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4.3 Contraindications

Oral CHCs cannot be used in the presence of one of the conditions described below. Use of Harmonet® must
be interrupted immediately if one of the following conditions appears for the first time.

- Thrombogenic valvulopathy;
- Thrombogenic arrhythmias;

Harmonet® is contraindicated for concomitant use with the medicinal products containing ombitasvir/
paritaprevir/ritonavir and/or dasabuvir.

4.4 Special warnings and precautions for use

Risk of venous thromboembolism (VTE)

The increased risk of thromboembolism in pregnancy, and particularly the 6 week period of the puerperium,
must be considered. Harmonet® cannot be started until the 28" day after a delivery (for users who choose not
to breast-feed) or after an abortion or miscarriage in the second trimester.



Table: Risk factors for ATE

Other medical conditions associated Diabetes mellitus, hyperhomocysteinaemia, valvular
with adverse vascular events heart disease and atrial fibrillation,
dyslipoproteinaemia, systemic lupus erythematosus and
coronary disorders

Gynaecological cancers

Published data do not demonstrate a causal relationship with the use of oral contraceptives whose benefits
appear higher than the risks. However, all women who use this type of product should be kept under close
medical supervision. If unexpected vaginal bleeding occurs, the necessary diagnostic measures should be

taken to exclude a pregnancy, a malignant tumour or other possible causes.

Breast cancer

women presenting with nodules in the breast, fibrocystic disease or abnormal images in the mammogram
should be followed particularly closely.

Headaches and migraine

The occurrence or aggravation of a migraine or the development of a new type of recurrent persistent or
severe headache requires the immediate discontinuation of treatment and a search for the cause. Users
suffering from migraine (particularly those with aura) under treatment with oral CHCs can present a higher
risk of developing a cerebrovascular accident.

Ocular lesions
Cases of retinal vascular thrombosis capable of causing partial or complete blindness have been associated
with usage of oral CHCs. The use of oral CHCs must be discontinued immediately if one of the following
phenomena occur:

- painless blurred vision

Genital bleeding or absence of menstruation

Once a pathological cause has been excluded, the problem of metrorrhagia may be solved by the
continuation of the use of Harmonet® or a switch to another hormonal contraceptive. However, due to the
increased risk of thromboembolic diseases, great caution is necessary when considering a switch to a pill
containing a higher dose of oestrogen.

Some women can present with oligomenorrhoea or amenorrhoea (possibly accompanied by anovulation)
after ending oral contraceptives, especially if these problems were already present before treatment was
started. These phenomena generally stop spontaneously. If they are prolonged, it may be necessary to
investigate a possible pineal gland pathology.

Depression
Depressed mood and depression are well-known undesirable effects of hormonal contraceptive use.

Depression can be serious and is a well-known risk factor for suicidal behaviour and suicide. Women should
be advised to contact their physician in case of mood changes and depressive symptoms, including shortly
after initiating the treatment.

Other warnings
If one of the following situations occurs, treatment with Harmonet® must be stopped immediately:
- acute disorders of hearing or other sensory disorders;
- at the first symptoms of thrombophlebitis or thromboembolic disease;
- at the onset of cholestatic jaundice, anicteric hepatitis or generalised pruritus;
- an increase in number of epileptic seizures.

Particular attention should be paid to users :



- presenting with benign breast tumours;

- presenting with uterine dystrophies (hyperplasia, fibromas);

- presenting with hyperprolactinaemia with or without galactorrhoea;

- with a history or current pathology known to be associated with, or which can worsen during
pregnancy or the usage of oral CHCs: epilepsy, otosclerosis, asthma, varicose veins, gestational
herpes, gallstones, systemic lupus erythematosis, hepatic, cardiac or renal dysfunction, chorea,
haemolytic uraemic syndrome.

If contraception fails, an ectopic pregnancy can occur just as easily as an intra-uterine pregnancy.

If chloasma/melasma appears during a pregnancy or under oral CHCs, exposure to sunlight should be
avoided.

Diarrhoea and vomiting can reduce the intestinal absorption of oral CHCs.

Use of oral contraceptives can affect the normal metabolism of tryptophan, which in turn can cause a
relative deficiency of pyridoxine. However, the clinical relevance of this is not yet known.

Medical examination/consultation

Prior to the initiation or reinstitution of Harmonet® 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 (an examination of the breasts, liver, extremities and pelvic organs, including cervical cytology)
should be performed, guided by the contra-indications and warnings.

For every combination of estrogens/progestogens, the treatment prescribed should contain the lowest
possible dosage of estrogens/progestogens compatible with a low risk of failure and the needs of the user.

Laboratory tests
The use of oral CHCs may cause certain physiologic changes that may be reflected in the results of certain
laboratory tests, including:

- decreased serum folate levels
Oral contraceptives can give false positive results during the evaluation of neutrophilic alkaline phosphatase
activity in the early diagnosis of pregnancy.

ALT elevations

During clinical trials with patients treated for hepatitis C virus infections (HCV) with the medicinal products
containing ombitasvir/paritaprevir/ritonavir and dasabuvir with or without ribavirin, transaminase (ALT)
elevations higher than 5 times the upper limit of normal (ULN) occurred significantly more frequent in
women using ethinylestradiol-containing medications such as combined hormonal medications such as
combined hormonal contraceptives (CHCs).

4.5 Interaction with other medicinal products and other forms of interaction

After the discontinuation of drugs capable of reducing serum concentrations of ethinyloestradiol, it is
recommended that an additional non-hormonal, mechanical method of contraception (condoms, spermicides
etc.) be used for at least seven days. In the case of treatment with hepatic enzyme inducers, these measures
must be observed for longer.

Contraindicated association

St. John's Wort (Hypericum perforatum) should therefore not be used at the same time as oral contraceptives.

Non-recommended associations
Decrease in plasma levels of ethinylestradiol:
- any drug capable of reducing gastrointestinal transit time.




- enzyme inducers: anticonvulsants (barbiturates, phenytoin, primidone, carbamazepine, topiramate,
felbamate), dexamethasone, phenylbutazone, rifabutin, rifampicin, griseofulvin. Reduction in
contraceptive efficacy through an increase in hepatic metabolism during treatment and one cycle
after ending treatment.

- ritonavir (probably by induction of hepatic enzymes)

- modafinil: risk of reduction in contraceptive efficacy during treatment and one cycle after ending
treatment with modafinil.

- Probably also oxcarbazepine and nevirapine

Increase in plasma levels of ethinylestradiol:
- drugs that inhibit cytochrome P450 3A4 isoenzymes such as indinavir, fluconazole, voriconazole,
troleandomycin (which can increase the risk of intrahepatic cholestasis during concomitant
administration of oral CHCs), ketoconazole and itraconazole.

Others

Tissue or plasma concentrations of these drugs may be reduced (e.g. lamotrigine, levothyroxine, valproate)
or increased (for example theophylline, ciclosporin, corticosteroids, oral anticoagulants), but the clinical
significance is not always clear.

Pharmacodynamic interactions

Concomitant use with the medicinal products containing ombitasvir/paritaprevir/ritonavir and dasabuvir with
or without ribavirin may increase the risk of ALT elevations. Therefore, Harmonet® users must switch to an
alternative method of contraception (e.g., progestagen-only contraception or non-hormonal methods) prior to
starting therapy with this combination drug regimen. Harmonet® can be restarted 2 weeks following
completion of treatment with this combination drug regimen.

4.6 Fertility, pregnancy and lactation

Pregnancy
Pregnancy must be excluded before starting contraceptive treatment.

4.8 Undesirable effects

Vascular disorders

Rare Venous thromboembolism (VTE), arterial
thromboembolism (ATE)
Very rare Thrombosis in other blood vessels, e.g. hepatic, mesenteric,

renal or retinal veins and arteries
Aggravation of varicose veins

Hepatobiliary disorders

Rare Cholestatic jaundice
Very rare Gallstones, cholestasis**
Not known Hepatocellular injury (eg. Hepatitis, hepatic function

abnormal)

Renal and urinary disorders
Very rare

Uraemic haemolytic syndrome

Reproductive system and
breast disorders

Very common

Common

Withdrawal bleeding/spotting

Pain and tenderness of the breasts, increase in volume and
secretions; dysmenorrhoea; change in vaginal secretions
and menstruation, amenorrhoea, uterine ectropion
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