Y
~ Orilissa™

2021 7 oKX

,N/T201 n/RON

,N/T201 /NN

Orilissa 150mg :pman
A"n 150 no'"mMix
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Film coated Tablets

Elagolix (as sodium) 150 mg -7'vo 'min :a"n 150 no*7iIx
Elagolix (as sodium) 200 mg -7'vo min :a"n 200 no*7"Ix
.Per os :Inn nx
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Orilissa is indicated for the management of moderate to severe pain associated with
endometriosis.
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5. CONTRAINDICATIONS

ORILISSA is contraindicated in women:
» With Hhypersensitivity to the active substance or to any of the excipients listed in section 16.
Reactions have included anaphylaxis and angioedema [see Adverse Reactions (7.2)].

\#\A%h%eneem{an{—useef—strengqakmq inhibitors of organic anion transporting polypeptide
(OATP) 1B1 inhibiters{e-gcyclosporine-and-gemfibrozil) (a hepatic uptake transporter) that

are known or expected to significantly increase elagolix plasma concentrations [see Drug
Interactions (8.2)]

6. WARNINGS AND PRECAUTIONS

6.5. Interactions with Hormonal Contraceptives

Advise women to use effective non-hormonal contraceptives during treatment with ORILISSA and
for 28 days after discontinuing ORILISSA [see Use in Specific Populations (9.1, 9.3), Drug
Interactions (7.1), Clinical Pharmacology (12.3)].

Increase in Estrogen Exposure and Potential Associated Increased Risks When ORILISSA 200 mg
Twice Daily is Taken With Combined Hormonal Contraceptives

Co-administration of a combined oral contraceptive (COC) (containing 20 mcg ethinyl
estradiol/0.1 mg levonorgestrel) following administration of ORILISSA 200 mq twice daily for 14
days increases the plasma ethinyl estradiol concentration by 2.2-fold compared to this COC alone.
ORILISSA 200 mg twice daily co-administered with a COC containing ethinyl estradiol may lead
to increased risk of ethinyl estradiol-related adverse events including thromboembolic disorders
and vascular events and is not recommended [see Drug Interactions (7.1), Clinical Pharmacology

(12.3)].
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Potential for Reduced Efficacy with-Estrogen-Containing-Contraceptives-of Progestin-Containing

Hormonal Contraceptives

Co-administration of ORILISSA 200 mg twice daily and a COC containing 0.1 mg levonorgestrel
decreases the plasma concentrations of levonorgestrel by 27%, potentially affecting contraceptive
efficacy. Co-administration of ORILISSA with COCs containing norethindrone acetate did not
show reduction in plasma concentrations of norethindrone [see Drug Interactions (8.1), Clinical
Pharmacology (12.3)].

Co-administration of ORILISSA with progestin-containing intrauterine contraceptive systems has
not been studied.

Reduced efficacy of ORILISSA

Based on the mechanism of action of ORILISSA, estrogen containing contraceptives are expected
to reduce the efficacy of ORILISSA The effect of progestln only contraceptlves on the efflcacy of
ORILISSA is unknown. Advise-wem ; 3 A

7. ADVERSE REACTIONS

7.1. Clinical Trials Experience

Table 2. Percentage of Subjects in Studies EM-1 and EM-2 with Treatment-Emergent
Adverse Reactions Occurring in at Least 5% of Subjects (either ORILISSA Dose Group) and
at a Greater Incidence than with Placebo

ORILISSA ORILISSA Placebo
150 mg Once Daily 200 mg Twice Daily N=734
N=475 N=477 -
% % %
Hot Flush er-NightSweats 24 46 9
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7.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of ORILISSA.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

Immune system disorders: hypersensitivity reactions (including anaphylaxis, angioedema, and

urticaria).

8. DRUG INTERACTIONS

8.1. Potential for ORILISSA to Affect Other Drugs

Table 7. Drug Interactions: Effects of ORILISSA on Other Drugs

Concomitant Effect on Plasma
Drug Class: Exposure of Clinical Recommendations
Drug Name Concomitant Drug
1 digoxin Increase monitoring of digoxin concentrations and potential
Cardiac glycosides: signs and symptoms of clinical toxicity when initiating
digoxin ORILISSA in patients who are taking digoxin. If ORILISSA is
discontinued, increase monitoring of digoxin concentrations.
. . | midazolam Consider increasing the dose of midazolam by no more than 2-
Benzodiazepines: T ; .
. fold and individualize midazolam therapy based on the patient’s
oral midazolam
response.
Statins: | rosuvastatin Monitor lipid levels and adjust the dose of rosuvastatin, if
rosuvastatin necessary.
Combined hormonal Tethinyl estradiol Advise women to use effective non-hormonal contraception
contraceptives: during treatment with ORILISSA and for 28 days after
Llevonorgestrel discontinuing ORILISSA.

oral ethinyl
estradiol/levonorgestrel
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8.2 Potential for Other Drugs to Affect ORILISSA

Co-administration of ORILISSA with drugs-that-induce-strong CYP3A inducers may decrease
elagolix plasma concentrations and may result in a decrease of the therapeutic effects of
ORILISSA.

Concomitant use of ORILISSA 200 mq twice daily and rifampin is not recommended. Limit
concomitant use of ORILISSA 150 mg once daily and rifampin to 6 months.

The effect of concomitant use of P-gp inhibitors or inducers on the pharmacokinetics of ORILISSA

IS unknown. Ce-administration-of ORHASSA-with-drugs-OATP1B1 inhibitors that +rhibit

QA—'FP—]:B&—may—are known or expected to S|qn|f|cantlv increase elagolix plasma concentratlons :

gem-ﬁlereal)—ware contralndlcated due to increased risk of elagolix- assomated adverse reactions
[see Contraindications (4)].

9. USE IN SPECIFIC POPULATIONS

9.1. Pregnancy
Risk Summary

9.3. Females and Males of Reproductive Potential

Pregnancy Testing

ORILISSA may delay the ability to recognize the occurrence of a pregnancy because it may reduce
the intensity, duration, and amount of menstrual bleeding. Exclude pregnancy before initiating
treatment with ORILISSA . Perform pregnancy testing if pregnancy is suspected during treatment
with ORILISSA and discontinue treatment if pregnancy is confirmed [see Contraindications (5)
and -Warnings and Precautions (6.2)].

Contraception

Advise women to use effective non-hormonal contraception during treatment with ORILISSA and
for ene-week28 days after discontinuing ORILISSA [see Warnings and Precautions (6.2)-and

Erppenlomnedons (220
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12.3 Pharmacokinetics

Table 10. Drug Interactions: Change in Pharmacokinetics of Elagolix in the Presence of Co-
administered Drugs

Regimen
Co- of Co- Regimen
administered administered of
Drug Drug Elagolix N Ratio (90% CI)*
600 mg single 4.37 5.58
dose . (3.62 -5.28) (4.88 - 6.37)
Rifampin? 150 rgg single 12
600 mg once 0se 2.00 1.65
daily (1.66 — 2.41) (1.45-1.89)
# A single dose of 600 mg rifampin inhibits OATP1B1; 600 mg once daily dose of rifampin inhibits
OATP1B1 and induces CYP3A.

Table 11. Drug Interactions: Change in Pharmacokinetics of Co-administered Drug in the
Presence of Elagolix

Regimen
Co- of Co- Regimen
administered administered of
Drug Drug Elagolix N Ratio (90% ClI)*
Cmax AUC
: : 1.36 2.18
Ethinyl Estradiol 200 (1.27 — 1.45) (1.99 — 2.39)
Ethinyl estradiol _mg
20 mcg/Levonorgestrel twice daily 20 0.97
L evonoraestrel 0.1 mg single dose % 15 days (0.88 — 1.07) 0.64%).82

No clinically significant changes were observed in_exposures of sertraline, ex~fluconazole
exposures-were-ebserved-, or bupropion when co-administered with elagolix.
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12.4 Pharmacogenomics

Hepatic updtake Bispesition-of elagolix involves the OATP 1B1 transporter protein. Higher plasma
concentrations of elagolix have been observed in greups-ef-patients who have two reduced function
alleles of the gene that encodes OATP 1B1 (SLCO1B1 521T>C) (these patients are likely to have
reduced hepatic uptake of elagolix and thus, higher plasma elagolix concentrations). The frequency
of this SLCO1B1 521 C/C genotype is generally less than 5% in most racial/ethnic groups.
Subjects with this genotype are expected to have a 78% mean increase in elagolix concentrations
compared to subjects with normal transporter function (i.e., SLCO1B1 521T/T genotype). Adverse
effects of elagolix have not been fully evaluated in subjects who have two reduced function alleles
of the gene that encodes OATP1B1 (SLCO1B1 521T>QC).
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