For use in India only
To be sold by retail under the prescription of Gynecologist only.

PRESCRIBING INFORMATION

1. GENERIC NAME

Elagolix Tablets 150mg and 200mg
Elgoliz werifersr

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Elagolix Tablets 150mg

Each tablet contains 155.2 mg Elagolix Sodium equivalent to
Elagolix ---------- 150mg

Elagolix Tablets 200mg
Each tablet contains 207.0 mg Elagolix Sodium equivalent to
Elagolix --------- 200mg

3. DOSAGE FORM AND STRENGTH
Tablets; 150 mg and 200 mg

4. CLINICAL PARTICULARS
4.1. Indications
Elagolix is indicated for the management of moderate to severe pain associated with endometriosis.

Limitations of Use:
Limit the duration of use based on the dose and coexisting condition.

4.2. Posology and Method of Administration
Important Dosing Information
o Exclude pregnancy before starting Elagolix or start Elagolix within 7 days from the onset of
menses.
Take Elagolix at approximately the same time each day, with or without food.
Use the lowest effective dose, taking into account the severity of symptoms and treatment
objectives.
o Limit the duration of use because of bone loss.

Recommended Dosage and Duration of Use

. . Maximum Treatment - "
Dosing Regimen Duration Coexisting Condition
Initiate treatment with
Elagolix 150 mg once daily 24 months None
Consider initiating treatment with Elagolix 200 6 months Dyspareunia
mg twice daily ySp
Initiate treatment with Elagolix 150 mg Moderate hepatic impairment
once daily. Use of 200 mg twice daily is not 6 months (Child-Pugh Elass B)p
recommended. 9
Missed Dose

Instruct the patient to take a missed dose of Elagolix on the same day as soon as she remembers and then
resume the regular dosing schedule.

o 150 mg once daily: take no more than 1 tablet each day.

e 200 mg twice daily: take no more than 2 tablets each day.

4.3. Contraindications
Elagolix is contraindicated in women:

* Who are pregnant. Exposure to Elagolix early in pregnancy may increase the risk of early
pregnancy loss.
With known osteoporosis because of the risk of further bone loss.
With severe hepatic impairment.
Taking inhibitors of organic anion transporting polypeptide (OATP)1B1 (a hepatic uptake trans
porter) that are known or expected to significantly increase Elagolix plasma concentrations.
With known hypersensitivity reaction to Elagolix or any of its inactive components. Reactions
have included anaphylaxis and angioedema.

4.4. Special Warnings and Precautions for Use

Bone Loss

Elagolix causes a dose-dependent decrease in bone mineral density (BMD). BMD loss is

greater with increasing duration of use and may not be completely reversible after stopping

treatment. The impact of these BMD decreases on long-term bone health and future fracture risk are
unknown.

Elagolix is contraindicated in women with known osteoporosis. Consider assessment of BMD in patients
with a history of a low-trauma fracture or other risk factors for osteoporosis or bone loss. Limit the duration
of use to reduce the extent of bone loss. Although the effect of supplementation with calcium and vitamin D
was not studied, such supplementation may be beneficial for all patients.

Change in Menstrual Bleeding Pattern and Reduced Ability to Recognize Preg Y

Women who take Elagolix may experience a reduction in the amount, intensity or duration of menstrual
bleeding, which may reduce the ability to recognize the occurrence of a pregnancy in a timely manner.
Perform pregnancy testing if pregnancy is suspected, and discontinue Elagolix if pregnancy is confirmed.

ior, and Exacerbation of Mood Disorders

Mood altered, mood swings

Amenorrhea

Depressed mood, depression, depressive symptoms and/or tearfulness
Appendicitis

Abdominal pain

Back pain

Anxiety

Arthralgia

Libido

Diarrhoea

Abdominal pain

Weight gain

Dizziness

Constipation

Irritability

4.9. Overdose

In case of overdose, monitor the patient for any signs or symptoms of adverse reactions and
initiate appropriate symptomatic treatment, as needed.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic Properties

Mechanism of action

Elagolix is a GnRH receptor antagonist that inhibits endogenous GnRH signaling by binding competitively
to GnRH receptors in the pituitary gland. Administration of Elagolix results in dose-dependent suppression
of luteinizing hormone (LH) and follicle-stimulating hormone (FSH), leading to decreased blood concentra-
tions of the ovarian sex hormones, estradiol and progesterone.

5.2 PHARMACOKINETIC PROPERTIES
The pharmacokinetic properties of Elagolix in healthy subjects are summarized below.

Pharmacokinetic Properties of Elagolix in Healthy Subjects

Absorption

T () 1.0

Effect of high-fat meal (relative to fasting) |AUC: |24%, C = 136%

Distribution

% Bound to human plasma proteins 80

Blood-to-plasma ratio 0.6

Metabolism
CYP3A (major)

Metabolism Minor pathways include: CYP2D6, CYP2C8,
and uridine glucuronosyl transferases (UGTs)

Elimination

Major route of elimination Hepatic metabolism

Terminal phase elimination

haltife (t,) (h) 46
% of dose excreted in urine <3
% of dose excreted in feces 90

Specific Populations

Patients with Renal Impairment

Elagolix exposures (C_, and AUC) are not altered by renal impairment. The mean exposures are similar
for women with moderate to severe or end stage renal disease (including women on dialysis) compared to
women with normal renal function.

Patients with Hepatic Impairment

Elagolix exposures (C, . and AUC) are similar between women with normal hepatic function and women
with mild hepatic impairment. Elagolix exposures in women with moderate and severe hepatic impairment
are approximately 3-fold and 7-fold, respectively, higher than exposures from women with normal hepatic
function

Racial or Ethnic Groups

No clinically meaningful difference in the pharmacokinetics of Elagolix between White and Black subjects or
between Hispanics and others was observed. There is no clinically meaningful difference in the pharmaco-
kinetics of Elagolix between Japanese and Han Chinese subjects.

Body weight/Body mass index
Body weight or body mass index does not affect the pharmacokinetics of Elagolix.

Drug Interaction Studies
Drug interaction studies were performed with Elagolix and other drugs that are likely to be coadministered
and with drugs commonly used as probes for pharmacokinetic interactions.

Drug interaction studies were performed with Elagolix and other drugs that are likely to be coadministered
and with drugs commonly used as probes for pharmacokinetic interactions. Below tables summarize the
pharmacokinetic effects when Elagolix was co-administered with these drugs.

Suicidal ideation and behavior, including one completed suicide, occurred in subjects treated ) Drug Inter. : Change in Phar of Elagolix in the Presence of Coadministered
with Elagolix in the endometriosis clinical trials. Elagolix subjects had a higher incidence of depression and Drugs
mood changes compared to placebo, and Elagolix subjects with a history of suicidality or depression had a
higher incidence of depression compared to subjects without such a history. Promptly evaluate patients with Co administered | Regimen of Co admin- . i 000, (V¢
depressive symptoms to determine whether the risks of continued therapy outweigh the benefits. Patients Drug istered Drug Regimen of Elagolix | N Ratio (90% Cl)
with new or worsening depression, anxiety or other mood changes should be referred to a mental health Cmax AUC
profes_sional, as appropriate. Advise pati_ents to seel_( immediate mgdical attention for suicidal ideation and Ketoconazole 400 mg once daily 150 mg single dose |11 177 220
behavior. Re-evaluate the benefits and risks of continuing Elagolix if such events occur. (1.48-2.12) | (1.98 - 2.44)
Hep_at_ic Trqnsaminase Elevations ! ) ) ) 600 mg single 437 558
In chmc\al}nals, dose-dependent elevations of serum a!amne ammotransferasg (ALT) at least 3 tl.mes the dose 150 mg single (3.62-5.28) | (4.88 - 6.37)
upper limit of the reference range occurred with Elagolix. Use the lowest effective dose of Elagolix and Rifampin# d 12
instruct patients to promptly seek medical attention in case of symptoms or signs that may reflect liver 609 mg once 0se 2.00 1.65
injury, such as jaundice. Promptly evaluate patients with elevations in liver tests to determine whether the daily (1.66 —2.41) |(1.45- 1.89)
benefits of continued therapy outweigh the risks. ClI: Confidence interval
Interactions with Hormonal Contraceptives *ratios for C__, and AUC compare co-administration of the medication with elagolix vs. administration of
Advise women to use effective non-hormonal contraceptives during treatment with Elagolix and for 28 days elagolix alone.
after discontinuing Elagolix. # A single dose of 600 mg rifampin inhibits OATP1B1; 600 mg once daily dose of rifampin inhibits OATP1B1
Increase in Estrogen Exposure and Potential Associated Increased Risks When Elagolix 200 mg Twice and induces CYP3A
Daily is Taken with Combined Hormonal Contraceptives Tgken Yv'th Comb'nefi Hormonal Contracle tives » ) . No clinically significant changes in elagolix exposures were observed when co-administered with rosuvas-
Co-administration of; comblr)gd orall contraceptlye (CoC) (c<l>nta|n|‘ng 20 mcg ethlknyl estradiol/0.1 mg tatin (20 mg once daily), sertraline (25 mg once daily) or fluconazole (200 mg single dose).
levonorgestrel) following administration of Elagolix 200 mg twice daily for 14 days increases the plasma . o o . 3 N .
ethinyl estradiol concentration by 2.2-fold compared to this COC alone. Elagolix 200 mg twice daily co-ad- Drug Interactions: Change in Phar of C Drugin the F of Elagolix
ministered with a COQ containing eihiny_l es_tradiol may lead to increased risk _of ethinyl estradiol-related Co administered Regimen of Co Regimen Ratio (90% CI)
adverse events including thromboembolic disorders and vascular events and is not recommended. Drug administered Drug of Elagolix N o
Potential for Reduced Efficacy of Progestin-Containing Hormonal Contraceptives
Co-administration of Elagolix 200 mg twice daily and a COC containing 0.1 mg levonorgestrel decreases iy c
the plasma concentrations of levonorgestrel by 27%, potentially affecting contraceptive efficacy. Co-ad- Digoxin 1 max AUC
ministration of Elagolix with COCs containing norethindrone acetate did not show reduction in plasma - - -
concentrations of norethindrone. 0.5 mg single 200 mg twice daily 1.7 1.26
1 1.53-1.91 117 -1.
Co-administration of Elagolix with progestin-containing intrauterine contraceptive systems has not been dose x10days (183191 | %)
studied. Rosuvastatin 20 mg once 300 mg twice daily 10 0.99 0.60
il 7 .73-1. .50 -0.71
Reduced efficacy of daily x 7 days (0.73-1.35) |(0.50-0.71)
Elagolix Midazolam 2 mg single 300 mg twice daily 2 0.56 0.46
Based on the mechanism of action of Elagolix, estrogen-containing contraceptives are expected to reduce dose x 11 days (0.51-062) |(0.41-0.50)
the efficacy of Elagolix. The effect of progestin-only contraceptives on the efficacy of Elagolix is unknown. 150 0.65
m,
4.5. Drug Interactions once dgaily 1 0.81 (0.58
Potential for Elagolix to Affect Other Drugs x 13 days (0.74 - 0.89) -
Elagolix is: 0.72)
o Aweak to moderate inducer _of cytochrome P450 (CYP) 3A. Co-administration with Elagolix may Norethindrone 0.35 mg once 150 mg once daily » 0.95 0.88
decreas_e p_lasma concentrations of dru_gs_ that_are substrates_ of CYESA. daily x 112 days X 56 days (086-1.05) |(0.79-0.99)
o Aweak inhibitor of CYP 2C19. Co-administration with Elagolix may increase plasma concentra- - -
tions of drugs that are substrates of CYP2C19. Ethiny! estradiol
o Aninhibitor of efflux transporter P-glycoprotein (P-gp). Co-administration with Elagolix may in Ethinyl 35 meg and " 150 mg 1.15 1.30
crease plasma concentrations of drugs that are substrates of P-gp The effects of co-administra- Estradiol triphasic norgestimate i 21 1.07-1.2 119-142
stradio once daily (1.07-125) |(1.19-1.42)
tion of Elagolix on concentrations of concomitant drugs and the clinical recommendations for 0.18/0.215/0.25 mg
these drug interactions are summarized below. once daily
Drug Interactions: Effects of Elagolix on Other Drugs ; 087 085
9 9 g Norelgestromina (0.78-097) (0.78-092)
Concomitant Drug Effect on Plasma 0.89 0.92
Class: Exposure of Clinical Recommendations Norgestrela 0.78 - 1.00 0.84 - 1.01
Drug Name Concomitant Drug (078 - 1.00) (084-101)
Increase monitoring of digoxin concentrations and poten- Ethinyl ;t]hmyl /eLs tradiol el 53.0 mdg i 2 1.36 218
Cardiac glycosides: tial signs and symptoms of clinical toxicity when initiating Estradiol 0 1mcg lev:)ngrges re 1'? o ally (1.27-145) |(1.99-2.39)
digoxi ! ) 1 digoxin Elagolix in patients who are taking digoxin. -1 mg single dose X ays
igoxin o " - L o
If Elagolix is discontinued, increase monitoring of digoxin Levonoraestrel 0.97 0.73
concentrations. 9 (0.88-1.07) (0.64-0.82)
- — Consider increasing the dose of midazolam by no more . 300 mg
Benzodiazepines: . y P L 40 mg single 7 ' 1.95 1.78
oral midazolam | midazolam than 2 lfoldyand individualize midazolam therapy based on Omeprazole dose twice daily 20 (150-253) |(1.39-227)
the patient’s response. x 9 days
Statins: | rosuvastatin Monitor lipid levels and adjust the dose of rosuvastatin, Cl: Confidence interval
rosuvastatin if necessary. *ratios for C_, and AUC compare co-administration of the medication with elagolix vs. administration of
Proton pum No dose adjustment needed for omeprazole 40 mg once the n;eglc‘]_attlor}alone, fimate
inhibitofy P + omeprazole daily when co-administered with Elagolix. When Elagolix ametabolite of norgestimate
omeprazole is used concomitantly with higher doses of omeprazole, No clinically significant changes were observed in exposures of sertraline, fluconazole, or

consider dosage reduction of omeprazole.

Combined hormonal
contraceptives:

oral ethinyl estradiol/
levonorgestrel

tethinyl estradiol
levonorgestrel

Advise women to use effective non-hormonal contracep-
tion during treatment with Elagolix and for 28 days after
discontinuing Elagolix.

The direction of the
arrow indicates the
direction of the change
in the area under

the curve (AUC) (1=
increase, | = decrease)

bupropion when 1 with elagolix 300 mg twice daily.

1.3 Pharmacogenomics

Hepatic uptake of elagolix involves the OATP 1B1 transporter protein. Higher plasma concentrations of
elagolix have been observed in 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 general-
ly less than 5% in most raciallethnic 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>C).

6. NONCLINICAL PROPERTIES
6.1 Carci is, M Impairment of Fertility

Potential for Other Drugs to Affect Elagolix

Elagolix is a substrate of CYP3A, P-gp, and OATP1B1.

Concomitant use of Elagolix 200 mg twice daily and strong CYP3A inhibitors for more than 1 month is

not recommended. Limit concomitant use of Elagolix 150 mg once daily and strong CYP3A inhibitors to 6
months.

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

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

The effect of concomitant use of P-gp inhibitors or inducers on the pharmacokinetics of Elagolix is
unknown. OATP1B1 inhibitors that are known or expected to significantly increase elagolix plasma concen-
trations are contraindicated due to increased risk of Elagolix associated adverse reactions.

4.6. Use in Special Pop (such as preg| tati
geriatric patients etc.)

Pregnancy

There is a pregnancy registry that monitors outcomes in women who become pregnant while
treated with Elagolix.

women, ic

t women, |

Lactation

There is no information on the presence of elagolix or its metabolites in human milk, the effects on the
breastfed child, or the effects on milk production. There are no adequate animal data on the excretion of El-
agolix in milk. The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for Elagolix and any potential adverse effects on the breastfed child from Elagolix.

Females and Males of Reproductive Potential
Based on the mechanism of action, there is a risk of early pregnancy loss if Elagolix is administered to a
pregnant woman.

Pregnancy Testing

Elagolix 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
Elagolix. Perform pregnancy testing if pregnancy is suspected during treatment with Elagolix and discontin-
ue treatment if pregnancy is confirmed.

Contraception
Advise women to use effective non-hormonal contraception during treatment with Elagolix and for 28 days
after discontinuing Elagolix.

Pediatric Use

Safety and effectiveness of Elagolix in pediatric patients have not been established.
Geriatric Use

No information is available.

Hepatic Impairment

No dosage adjustment of Elagolix is required for women with mild hepatic impairment (Child-Pugh A). Only
the 150 mg once daily regimen is recommended for women with moderate hepatic impairment (Child-Pugh
B) and the duration of treatment should be limited to 6 months. Elagolix is contraindicated in women with
severe hepatic impairment (Child-Pugh C).

Renal Impairment
No dose adjustment of Elagolix is required in women with any degree of renal impairment or end-stage
renal disease (including women on dialysis).

4.7. Effects on Ability to Drive and Use Machines
Elagolix is unlikely to affect the ability to drive and use machines as it is not distributed in the central
nervous system.

4.8. Undesirable Effects

The following serious adverse reactions are discussed elsewhere in labeling:
e Bone loss

e Change in menstrual bleeding pattern and reduced ability to recognize pregnancy

o Suicidal ideation, suicidal behavior, and exacerbation of mood disorders

o Hepatic transaminase elevations

e Hot Flush

e Headache

o Nausea

o |nsomnia

Two-year carcinogenicity stJdies conducted in mice (50, 150, or 500 mg/kg/day) and rats (150, 300, or 800
mglkg/day) that administered elagolix by the dietary route revealed no increase in tumors in mice at up to
19-fold the MRHD based on AUC.

Elagolix was not genotoxic or mutagenic in a battery of tests, including the in vitro bacterial reverse
mutation assay, the in vitro mammalian cell forward mutation assay at the thymidine kinase (TK+/-) locus in
L5178Y mouse lymphoma cells, and the in vivo mouse micronucleus assay.

In a fertility study conducted in the rat, there was no effect of elagolix on fertility at any dose (50, 150, or
300 mg/kg/day).

7. PHARMACEUTICAL PARTICULARS
7.1 Incompatibilities
None

7.2 Packing Information

Elagolix Tablets 150mg
10’s PVC/PCTFE(Aclar) —Alu blister pack

Elagolix Tablets 200mg
14’s PVC/PCTFE(Aclar) — Peel push blister pack
14's PVC/PCTFE(Aclar) —Alu blister pack

7.3 Storage and Handling Instructions
Do not store above 30°C.
Keep out of reach of Children.

8. PATIENT COUNSELLING INFORMATION
Advise patients to read Prescribing Information.

Bone Loss
Inform patients about the risk of bone loss. Advise patients that supplementary calcium and vitamin D may
be beneficial if dietary intake of calcium and vitamin D is not adequate.

Change in Menstrual Bleeding Pattern, Contraception and Pregnancy

Advise women that Elagolix may delay the recognition of pregnancy because it may reduce the amount, in-
tensity, or duration of menstrual bleeding. Advise patients to use effective nonhormonal contraception while
taking Elagolix and to discontinue Elagolix if pregnancy is confirmed. Advise pregnant women that there is
a pregnancy registry that monitors outcomes in women who become pregnant while treated with Elagolix.

o I daatinng Qiricidal Rah

ior, and Exacerbation of Mood Disorders

Advise patients that suicidal ideation and exacerbation of mood diorders may occur with Elagolix use.
Instruct patients to seek immediate medical attention for suicidal ideation and behavior and for new onset
or worsening depression, anxiety, or other mood.

Liver Injury
Advise patients to promptly seek medical attention in case of signs or symptoms that may reflect liver injury,
such as jaundice.

Elagolix Missed Dose Instructions
Instruct a patient who miss a dose of Elagolix to take the missed dose on the same day as soon as she
remembers and then resume the regular dosing schedule:

* 150 mg once daily: no more than 1 tablet each day should be taken.

e 200 mg twice daily: no more than 2 tablets each day should be taken.

Elagolix Disposal Instructions
Instruct patients to dispose of unused medication via a take-back option if available or to otherwise follow
FDA instructions for disposing of medication in the household trash, and NOT to flush down the toilet.

9. DETAILS OF MANUFACTURER

MSN Laboratories Private Limited,
Formulations Division, Unit-06,

Sy. No. (Parts of), 745,811-813,824 & 825,
Burgul Village, Faroognagar Mandal,
Ranga Reddy District, Pincode 509202,
Telangana State, India.

10. DETAILS OF PERMISSION OR LICENCE NUMBER
Mfg. Lic. No.: TS/RR/2024-116346

11. DATE OF REVISION

May 2025
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