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Yaz Plus
Film coated tablet
Drospirenone 3 mg
Ethinylestradiol as betadex calthrate 0.02 mg
Levomefolate calcium 0.451 mg
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- Treatment of symptoms of premenstrual dysphoric disorder (PMDD ) in women who choose to use
an oral contraceptive as their method of birth control.

- Treatment of moderate acne vulgaris in women at least 14 years of age, who have no known
contraindications to oral contraceptive therapy and have achieved menarche.

- In women who choose to use an oral contraceptive as their method of contraception, to raise folate
levels for the purpose of reducing the risk of a neural tube defect in a pregnancy conceived while
taking the product or shortly after discontinuing the product.
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4  Contraindications

e Use of Hepatitis C drug combinations containing ombitasvir/paritaprevir/ritonavir, with or
without dasabuvir due to the potential for ALT elevations [see Warnings and Precautions
(5.5) and Drug Interactions (7.3)].

e Hypersensitivity to the active substance or to any of the excipients (inactive ingredients)
listed in section 11

) WAF\’_I-\.I-INGS AND PRECAUTIONS

5.2 Hyperkalemia

Yaz Plus sheuld-netbe-used is contraindicated in patients with conditions that predispose to
hyperkalemia (that is, renal impairment, hepatic impairment, and adrenal insufficiency). Women
receiving daily, long-term treatment for chronic conditions or diseases with medications that may
increase serum potassium concentration should have their serum potassium concentration checked
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during the first treatment cycle. Medications that may increase serum potassium concentration include
ACE inhibitors, angiotensin-11 receptor antagonists, potassium-sparing diuretics, potassium
supplementation, heparin, aldosterone antagonists, and NSAIDs. Consider monitoring serum
potassium concentration in high-risk patients who take a strong CYP3A4 inhibitor long-term and
concomitantly. Strong CYP3A4 inhibitors include azole antifungals (e.g. ketoconazole, itraconazole,
voriconazole), HIV/HCV protease inhibitors (e.g., indinavir, boceprevir), and clarithromycin [see
Clinical Pharmacology (12.3)].

5.5 Risk of Liver Enzyme Elevations with Concomitant Hepatitis C Treatment

During clinical trials with the Hepatitis C combination drug regimen that contains
ombitasvir/paritaprevir/ritonavir, with or without dasabuvir, ALT elevations greater than 5 times
the upper limit of normal (ULN), including some cases greater than 20 times the ULN, were
significantly more frequent in women using ethinyl estradiol-containing medications, such as
COCs. Discontinue Yaz Plus prior to starting therapy with the combination drug regimen
ombitasvir/paritaprevir/ritonavir, with or without dasabuvir [see Contraindications (4)]. Yaz Plus
can be restarted approximately 2 weeks following completion of treatment with the Hepatitis C
combination drug regimen.

7 DRUG INTERACTIONS
71 Effects of Other Drugs on Combined Oral Contraceptives

Substances increasing the plasma concentrations of COCs:

Concomitant administration of moderate or strong CYP3A4 inhibitors such as azole antifungals (e.qg.,
ketoconazole, itraconazole, voriconazole, fluconazole), verapamil, macrolides (e.q., clarithromycin,
erythromycin), diltiazem, and grapefruit juice can increase the plasma concentrations of the estrogen
or the progestin or both. In a clinical drug-drug interaction study conducted in premenopausal women,
once daily co-administration of DRSP 3 mg/EE 0.02 mg containing tablets with strong CYP3A4
inhibitor, ketoconazole 200 mg twice daily for 10 days resulted in a moderate increase of DRSP
systemic exposure. The exposure of EE was increased mildly [see Warnings and Precautions (5.2)
and Clinical Pharmacology (12.3)].

7.2 Effects of Combined Oral Contraceptives on Other Drugs

COCs Increasing the Plasma Concentrations of CYP450 Enzymes: In clinical studies, administration
of a hormonal contraceptive containing EE did not lead to any increase or only to a weak increase in
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plasma concentrations of CYP3A4 substrates (e.g., midazolam) while plasma concentrations of
CYP2C19 substrates (e.g., omeprazole and voriconazole) and CYP1A2 substrates (e.q., theophylline
and tizanidine) can have a weak or moderate increase.

7.3 Concomitant Use with HCV Combination Therapy — Liver Enzyme Elevation

Do not co-administer Yaz Plus with HCV drug combinations containing
ombitasvir/paritaprevir/ritonavir, with or without dasabuvir, due to potential for ALT elevations [see
Warnings and Precautions (5.5)].
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