Applicant/HCR: Unicorn Pharmaceuticals (Pty) Ltd
Product name, dosage form(s) and strength(s):
Diva 35, each hormonal tablet contains cyproterone acetate 2,00 mg and ethinylestradiol 0,035 mg

PROFESSIONAL INFORMATION FOR DIVA 35

SCHEDULING STATUS:

1. NAME OF THE MEDICINE

DIVA 35 (tablets)

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

The 28-day pack (every day pack) contains 21 hormonal tablets each with 2 milligrams
cyproterone acetate and 35 micrograms of ethinylestradiol. It also contains 7 non-hormonal
tablets.

DIVA 35 contains sugar:

Lactose monohydrate 29 .115 mg per tablet and

Saccharose 19.637 mg per tablet.

3. PHARMACEUTICAL FORM
21 round, biconvex, yellow sugar-coated tablets with a 5,7 mm nominal diameter and 7

round, biconvex, white sugar-coated tablets with a 6,85 mm nominal diameter.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

¢ Androgen-dependant acne, especially those forms which are accompanied by inflammation,
seborrhoea or formation of nodes (acne papulopustulosa, acne nodulocystica) in women.

e Androgenic alopecia and mild forms of hirsutism in women.

e Oral contraception in women requiring anti-androgen therapy.
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4.2 Posology and method of administration

Before DIVA 35 treatment is started, a thorough medical (including gynaecological)
examination should be carried out and the patient’s medical history should be carefully
evaluated. Pregnancy should be excluded before initiating therapy.

Disturbances of the clotting system must be ruled out if any members of the family have
suffered from thrombo-embolic disease (e.g. deep vein thrombosis, stroke, myocardial
infarction) already at a young age.

If the hirsutism has only recently appeared or has lately intensified to a considerable extent, an
androgen-producing tumour or an adrenal enzyme defect must be excluded in the differential
diagnosis.

An additional, non-hormonal contraception (with exception of the rhythm and temperature
methods) should be employed during the first 14 days of the first treated cycle.

First Cycle

The first course of DIVA 35 is started on the first day of the cycle (the first day of the menstrual
bleeding is counted as day 1 of the cycle). The first tablet should be taken from the starter
section of the calendar pack by selecting the appropriate tablet for that day of the week (e.qg.
“Mon” for Monday). The tablet is swallowed whole with a little liquid. A tablet is then taken
every day in the direction shown by the arrows until the pack is empty.

Withdrawal bleeding should occur within 2 to 4 days after taking the last active tablet. Take
the tablet at the same time each day if possible.

Subsequent Courses

After the last tablet has been taken from the first pack, tablet-taking is continued from a new
pack on the very next day. The first tablet must again be taken from the starter section marked
with the appropriate day of the week.

Length of Use

The severity of the condition treated will determine the length of use. In general treatment
should be carried out over several months. It is recommended that treatment be continued for

at least another 3 to 4 cycles after the signs have subsided. Should there be a recurrence
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weeks or months after discontinuation of DIVA 35 treatment should be resumed.

Missed Doses

If an active tablet is either delayed or missed take it as soon as possible within the next 12
hours at the latest, but not when it is nearly time for the next dose. Do not double doses.
Continue to take the next tablet at the usual time in order to avoid premature withdrawal

bleeding.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

DIVA 35 is contraindicated in pregnancy and lactation (see PREGNANCY AND LACTATION).

DIVA 35 is contraindicated in:

o Depression not well controlled with treatment.

e A history of depression with the use of hormonal contraceptives.

e Moderately impaired liver function or cholestasis, the Dubin-Johnson or Rotor-syndromes,
hepatic adenomas, estrogen-dependent neoplasms such as breast or endometrial cancer,
cardiovascular disease including previous or current thrombo-embolic disorders, or high
risk of them, and arterial disease or multiple risk factors for it.

o Disorders of lipid metabolism, undiagnosed vaginal bleeding, cholestatic jaundice, chorea,
herpes, pemphigoid gestationis or deteriorating otosclerosis.

e Severe or focal migraine, cerebrovascular conditions, advanced diabetes mellitus with
vascular changes, sickle-cell disease and porphyria.

e DIVA 35 s not for use in men and should not be used in children.

4.4 Special warnings and precautions for use
Contains lactose. Patients with the rare hereditary conditions of galactose intolerance e.g.
galactosaemia, Lapp lactase deficiency, glucose-galactose malabsorption or fructose

intolerance should not take DIVA 35.
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DIVA 35 should be used with caution in patients with a history of
clinical depression, gallbladder disease, conditions influenced by fluid retention, high blood
pressure, varicose veins, a history of phlebitis, otosclerosis, multiple sclerosis, epilepsy,

tetanus, chorea minor, and asthma.

Mood changes and depression are side effects reported with the use of hormonal
contraceptives including Diva 35. There is some evidence that hormonal contraceptive use
may be associated with severe depression and a higher risk of suicidal thoughts/behaviour
(e.g. talking about suicide, withdrawing from social contact, having mood swings, being
preoccupied with death or violence, feeling hopeless about a situation, increasing use of
alcohol/drugs, doing self-destructive things, personality changes) and suicide. Prescribers
should inform their patients to contact their doctor for advice if they experience mood changes

and depression whilst on treatment with Diva 35.

Regular examinations are recommended at about 6-monthly intervals during the use of DIVA
35. Regular blood pressure checks, including a pre-treatment level, are advisable.

Prolonged amenorrhoea following the use of DIVA 35 may occur. Caution is advised where
oligomenorrhoea or amenorrhoea have occurred in the past.

Irregular tablet-taking, vomiting or intestinal disorders with diarrhoea may decrease the
efficacy of DIVA 35. Additional methods of contraception should be used at the time of such
disorders in order to prevent a possible pregnancy which would be a compelling reason for the
discontinuation of DIVA 35 treatment.

Surgery is more likely to be associated with an increased incidence of thrombotic side effects.
Adequate precaution should be taken. Under no circumstances should DIVA 35 be stopped
without having adopted a satisfactory alternative method for contraception.

If an active tablet is either delayed or missed it should be taken as soon as possible.
Contraceptive protection is maintained if the delayed tablet is taken within 12 hours of the

usual administration time. If more than 12 hours elapse from the time the tablets are normally
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taken and also in the case of vomiting or diarrhoea, the patient must continue to take the other
tablets in the pack at the usual time in order to avoid premature withdrawal bleeding during
this cycle.

At this same time, however, an additional non-hormonal method of contraception (with
exception of the rhythm and temperature methods) must be employed in order to prevent a
pregnancy.

If an inter-menstrual bleeding occurs during the 3 weeks in which the active tablets are being
taken their use should not be interrupted. A slight bleeding (spotting) will usually stop
spontaneously. However, if the bleeding is heavy, similar to menstrual bleeding, then a
thorough examination is indicated to exclude organic factors.

If bleeding fails to occur while the tablets from the starter section are being taken, tablet-taking
must provisionally be stopped and the doctor must be consulted.

The incidence of disease of the circulatory system in women using DIVA 35 is significantly
greater than those of controls and the mortality is slightly increased. Increased mortality from
myocardial infarction is much greater in women aged 35 years or over, particularly if they used
the contraceptive for longer than 5 years and if they smoke. Other risk factors include a family
history of arterial disease, hypercholesterolaemia, familial hyperlipoproteinaemia, diabetes
mellitus, hypertension, obesity and migraine. Specific risk factors for venous thrombo-
embolism include a family history of venous thrombo-embolism, varicose veins and again,
obesity. However, the risk of mortality due to DIVA 35 in women under 35 who are in the high-
risk group is in general far less than the risk of mortality due to pregnancy.

Benign and malignant liver tumours leading in isolated cases to life-threatening intra-
abdominal haemorrhage have been observed after the use of hormonal substances such as
those contained in DIVA 35. If severe upper abdominal complaints, liver enlargement or signs
of intra-abdominal haemorrhage occur, a liver tumour should be included in the differential-

diagnostic considerations.
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DIVA 35 should be stopped immediately if any of the following occur:

« Sudden severe chest pain, sudden breathlessness or severe pain/swelling in calf of one leg
(possibly indicative of thrombo-embolic complications). The medication should be
discontinued at least 4 to 6 weeks before surgery of the type associated with an increased
risk of thrombo-embolism or during periods of prolonged immobilization.

« Unusual, severe, prolonged headache, sudden disturbances of vision or hearing or other
perceptual disorders, collapse, marked numbness or weakness affecting one side of the
body, or other signs and symptoms suggestive of cerebrovascular disease.

. Hepatitis, jaundice, generalised itching, liver enlargement, severe upper abdominal pain.

« Onset of severe depression.

« Significant rise in blood pressure.

« Clear exacerbation of other conditions known to be capable of deteriorating during oral
contraception or pregnancy.

« Increase in epileptic seizures.

Women using oral contraceptives are strongly advised not to smoke. Smoking increases the
risk of myocardial infarction. Women smoking more than 15 cigarettes per day have at least a
20 % increased risk of serious cardiovascular side effects. This risk increases with age.

An increase in the risk of venous thrombo-embolism has been reported with oral

contraceptives containing cyproterone acetate.

4.5 Interaction with other medicines and other forms of interaction

Reduced DIVA 35 plasma levels have been obtained with concomitant use of certain
antibiotics (e.g. ampicillin, tetracycline) and oral contraceptive failure may occur. Spotting and
breakthrough bleeding are possible signs of diminished effectiveness. For maximal protection
additional non-hormonal contraception should be recommended for the duration of antibiotic

therapy and for seven days afterwards. Those on long-term antibiotic therapy need only take
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extra precautions for the first two weeks of antibiotic therapy.

Enzyme inducers such as the anti-epileptic agents, griseofulvin, barbiturates, phenylbutazone
and rifampicin impair the action of DIVA 35. This effect has also been suggested for modafinil
and some antiviral agents, such as nelvinavir, ritonavir and nevirapine.

The effectiveness of anticoagulants, antidepressants, antidiabetics, antihypertensives, beta
blockers and diuretics may be reduced if administered with DIVA 35. The plasma
concentrations of cyclosporine and theophylline may be increased with concomitant use.
Large supplements of vitamin C have been reported to increase serum ethinylestradiol
concentrations. Withdrawal of high doses of vitamin C may lead to breakthrough bleeding.

Mild laxatives do not impair the action of DIVA 35.

Effects on laboratory tests:
DIVA 35 may interfere with some laboratory tests, in particular hormones, glucose tolerance,
thyroid function, blood coagulation, serum triglycerides, urinary pregnanediol levels, urinary

17-keto and 17-ketogenic steroids and liver function tests.

4.6 Fertility, pregnancy and lactation
The use of DIVA 35 is contra-indicated during pregnancy and lactation (see
CONTRAINDICATIONS).
Administration of DIVA 35 during the hormone-sensitive differentiation phase of the genital
organs (after approximately day 45 of gravidity) could lead to signs of feminisation in male

foetuses.

4.7 Undesirable effects

Side effects: Cyproterone acetate
Neoplasms benign and malignant
Less frequent: Hepatic carcinoma

Blood and lymphatic system disorders
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Less frequent: Thrombosis

Endocrine disorders

Less frequent: Weight gain

Psychiatric disorders

More frequent: Changes in libido

Less frequent: Depression

Gastrointestinal disorders

Less frequent: Nausea, vomiting

Hepato-biliary disorders

Less frequent: Altered liver function, hepatitis, jaundice, hepatomegaly, hepatic failure, hepatic
carcinoma, gall bladder disease

Skin and subcutaneous tissue disorders

Less frequent: Alopecia, photosensitivity, allergic rash
Reproductive system and breast disorders

More frequent: Breast tenderness

Side Effects: Ethinylestradiol

Infections and infestations

More frequent: Vaginal candidiasis

Blood and lymphatic system disorders

Less frequent: Thromboembolic disorders, thrombosis
Metabolic and nutritional disorders

Incidence unknown: Reduced glucose tolerance, changes in lipid metabolism
Psychiatric disorders

More frequent: Changes in appetite, depression

Less frequent: Mood or mental changes, changes in libido
Nervous system disorders

More frequent: Dizziness (mild), headache, migraine

Eye disorders
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Less frequent: Intolerance to contact lenses

Vascular disorders

More frequent: Fluid retention or oedema

Less frequent: Hypertension

Gastrointestinal disorders

More frequent: Gastrointestinal irritation, abdominal cramps, nausea
Less frequent: Vomiting

Hepato-biliary disorders

Less frequent: Impaired liver function, gall bladder disease, hepatitis,
cholestatic jaundice

Skin and subcutaneous tissue disorders

More frequent: Pruritus, skin rash

Incidence unknown: Chloasma, melasma, haemorrhagic eruption
Reproductive system and breast disorders

Incidence unknown: Change in cervical secretions

Side Effects: Ethinylestradiol/cyproterone (cyclical)

Neoplasms benign and malignant

Incidence unknown: Increased risk of cervical or breast cancer

Reproductive system and breast disorders

More frequent: Menstrual irregularities, spotting, breakthrough bleeding, amenorrhoea

Incidence unknown: Anovulation post-treatment

Post marketing reported side effects

The following side effects have been reported with the post marketing use of hormonal

contraceptives:

Severe depression with a higher risk of suicidal thoughts/behaviour and suicide
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Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicine is important. It allows
continued monitoring of the benefit/risk balance of the medicine. Health care providers are
asked to report any suspected adverse reactions to SAHPRA via the Med Safety App
(Medsafety X SAHPRA) and eReporting platform (who-umc.org) found on the SAHPRA website.
Adverse reactions can also be reported to Unicorn Pharmaceuticals (Pty) Ltd to

vigilance@unicornpharma.co.za

4.8 Overdose
Management of overdose

Treatment is symptomatic and supportive.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group:

A 21.8.2 Progesterones with or without estrogens

Mechanism of action:

Cyproterone Acetate

Cyproterone acetate is an anti-androgen that competitively inhibits the binding of natural
ligands to the androgen receptor, thereby weakening or abolishing the stimulating effect of the
hormones on androgen-dependent structures and functions. It suppresses sebaceous gland
activity. Cyproterone acetate also has pronounced progestational action.

Ethinylestradiol

The ethinylestradiol in the combination prevents ovulation and changes the cervical
mucus. In addition it leads to unfavourable conditions for sperm penetration and nidation

of a fertilized ovum.
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6. PHARMACEUTICAL PARTICULARS
6.1 Special precautions for storage
Store in original packs below 25 °C. Protect from light.

KEEP OUT OF REACH OF CHILDREN.

6.2 Nature and contents of container
Each PVC/PVDC and aluminium blister contains 28 tablets. Each carton contains either 1 or 3

blister strips.

6.3 Special precautions for disposal and other handling

No special requirements.

7. HOLDER OF CERTIFICATE OF REGISTRATION
Unicorn Pharmaceuticals (Pty) Ltd

Corner of Searle and Pontac Streets

Woodstock, Cape Town

8001

8. REGISTRATION NUMBER

38/21.8.2/0055

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

May 2008

10. DATE OF REVISION OF THE TEXT

23 August 2020
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