increases with:

e increasing age
e smoking (women over 35
years should be strongly

advised not to smoke if they
wish to use an COC)

e dyslipoproteinemia

e hypertension

e migraine

e obesity (body mass index
over 30 kg/m?)

e a positive family history
(arterial thromboembolism
ever in a sibling or parent at
relatively early age). If a
hereditary predisposition is
suspected, the woman
should be referred to a
specialist for advice before
deciding about any COC
use

e valvular heart disease
e atrial fibrillation

Symptoms of venous or arterial
thrombotic/thromboembolic
events or of a cerebrovascular
accident can include:

e unusual unilateral leg pain
and/ or swelling

e sudden severe pain in the
chest, whether or not it
radiates to the left arm

e sudden breathlessness
e sudden onset of coughing

e any unusual, severe,
prolonged headache

e sudden partial or complete

loss of vision
e diplopia
e slurred speech or aphasia
e vertigo

e collapse with or without
focal seizure

e weakness or very marked
numbness suddenly
affecting one side or one
part of the body

e motor disturbances

e ‘acute’ abdomen
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Medical examination/consultation

It is important to draw a woman’s
attention to the information on
venous and arterial thrombosis,
including the risk of YAZ compared
with other CHCs, the symptoms of
VTE and ATE, the known risk factors
and what to do in the event of a
suspected thrombosis.

Medical

examination/consultation

Prior to the initiation or
reinstitution of YAZ a complete
medical history (including family
history) should be taken and
pregnancy must be ruled out.
Blood pressure should be
measured and a physical
examination should be
performed, guided by the contra-
indications (see section 4.3) and
warnings (see section 4.4)

The increased risk of VTE during the
postpartum period should be
considered when re-starting YAZ
(see section 4.2 and 4.4).

4.6 Fertility,
pregnancy and
lactation

Vascular disorders

rare
(21/10,000 to <1/1,000)

Venous thrombo-embolism (VTE)
Arterial thrombo-embolism (ATE)

Vascular disorders

rare

(21/10,000 to <1/1,000)

Phlebitis

Vascular disorder

Epistaxis
Syncope

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.

major trauma

factors

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

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

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 YAZ has not been discontinued
in advance.
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Risk factor

Comment

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.

Hypertension

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

Risk increases substantially as BMI
increases.

Particularly important in women with
additional risk factors

Positive family history (arterial
thromboembolism ever in a sibling or parent
especially at relatively early age eg. below
50).

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

Migraine

An increase in frequency or severity of
migraine during CHC use (which may be
prodromal of a cerebrovascular event) may
be a reason for immediate discontinuation

Other medical conditions associated with
adverse vascular events

Diabetes mellitus, hyperhomocysteinaemia,
valvular heart disease and atrial fibrillation,
dyslipoproteinaemia and systemic lupus
erythematosus.
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