To be sold by retail on the prescription of Registered Medical Practitioner only

| The drug is approved subject to condition that it should be available under Ry d Nati

| Tuberculosis Control Program (RNTCP) only

BRAND NAME/PRODUCT NAME
BEDAQUILINE TABLETS 100MG
COMPOSITION

Each uncoated tablet contains:

Bedaquiline Fumarate

Equivalent to Bedaquiline............c.coc.... 100mg

WARNINGS

. An increased risk of death was seen in the Bedaquiline treatment. Only use Bedaquiline when an effective treatment regimen cannot otherwise
be provided.

. QT prolongation can occur with Bedaquiline. Use with drugs that prolong the QT interval may cause additive QT prolongation

DRUG DESCRIPTION

Bedaquiline fumarate is (1R, 28)-1-(6-bromo-2methoxy-3-quinolinyl)-4-(dimethylamino)-2-(1-naphthalenyl)-1-phenyl-2-butanol compound with
fumaric acid (1:1). It has a molecular formula of C,,H,,BrN,0,*C,H,0, and a molecular weight of 671.58 (555.50 + 116.07). The molecular structure of
bedaquiline fumarate is the following:

Bedaquiline fumarate is a white to almost white powder. It is freely soluble in methanol and dimethyl formamide and practically insoluble in water.
Bedaquiline fumarate is practically insoluble in aqueous media over a wide pH range and very slightly soluble in 0.01N HCI. The substance is soluble in
variety of organic solvents.

DOSAGE FORM AND STRENGTHS
Tablets: 100mg

INDICATIONS
Bedaquiline fumarate is an antimycobacterial drug indicated in adults (= 18 years) as part of combination therapy of pulmonary tuberculosis due to multi-
drug resistant Mycobacterium tuberculosis (MDR-TB) when an effective treatment regimen cannot otherwise be provided.

DOSE AND METHOD OF ADMINISTRATION

Bedaguiline fumarate should only be used in combination with at least 3 other drugs to which the patient's MDR-TB isolate has been shown to be sus-
ceptible in vitro. If in vitro testing results are unavailable, treatment may be initiated with Bedaquiline fumarate in combination with at least 4 other drugs
to which the patient's MDR-TB isolate is likely to be susceptible.

Throughout treatment with, and following the last intake of Bedaquiline Fumarate, patients should continue to take their companion drugs as directed.
The recommended dosage of Bedaquiline fumarate is:

. Weeks 1-2: 400 mg (4 tablets of 100 mg) once daily with food

e Weeks 3-24: 200 mg (2 tablets of 100 mg) 3 times per week with food (with at least 48 hours between doses) for a total dose of 600 mg per week.
The total duration of treatment with Bedaquiline fumarate is 24 weeks. The Bedaquiline fumarate tablet should be swallowed whole with water. Patients
should avoid alcohol use while on treatment.

Missed doses

Patients should be advised of the need to take Bedaquiline fumarate as prescribed. Compliance with the full course of therapy must be emphasized.
If a dose is missed during the first 2 weeks of treatment, patients should not make up the missed dose but should continue the usual dosing schedule.
From Week 3 onwards, if a 200 mg dose is missed, patients should take the missed dose as soon as possible, and then resume the 3 times a week
regimen.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category: B

Reproduction studies performed in rats and rabbits have revealed no evidence of harm to the fetus due to bedaquiline. There are, however, no adequate
and well-controlled studies of Bedaquiline fumarate in pregnant women. Because animal reproduction studies are not always predictive of human
response, this drug should be used during pregnancy only if clearly needed.

Nursing mothers

Itis not known whether bedaquiline or its metabolites are excreted in human milk, but rat studies have shown that drug is concentrated in breast milk.

In rats, treated with bedaquiline at doses 1 to 2 times the clinical dose (based on AUC comparisons), concentrations in milk were 6- to 12-fold higher than
the maximum concentration observed in maternal plasma. Pups from these dams showed reduced body weights compared to control animals throughout
the lactation period.

Because of the potential for adverse reactions in nursing infants, a decision should be made whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the mother.

Pediatric use
The safety and effectiveness of Bedaquiline fumarate in children and adolescents less than 18 years of age have not been established.

Geriatric use
Clinical studies of Bedaquiline fumarate did not include sufficient numbers of patients aged 65 and over to determine whether they respond differently
from younger patients.

Hepatic impairment
No dose adjustment is necessary for Bedaquiline fumarate in patients with mild or moderate hepatic impairment. Bedaquiline fumarate has not been
studied in patients with severe hepatic impairment and should be used with caution in these patients only when the benefits outweigh the risks.

Renal impairment
No dose adjustment is required in patients with mild or moderate renal impairment. In patients with severe renal impairment or end stage renal disease
requiring hemodialysis or peritoneal dialysis, Bedaquiline fumarate should be used with caution.

CONTRAINDICATIONS
None

WARNINGS AND PRECAUTIONS

Increased Mortality

An increased risk of death was seen in the Bedaquiline treatment group compared to the placebo treatment group in one placebo-controlled trial. One
death occurred during the 24 weeks of administration of Bedaquiline. The imbalance in deaths is unexplained. No discernible pattern between death
and sputum culture conversion, relapse, sensitivity to other drugs used to treat TB, HIV status, or severity of disease could be observed. Only use
Bedaguiline when an effective treatment regimen cannot otherwise be provided

QT Prolongation

Bedaquiline fumarate prolongs the QT interval. An ECG should be obtained before initiation of treatment, and at least 2, 12, and 24 weeks after starting
treatment with Bedaquiline fumarate. Serum potassium, calcium, and magnesium should be obtained at baseline and corrected if abnormal. Follow-up
monitoring of electrolytes should be performed if QT prolongation is detected.

The following may increase the risk for QT prolongation when patients are receiving Bedaquiline fumarate and therefore ECGs should be monitored
closely:

Use with other QT prolonging drugs including fluoroquinolones and macrolide antibacterial drugs and the antimycobacterial drug, clofazimine

a history of Torsade de Pointes

a history of congenital long QT syndrome

a history of hypothyroidism and bradyarrhythmias

a history of uncompensated heart failure

serum calcium, magnesium, or potassium levels below the lower limits of normal

Discontinue Bedaquiline fumarate and all other QT prolonging drugs if the patient develops:

. Clinically significant ventricular arrhythmia

. A QTcF interval of > 500 ms (confirmed by repeat ECG)

v Monitor ECGs frequently to confirm that the QTc interval has returned to baseline.

v If syncope occurs, obtain an ECG to detect QT prolongation.

Bedaquiline fumarate has not been studied in patients with ventricular arrhythmias or recent myocardial infarction.

Hepatic-related Adverse Drug Reactions (ADRs)

More hepatic-related adverse drug reactions were reported with the use of Bedaquiline fumarate plus other drugs used to treat TB compared to other

drugs used to treat TB without the addition of Bedaquiline fumarate. Alcohol and other hepatotoxic drugs should be avoided while on Bedaquiline

fumarate, especially in patients with diminished hepatic reserve.

e Monitor symptoms and laboratory tests (ALT, AST, alkaline phosphatase, and bilirubin) at baseline, monthly while on treatment, and as needed.

. An increase of serum aminotransferases to > 3xULN should be followed by repeat testing within 48 hours. Testing for viral hepatitis should be
performed and other hepatotoxic medications discontinued.

. Evidence of new or worsening liver dysfunction (including clinically significant elevation of aminotransferases and/or bilirubin and/or symptoms
such as fatigue, anorexia, nausea, jaundice, dark urine, liver tenderness, and hepatomegaly) in patients on Bedaquiline fumarate should prompt
additional evaluation by the prescriber.

. Discontinue Bedaquiline fumarate if:
= aminotransferase elevations are accompanied by total bilirubin elevation > 2xULN
= aminotransferase elevations are > 8XULN
= aminotransferase elevations persist beyond 2 weeks

Drug Interactions

CYP3A4 inducers/inhibitors

Bedaquiline is metabolized by CYP3A4 and its systemic exposure and therapeutic effect may therefore be reduced during co-administration with

inducers of CYP3A4. Co-administration of rifamycins (e.g., rifampin, rifapentine and rifabutin) or other strong CYP3A4 inducers used systemically should

therefore be avoided while on treatment with Bedaquiline fumarate.

Co-administration of Bedaquiline fumarate with strong CYP3A4 inhibitors may increase the systemic exposure to bedaquiline, which could potentially

increase the risk of adverse reactions. Therefore, the use of strong CYP3A4 inhibitors used systemically for more than 14 consecutive days should be

avoided while on Bedaquiline fumarate, unless the benefit of treatment with the drug combination outweighs the risk. Appropriate clinical monitoring for

Bedaquiline fumarate-related adverse reactions is recommended.

HIV-TB co-infected patients
There are no clinical data on the combined use of antiretroviral agents and Bedaquiline fumarate in HIV/MDR-TB co-infected patients and only limited
clinical data on the use of Bedaquiline fumarate in HIV/MDR-TB co-infected patients who were not receiving antiretroviral (ARV) therapy.

Treatment failure

Bedaquiline fumarate should be administered by directly observed therapy (DOT). Bedaquiline fumarate should only be administered in combination
with at least 3 drugs active against the patient's TB isolate. Isolates from patients who fail to convert or relapse following treatment should be tested for
bedaquiline minimum inhibitory concentrations.

DRUG INTERACTIONS

CYP3A4 is the major CYP isoenzyme involved in the metabolism of bedaquiline and the formation of the major N-monodesmethyl metabolite (M2), which
is 4 to 6-times less active in terms of antimycobacterial potency.

In vitro, bedaquiline does not significantly inhibit the activity of the following CYP450 enzymes that were tested: CYP1A2, CYP2A6, CYP2C8/9/10,
CYP2C19, CYP2D6, CYP2E1, CYP3A4, CYP3A4/5 and CYP4A, and it does not induce CYP1A2, CYP2C9, CYP2C19, or CYP3A4 activities.
CYP3A4 inducers/inhibitors

Bedaquiline exposure may be reduced during co-administration with inducers of CYP3A4 and increased during co-administration with inhibitors of
CYP3A4.

Rifampin (strong CYP3A4 inducer)

Due to the possibility of a reduction of the therapeutic effect of bedaquiline because of the decrease in systemic exposure, co-administration of be-
daquiline and rifamycins (e.qg., rifampin, rifapentine and rifabutin) or other strong CYP3A4 inducers used systemically should be avoided.

Ketoconazole (strong CYP3A4 inhibitor)

Due to the potential risk of adverse reactions to bedaquiline because of the increase in systemic exposure, prolonged co-administration of bedaquiline
and strong CYP3A4 inhibitors used systemically for more than 14 consecutive days should be avoided unless the benefit outweighs the risk. Appropriate
clinical monitoring for bedaquiline-related adverse reactions is recommended.

Other Antimicrobial medications
No dose-adjustment of isoniazid or pyrazinamide is required during coadministration with bedaquiline.

Antiretroviral medications

Kaletra (400 mg lopinavir/100 mg ritonavir)

Bedaquiline fumarate must be used with caution when co-administered with Kaletra and only if the benefit outweighs the risk.

Nevirapine

No dosage adjustment of bedaquiline fumarate is required when co-administered with nevirapine.

QT interval Prolonging Drugs

Additive or synergistic QT prolongation was observed when bedagquiline was co-administered with other drugs that prolong the QT interval.
UNDESIRABLE EFFECTS

The following adverse reactions have been identified following studies or have been reported in post-marketing experience with bedaquiline.
Adverse drug reactions are listed by system organ class (SOC) and frequency. Frequency categories are defined as follows: very common (= 1/10),
common (= 1/100 to < 1/10) and uncommon (= 1/1,000 to < 1/100).

System Organ Class (SOC) Frequency Category ADR’s
Nervous system disorders Very common Headache, dizziness
Cardiac disorders Common Electrocardiogram QT  prolonged
Gastrointestinal disorders Very common Nausea, vomiting

Common Diarrhoea
Hepatobiliary disorders Common Transaminases increased*
Musculoskeletal and connective tissue disroders | Very common Arthralgia

Common Myalgia

*Terms represented by ‘transaminases increased’ included AST increased, ALT increased, hepatic enzymes increased, hepatic function abnormal, and
transaminases increased.

Description of selected adverse reactions

Cardiovascular

In the controlled Phase IIb study (C208), mean increases from baseline values in QTcF were observed from the first on-treatment assessment onwards
(9.9 ms at week 1 for bedaquiline and 3.5 ms for placebo). The largest mean increase from baseline values in QTcF during the 24 weeks of bedaquiline
treatment was 15.7 ms (at week 18). After the end of bedaquiline treatment (i.e. after week 24), QTcF increases in the bedaquiline group gradually
became less pronounced. The largest mean increase from baseline values in QTcF in the placebo group during the first 24 weeks was 6.2 ms (also at
week 18).

In the Phase llb, open label study (C209), where patients with no treatment options received other QT-prolonging medicinal products used to treat
tuberculosis, including clofazimine, concurrent use with bedaquiline resulted in additive QT prolongation, proportional to the number of QT prolonging
medicinal products in the treatment regimen.

Patients receiving bedaquiline alone with no other QT prolonging medicinal product developed a maximal mean QTcF increase over baseline of 23.7
ms with no QT duration in excess of 480 ms, whereas patients with at least 2 other QT prolonging medicinal products developed a maximal mean QTcF
prolongation of 30.7 ms over baseline, resulting in a QTcF duration in excess of 500 ms in one patient.

Increased transaminases

In study C208 (stage 1 and 2), aminotransferase elevations of at least 3 x ULN developed more frequently in the bedaquiline treatment group (11/102
[10.8%] versus 6/105 [5.7%]) in the placebo treatment group. In the bedaquiline treatment group, the majority of these increases occurred throughout
the 24 weeks of treatment and were reversible. During the investigational phase in Stage 2 of study C208, increased aminotransferases were reported in
7179 (8.9%) patients in the bedaquiline treatment group compared to 1/81 (1.2%) in the placebo treatment group.

OVERDOSE

There is no experience with the treatment of acute overdose with Bedaquiline fumarate. General measures to support basic vital functions including
monitoring of vital signs and ECG (QT interval) should be taken in case of deliberate or accidental overdose. Removal of unabsorbed bedaquiline may
be achieved by gastric lavage or aided by the administration of activated charcoal. Since bedaquiline is highly protein-bound, dialysis is not likely to
significantly remove bedaquiline from plasma.

PHARMACODYNAMICS AND PHARMACOKINETIC PROPERTIES

Mechanism of action

Bedaquiline is a diarylquinoline antimycobacterial drug that inhibits mycobacterial ATP (adenosine 5™-triphosphate) synthase, an enzyme that is essential
for the generation of energy in Mycobacterium tuberculosis.

Pharmacodynamics

Bedaquiline is primarily subjected to oxidative metabolism leading to the formation of N-monodesmethyl metabolite (M2). M2 is not thought to contribute
significantly to clinical efficacy given its lower average exposure (23% to 31%) in humans and lower antimycobacterial activity (4 to 6-fold lower) com-
pared to the parent compound. M2 concentrations appeared to correlate with QT prolongation.

Pharmacokinetics

Absorption

After oral administration bedaquiline fumarate maximum plasma concentrations (Cmax) are typically achieved at approximately 5 hours post-dose. Cmax
and the area under the plasma concentration-time curve (AUC) increased proportionally up to the highest doses studied in healthy volunteers (700 mg
single-dose and once daily 400 multiple doses). Administration of bedaquiline with a standard meal containing approximately 22 grams of fat (558 total
Kcal) increased the relative bioavailability by about 2-fold compared to administration under fasted conditions. Therefore, bedaquiline should be taken
with food to enhance its oral bioavailability.

Distribution
The plasma protein binding of bedaquiline is > 99.9%. The volume of distribution in the central compartment is estimated to be approximately 164 L.

Metabolism/Excretion

CYP3A4 was the major CYP isoenzyme involved in vitro in the metabolism of bedaquiline and the formation of the N-monodesmethyl metabolite (M2),
which is 4 to 6-times less active in terms of antimycobacterial potency. Based on preclinical studies, bedaquiline is mainly eliminated in feaces. The
urinary excretion of unchanged bedaquiline was < 0.001% of the dose, indicating that renal clearance of unchanged drug is insignificant. After reaching
Cmax, bedaquiline concentrations decline tri-exponentially. The mean terminal elimination half-life of bedaquiline and the N-monodesmethyl metabolite
(M2) is approximately 5.5 months. This long terminal elimination phase likely reflects slow release of bedaquiline and M2 from peripheral tissues.

Specific Populations

Hepatic Impairment

No dose adjustment is deemed necessary in patients with mild or moderate hepatic impairment. Bedaquiline fumarate has not been studied in patients
with severe hepatic impairment and should be used with caution in these patients only when the benefits outweigh the risks. Clinical monitoring for
Bedaquiline fumarate-related adverse reactions is recommended.

Renal Impairment

Bedaquiline fumarate has mainly been studied in patients with normal renal function. Renal excretion of unchanged bedaquiline is not substantial (<
0.001%).

In a population pharmacokinetic analysis of MDR-TB patients treated with Bedaquiline fumarate 200 mg three times per week, creatinine clearance was
not found to influence the pharmacokinetic parameters of bedaquiline. It is therefore not expected that mild or moderate renal impairment will have a
clinically relevant effect on the exposure to bedaquiline, and no adjustment of the bedaquiline dose is needed in patients with mild or moderate renal
impairment. However, in patients with severe renal impairment or end-stage renal disease requiring hemodialysis or peritoneal dialysis, bedaquiline
should be used with caution and with increased monitoring for adverse effects, as bedaquiline concentrations may be increased due to alteration of drug
absorption, distribution, and metabolism secondary to renal dysfunction. As bedaquiline is highly bound to plasma proteins, it is unlikely that it will be
significantly removed from plasma by hemodialysis or peritoneal dialysis.

Gender
In a population pharmacokinetic analysis of MDR-TB patients treated with Bedaquiline fumarate no clinically relevant difference in exposure between
men and women were observed.

Race

In a population pharmacokinetic analysis of MDR-TB patients treated with Bedagquiline fumarate, systemic exposure (AUC) to bedaquiline was found
to be 34% lower in Black patients than in patients from other race categories. This lower exposure was not considered to be clinically relevant as no
clear relationship between exposure to bedaquiline and response has been observed in clinical trials of MDR-TB. Furthermore, response rates were
comparable in patients of different race categories that completed 24 weeks of bedaquiline treatment.

HIV Co-infection
There are limited data on the use of Bedaquiline fumarate in HIV co-infected patients.

Geriatric Patients

There is limited data on the use of Bedaquiline fumarate in TB patients 65 years and older.

In a population pharmacokinetic analysis of MDR-TB patients treated with Bedaquiline fumarate, age was not found to influence the pharmacokinetics of
bedaquiline.

Pediatric Patients
The pharmacokinetics of Bedaquiline fumarate in pediatric patients have not been evaluated.

Drug-Drug Interactions

Ketoconazole

Co-administration of bedaquiline and ketoconazole or other strong CYP3A4 inhibitors used systemically for more than 14 consecutive days should be
avoided, unless the benefit of the combination of these drugs outweighs the risk. Appropriate clinical monitoring for Bedaquiline fumarate-related adverse
reactions is recommended.

Rifampin

The combination of bedaquiline and rifamycins (e.g., rifampin, rifapentine and rifabutin) or other strong CYP3A4 inducers used systemically should be
avoided.

Antimicrobial agents

No dose adjustment of isoniazid or pyrazinamide during co-administration with Bedaquiline fumarate is required.
INCOMPATIBILITIES

Not applicable.

PACKING INFORMATION

HDPE bottle/ Alu-Alu blister pack

STORAGE AND HANDLING INFORMATION

Do not store above 30° C. Store in the original container or package in order to protect from light and moisture.

KEEP OUT OF REACH OF CHILDREN

MANUFACTURED IN INDIA BY:

MSN Laboratories Private Limited,
Formulation Division,

Unit II, Survey No. 1277 & 1319 to 1324,
Nandigama (Village and Mandal),
Rangareddy District, Pin Code: 509228,
Telangana, India.,

D034242-00



