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SIRTURO is indicated for use as part of an appropriate combination regimen in adult
patients with pulmonary tuberculosis (TB) due to Mycobacterium tuberculosis resistant to at
least rifampicin and isoniazid.

Consideration should be given to official guidance on the appropriate use of antibacterial
agents.
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4. CLINICAL PARTICULARS
4.1 Therapeutic indications

SIRTURO is indicated for use as part of an appropriate combination regimen in adult patients ferwith
pulmonary mu%&dr&g—res&tant tubercu1051s (M—DR—TB) due to Mycobacterlum tuberculoszs res1stant to at least
rifampicin and 1s0n1azrd ¢ : : ann :

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration

Treatment with SIRTURO should be initiated and monitored by a physician experienced in the management

of multi-drugresistant TB due to Myeobacterinm M. tuberculosis resistant to at least rifampicin and isoniazid.

The total duration of treatment with SIRTURO is 24 weeks. SIRTURO should be taken with food.

Treatment duration
The total duration of treatment w1th SIRTURO is 24 weeks

When treatment wrth SIRTURO is con51dered necessary beyond 24 weeks treatment may be continued up to
40 Weeks n adults ata dose of 200 rng three times per week—te—ebt&m—a—e&r&tr—ve restment—enserduration

e safety-surveillanee-(see sections

48and51)

Missed doses

If a dose is missed from week three onwards, patients should take the missed dose ef260-mg as soon as
possible and then resume the three times a week regimen. The total dose of SIRTURO during a 7-day period
should not exceed the recommended weekly dose (with at least 24 hours between each intake).

Method of administration
SIRTURO tablets should be swallowed whole with water and taken with food.
4.4 Special warnings and precautions for use

Resistance to bedaquiline

Bedaquiline must should only be used in an appropriate combination regimen for MBR-FB treatment
of pulmonary TB due to M. tuberculosis resistant to at least rifampicin and isoniazid as recommended
by official guidelines, such as from the WHO, to prevent development of resistance to bedaquiline
(see section 4.2).
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QT prolongation Eardievasenlarsafety

SIRTURO Bedaguiltine may prolongs the QTc interval. An electrocardiogram should be obtained
before initiation of treatment with SIRTURO and at least monthly after starting treatment to monitor
the QTc intervalwith-bedaguiline. 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 (see sections 4.5 and 4.8).

When bedaquiline is co-administered with other medicinal products that prolong the QTc interval
(including clofazimine, delamanid or fluoroquinolonesane-devefloxaein), an additive ersynergistie
effect on QT prolongation is expectedeannetbe-exeluded-(see section 4.5). Treatment with SIRTURO
may be considered after a favourable beneﬁt risk assessment and Wlth ECG momtormg Cabtens

Hepatic safety

Increases in transaminases er-aminotransferase-elevations accompanied by total bilirubin > 2x ULN
were seen in clinical trials during administration of SIRTURO with the background regimen (see
section 4.8). ....

CYP3A4 inducers

Bedaquiline is metabolised by CYP3A4. Co-administration of bedaquitine SIRTURO with moderate
or strong and-medicinal products-thatinduee CYP3 A4 inducersmay decreases bedaquiline plasma
concentrations and may reduce theits therapeutic effect of SIRTURO. Co-administration of
bedaguiline SIRTURO and moderate or strong CYP3A4 inducers used systemically, such as efavirenz
and rifamycins (i.e., rifampicin, rifapentine and rifabutin) should, therefore, be avoided (see

section 4.5).
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4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 inducers

In the Phase III study, co-administration of the weak CYP3A4 inducer nevirapine and SIRTURO as
part of combination therapy for up to 40 weeks in patients co-infected with HIV resulted in a mild
decrease in average bedaquiline exposure (AUC) compared to a subgroup without HIV co-infection.
This exposure difference was however not associated with a reduction in therapeutic effect. Therefore,
no dose adjustment is needed when co-administering SIRTURO with weak CYP3A4 inducers.

CYP3 A4 inhibitors

Co-administration of SIRTURO and CYP3A4 inhibitors does not have a clinically relevant effect on
bedaquiline exposure. Therefore, the co-administration of SIRTURO and CYP3A4 inhibitors is allowed, and
no dose adjustment is needed.

The short-term co-administration of bedaquiline and ketoconazole (strong CYP3A4 inhibitor) in
healthy adults increased the mean bedaquiline exposure (AUC) by 22% [90% CI (12; 32)]. In healthy
adults, 10 days of co-administration of another strong CYP3A4 inhibitor, clarithromycin, with
single-dose bedaquiline increased the mean bedaquiline exposure (AUC) by 14% [90% CI (9; 19)]. A
more pronounced effect on bedaquiline may be observed during prolonged co-administration of
CYP3A4 inhibitors.

In the Phase III trial, long-term co-administration of SIRTURO as part of a combination therapy and
lopinavir/ritonavir in patients co-infected with HIV resulted in a mild increase in mean bedaquiline
exposure at Week 24 compared to a subgroup without HIV co-infection. No dose adjustment is
required.

In the open-label Phase IIb trial, long-term co-administration of clofazimine and SIRTURO, as part of
a combination therapy for up to 24 weeks, did not affect bedaquiline exposure.

Other antituberculosis medicinal products

In a placebo-controlled clinical study in patients adults with TBrwlti-drasresistant-Mycobacteritin
tubererlosts, no major impact of co-administration of bedaguitine SIRTURO on the pharmacokinetics of

ethambutol, kanamycin, pyrazinamide, ofloxacin or cycloserine was observed.
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In an open label Phase IIb trial in adults, seanadditive increases in QTcF were observediarger in the
17 patientssubjeets who were using concomitant clofazimine at Wweek 24 (mean change from
reference QTcFef 31.9 ms compared to 12.3 ms)-than in patientssubjeets-who were not using

concomitant clofazimine) at-week24-(mean-changefrom reference-of 12.3-ms)(see-seetion4-4)-

In the Phase III trial, additive increases in QTcF were observed when combining clofazimine and
levofloxacin with SIRTURO (see sections 4.4 and 4.8).

In an interaction study of bedaquiline and ketoconazole in healthy adults, a greater effect on QTcF was
observed after repeated dosing with bedaquiline and ketoconazole in combination than after repeated
dosing with the individual drugs (see sections 4.4 and 4.8).

4.8 Undesirable effects

Summary of the safety profile

Adverse drug reactions for SIRTURO were identified from peeled Phase IIb clinical trial data (both
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controlled and uncontrolled C208 and C209) eentainrng 1n 335 adult patrents Who recelved SIRTURO for 8
weeks or 24 weeksin eom - . 2k ¢

adverse reactions were 1dent1ﬁed in the Phase IH actlve controlled trial 1nc1ud1ng 354 patlents who received
SIRTURO for 40 weeks or 28 weeks In these studres patrents received SIRTURO in comb1nat10n with other
ant1mycobacter1al drugsThe-ba : ausality-betw adv HEFed :

The most frequent adverse druag reactlons (> 10 0% of patlents) reported during treatment wrth

SIRTURO in the open-label Phase I1I eentreHed trials were QT prolongation (61% in the SIRTURO group vs
56% in the control group), nausea (54% vs 63%), vomiting (54% vs 62%), arthralgia (45% vs 33%),

transannnases 1ncreased (30% vs 29%) dlzzmess (18% Vs 21%) and headache (17% Vs lS%)naasea—@»é%v/o—r-n

Tabulated list of adverse reactions

System Organ Class (SOC) Frequency Category” ADRs

Nervous system disorders Very Common Headache, dizziness
protonged

Gastrointestinal disorders Very Common Nausea, vomiting

Common Diarrhoea

Hepatobiliary disorders Very Common Transaminases increased”%

Musculoskeletal and Very Common Arthralgia

connective tissue disorders Common Myalgia

Investigations Very Common Electrocardiogram QT
prolonged*

& Frequencies derived from Phase III trial STREAM Stage 2 40-week, all-oral treatment of
SIRTURO, levofloxacin, clofazimine, ethambutol, and pyrazinamide, supplemented by high-
dose isoniazid and prothionamide in the first 16 weeks (intensive phase).

** Terms represented by ‘transaminases increased’ included AST increased, ALT increased, hepatic
enzyme increased, hepatic function abnormal, hypertransaminasaemia, and transaminases
increased (see section below).

¢ Incidence of transaminases increased in the controlled Phase IIb study was Common (6.9% in
the SIRTURO group and 1% in placebo control).

4 Incidence of QT prolonged in Phase IIb study was Common (2.9% in the SIRTURO group and
3.8% in placebo control).

Description of selected adverse reactions

OT prolongation
Clinical trials of SIRTURO in adult TB patients collectively show a mild (<10 ms) QTcF increase
throughout treatment attributable to M2, the major bedaquiline metabolite. In combination with other QT-

prolonging drugs (e.g., clofazimine, delamanid, or fluoroquinolones), a prolongation of the QTc interval not

more than additive was observed (see section 4.5).

Lereliaveserdar

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 weelWeek 1 for SIRTURO and 3.5 ms for placebo).
The largest mean increase (at Week 18)frem—basehne—values—in QTcF during the 24 weeks of SIRFURO
treatment with SIRTURO was 15.7 ms , compared to 6.2 ms in the placebo groupfat
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week18). After the-end-eof SIRTURO-treatment with SIRTURO ended-e—afterweek24), the QTcF
graduallv decreased, and the mean value was similar to that in the placebo group bV studv Week 60 inereases
(see section 4.4).

In the Phase IIb, open- label study (C209), where patients with no treatment options received other QT-
prolonging medicinal products used to treat tuberewosispulmonary TB, including clofazimine,
concurrent use with SIRTURO resulted in additive QT prolongation, proportional to the number of QT
prolonging medicinal products—in-the-treatmentreghmen. In patients taking SIRTURO with no other QT-
prolonging drugs, there were no patients with QTcF interval durations above 480 ms, and in patients who
were taking at least two other QT-prolonging drugs, there was one patient with a QTcF interval duration

above 500 ms.

In the controlled Phase III study, in which the 40-week SIRTURO and active control treatment groups
included both clofazimine and a fluoroquinolone, the mean QTcF gradually increased from baseline over the
first 10 to 14 weeks, when a plateau was reached and additive QT prolongation was observed.

The highest mean QTcF increase from baseline was 34.5 ms for the SIRTURO-containing group and

29.9 ms for the non-SIRTURO-containing control. Throughout treatment, mean QTcF increase was

less than 10 ms higher in the SIRTURO-containing group compared to the control. Upon treatment
completion mean QTcF decreased steadily. QTcF values >500 ms were observed in 5.2% of patients

in the SIRTURO-containing group compared to 7.4% in the non-SIRTURO-containing control group
(see sections 4.4 and 4.5).

Increased transaminases

In stady Study C208 (Sstage 1 and 2), transaminase aminetransferase elevations of at least 3 x ULN
developed more frequently in the SIRTURO treatment group (11/462 101[10.89%] versus 6/485 104
[5.78%]) in the placebo treatment group. In the SIRTURO treatment group, the majority of these increases
occurred throughout the 24 weeks of treatment and were reversible. During the investigational phase in stage
Stage 2 of stady Study C208, increased transaminases aminetransterases were reported in 7/79-78 (89.90%)
patients in the SIRTURO treatment group compared to 1/8+ 80 (1.23%) in the placebo treatment group.

In the STREAM Stage 2 study, increased transaminases were reported in 63/211 (29.9%) patients in
the 40-week SIRTURO treatment group versus 59/202 (29.2%) patients in the 40-week active control group.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacodynamic effects

Bedaquiline has activity against Myeobacterinm M. tuberculosis complex strains with a minimal
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1nh1b1tory concentratlon (MIC) fe%d%ug—sen&&w&as—weﬂ—a&é&tg—res%ﬁ—s&m&émlﬂ—dﬁwesﬂmﬂ%

in the range of

<0. 008 to -0. 25-1—2—mg/Ll

..Bedaquiline is bactenostatlc for many non-tuberculous mycobacterial species. Mycobacterium xenopi,
Mycobacterium novocastrense, Mycobacterium shimoidei, Mycobacterium flavescens and non-
mycobacterial species are considered inherently resistant to bedaquiline.

Susceptibility testing breakpoints

MIC (minimum inhibitory concentration) interpretive criteria for susceptibility testing have been
established by the European Committee on Antimicrobial Susceptibility Testing (EUCAST) for
bedaquiline and are listed here: https://www.ema.europa.eu/documents/other/minimum-
inhibitoryconcentration-mic-breakpoints en.xlsx

Inherently resistant organisms
Mycobacterium xenopi
Mycobacterium novocastrense
Mycobacterium shimoidei
Mycobacterium flavescens
Non-mycobacterial species

Clinical efficacy and safety

A Phase IIb, placebo-controlled, double-blind, randomised trial (C208) evaluated the antibacterial
activity, safety, and tolerability of SIRTURO in newly diagnosed adult patients with sputum
smear-positive pulmonary MBPRH&R—and-pre-XPR-TB due to M. tuberculosis resistant to at least
rifampicin and isoniazid, including patients with resistance to second-line injectables or
fluoroquinolones. ....
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A final evaluation was conducted at Week 120. Main demographics for the ITT population were as follows:
63.1% were males, median age 34 years, 35% were Black, and 15% were HIV-positive. Cavitation in one
lung was seen in 58% of patients, and in both lungs in 16%. For patients in the mITT population with

full characterisation of resistance status, 76% (8485/44+112) were infected with an MDRH&RTB M.
tuberculosis strain resistant to rifampicin and isoniazid and 24% (27/44112) with a pre-XPR-TFB M.
tuberculosis strain also resistant to second-line injectables or fluoroquinolones.

The primary outcome parameter was the time to sputum culture conversion (i.e. the interval between
the first SIRTURO intake and the first of two consecutive negative-iguid MGIT cultures from sputum
collected at least 25 days apart) during treatment with SIRTURO or placebo (median time to
conversion was 83 days for the SIRTURO group, 125 days for the placebo group (hazard ratio, 95%
CI: 2.44[1.57; 3.80]), p < 0.0001).

In the SIRTURO group, no or only minor differences in time to culture conversion and culture
conversion rates were observed between patients with a M. tuberculosis strain resistant to rifampicin
and isoniazid pre=XPR-FB and patients with a M. fuberculosis strain also resistant to second-line
injectables or fluoroquinolones MPDRH&RTB.

Table 1: Culture Cconversion Status in C208

Patients with a M. tuberculosis strain resistant to rifampicin and isoniazid MBDRH&R-TFB

Patients infeeted with a M. tuberculosis strain resistant to rifampicin and isoniazid, and also to second-line
injectables or fluoroquinolones pre-XDR-TB

During the trial, 12.7% (10/79) of the patients died in the SIRTURO treatment group (N=79)
compared to 3.7% (3/81) of the patients in the placebo group (N=81). One death occurred during
administration of SIRTURO. The median time to death for the remaining nine patients was 344 days
after last intake of SIRTURO. In the SIRTURO treatment group, the most common cause of death as
reported by the investigator was TB (5 patients). The causes of death in the remaining patients treated
with SIRTURO varied. During the trial, there was no evidence of antecedent significant QTcF
prolongation or clinically significant dysrhythmia in any of the patients who died.

Study C209 evaluated the safety, tolerability, and efficacy of 24 weeks treatment with open-label
SIRTURO as part of an individualized individualised treatment regimen in 233 adult patients who
were sputum smear positive within 6 months prior to screening. This study included patients with M.
tuberculosis strains of all three resistance categories (resistant to rifampicin and isoniazid, also
resistant to second-line injectables or fluoroquinolones, and also resistant to second-line injectables

and fluoroquinolones MPRH&R—pre-XDR—and XDR-TB).

Conversion rates at Wweek 24 were highest (87.1%; 81/93) in patients with M. tuberculosis isolates resistant
to only rifampicin and isoniazid MBDRH&R-TFB; 77.3% (34/44) in pre-XPR-FB patients with pulmonary TB
due to M. tuberculosis resistant to rifampicin, isoniazid, second-line injectables or fluoroquinolones, and
lowest (54.1%; 20/37) in XBR-IB patients with M. tuberculosis isolates resistant to rifampicin, isoniazid,
second-line injectables and fluoroquinolones. Extent of resistance based on central laboratory drug
susceptibility testing results was not available for 32-3 1-subjeets patients in the mITT population. These
patients subjeets were excluded from the subgroup analysis by extent of resistance of Myeobacterivnt M.
tuberculosis strain.

At week Week 120, sputum culture conversion was seen in 148/205 (72.2%) patients. Conversion

rates at Wwveek 120 were highest (73.1%; 68/93) in patients with M. tuberculosis isolates resistant to

only rifampicin and isoniazid MBRH&RTIB, 70.5% (31/44) in preXPR-TB patients with pulmonary
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TB due to M. tuberculosis resistant to rifampicin, isoniazid, second-line injectables or fluoroquinolones and
lowest (62.2%; 23/37) in XBR-FB patients with M. tuberculosis isolates resistant to rifampicin, isoniazid,
second-line injectables and fluoroquinolones.

eoimen ot 2 AWPa d-11-O 1 409, d 0

Inhe open-label C209 trial, 6.9% (16/233) of the patients died. The most common cause of death as
reported by the investigator was TB (9 patients). Eight of nine patients who died of TB had not
converted or had relapsed. The causes of death in the remaining patients varied.

STREAM Stage 2 was a Phase III, open-label, multicentre, active-controlled, randomised trial
conducted to evaluate the efficacy and safety of SIRTURO co-administered with other oral anti-TB
drugs for 40 weeks in patients with sputum smear-positive pulmonary TB caused by M. tuberculosis
that was resistant to at least rifampicin, with or without resistance additionally to isoniazid and/or
second-line injectable agents or fluoroquinolones (but not both).

Patients were randomised to one of four treatment groups:

[0 Group A (N=32), the locally used treatment in accordance with 2011 WHO treatment guidelines
with a recommended 20-month duration

[ Group B (N=202), a 40-week control treatment of moxifloxacin or levofloxacin, clofazimine,
ethambutol, pyrazinamide, supplemented by injectable kanamycin, high-dose isoniazid, and
prothionamide in the first 16 weeks (intensive phase)

[ Group C (N=211), a 40-week, all-oral treatment of SIRTURO, levofloxacin, clofazimine,
ethambutol, and pyrazinamide, supplemented by high-dose isoniazid and prothionamide in the

first 16 weeks (intensive phase)

[ Group D (N=143), a 28-week treatment consisting of SIRTURO, levofloxacin, clofazimine, and
pyrazinamide supplemented by kanamycin injectable and a higher isoniazid dose for the first 8 weeks
(intensive phase)

SIRTURO was administered as 400 mg once daily for the first 2 weeks and 200 mg 3 times/week for the
following 38 weeks (in Group C) or 26 weeks (in Group D). Changes in treatment regimen were permitted at
the discretion of the investigator in all groups. Enrolment in Groups A and D was stopped prematurely due to
changes in the standard of care for TB treatment.

The primary objective was to assess whether the proportion of patients with a favourable efficacy outcome in
Group C was noninferior to that in Group B at Week 76.

The primary efficacy outcome measure was the proportion of patients with a favourable outcome at Week 76.
A favourable outcome at Week 76 was defined as last 2 consecutive cultures negative and no unfavourable
outcome. An unfavourable outcome at Week 76 encompassed clinically relevant changes in treatment, all
cause mortality, at least 1 of the last 2 culture results positive, or no culture results within the Week 76
window.

In the overall study population (N=588), 59.9% were male, median age was 32.7 years, 47.3% were Asian,

36.6% were Black, 16.2% were White and 16.5% were HIV-coinfected. Most patients had cavitation (73.1%),
with multiple cavities in 55.3% of patients. Of the 543 patients in the primary efficacy population (mITT

10
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population, defined as patients with a positive culture for M. tuberculosis at screening or randomisation),
12.5% of the patient’s M. tuberculosis isolates were resistant to rifampicin while susceptible to isoniazid,
76.4% had resistance to at least rifampicin and isoniazid, and 11% had resistance to rifampicin, isoniazid and
either second-line injectables or fluoroquinolones.

Table 2 shows the proportion of patients with a favourable or unfavourable outcome at Week 76 in the
STREAM Stage 2 Phase III trial. The proportion of participants with a favourable outcome at Week 76 was
82.7% in Group C compared to 71.1% in Group B. The main reason for an unfavourable outcome in both
groups was extension or modification of the assigned treatment regimen. Limitations of the study included its
open-label design; changes to the allocated treatment regimens were permitted in case of treatment failure,
recurrence or serious toxicity.

Table 2: Primary Analysis in STREAM Stage 2 (Phase III Trial)
mITT Population
SIRTURO? Active Control®
(N=196) (N=187)
Favourable outcome at Week 76 162 (82.7) 133 (71.1)
n (%)
Unfavourable outcome at Week 76 34 (17.3) 54 (28.9)
n (%)
Reasons for unfavourable outcome through Week 76¢
Treatment modified or extended 16 (8.2) 43 (23.0)
No culture results within Week 76 window 12 (6.1%) 7 (3.7)
Death through Week 76 5(2.6) 2 (1.1)
At least one of last 2 cultures positive at Week 76 1(0.5) 2 (1.1)

mlITT = modified intent-to-treat

*  Group C 40-week, all-oral regimen of SIRTURO, levofloxacin, clofazimine, ethambutol, and pyrazinamide, supplemented by high-dose
isoniazid and prothionamide in the first 16 weeks (intensive phase).

Group B 40-week control treatment of moxifloxacin or levofloxacin, clofazimine, ethambutol, pyrazinamide, supplemented by injectable
kanamycin, high dose isoniazid and prothionamide in the first 16 weeks (intensive phase).

Patients were classified by the first event that made the patient unfavourable. Of the patients with an unfavourable outcome at Week 76 in the
control group, 29 patients had a treatment modification from their allocated treatment that included SIRTURO as part of a salvage regimen.

b

c

The frequency of deaths was similar across treatment groups through Week 132. In the 40-week SIRTURO
group, 11/211 (5.2%) patients died; the most common cause of death was related to TB (5 patients). In the 40-
week active control group, 8/202 (4.0%) patients died, including 4 of 29 patients who received SIRTURO as
part of a salvage treatment; the most common cause of death was related to respiratory pathology. The
adjusted difference in proportion of fatal adverse events between the 40-week SIRTURO group and the 40-
week active control group was 1.2% [95% CI (-2.8%; 5.2%)].

11
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5.2 Pharmacokinetic properties

The pharmacokinetic properties of bedaquiline have been evaluated in adult healthy adults subjeets

and in adult multi-drugresistant-tuberewlosis-infeeted patients with active TB. Exposure to
bedaquiline was lower in srti-drugresistant-tuberenlosis-infeeted patients with pulmonary TB due to

M. tuberculosis resistant to at least rifampicin and isoniazid than in healthy subjeetsadults.

In adult patients with pulmonary TB, following 2 weeks of 400 mg bedaquiline once daily, mean (SD)
Cmax and AUC24h, ng-h/mL were 3060 (1124) ng/mL and 41510 (15064) ng-h/mL, respectively, for
bedaquiline and 326 (135) ng/mL and 7267 (3029) ng-h/mL, respectively, for the M2 metabolite.
Following 38 weeks of 200 mg bedaquiline three times weekly, mean (SD) Cmax and AUC168h,
ng-h/mL were 1787 (666) ng/mL and 168376 (74476) ng-h/mL, respectively, for bedaquiline and

246 (103) ng/mL and 39540 (17220) ng-h/mL, respectively, for the M2 metabolite.

Absorption

Maximum plasma concentrations (Cmax) are typically achieved at about 5 hours post-dose. Cmax and the
area under the plasma concentration-time curve (AUC) increased proportionally up to the-highest

doses studied (700 mg single-dose and once daily 400 mg for 14 days multiple-doses). Administration

of bedaquiline with food 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.

Special populations

Elderly patients

wnhotdes

In a population pharmacokinetic analysis of tuberculosis patients (age range 18 years to 68 years)
treated with SIRTURO age was not found to influence the pharmacokinetics of bedaquiline.

In five patients 65 to 69 years of age, the systemic bedaquiline exposure was similar to that of other
adults.

Race

In a population pharmacokinetic analysis of tuberculosis patients treated with SIRTURO, exposure to
bedaquiline was found to be lower in Black patients than in patients from other race categories. This
lower bedaquiline exposure in Black patients was not associated with lower efficacy in clinical trials,

and no dose adJustment is needed was—&e%ee&&demd%e—be—ela&e&ﬂwe%eva&kas&ae—eleme%&&e&sh—rp

5.3 Preclinical safety data
In a rat carcinogenicity study, bedaquiline, at the high doses of 20 mg/kg/day in males and
10 mg/kg/day in females, did not induce any treatment-related increases in tumour incidences.
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Compared to the exposures (AUC) observed in subjeets-patients with pulmonary MBR-TB in the
bedaquiline Phase II trials, the exposures (AUC) in rats at high doses were similar in males and 2-fold
higher in females for bedaquiline, and 3-fold higher in males and 2-fold higher in females for M2.
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	SIRTURO is indicated for use as part of an appropriate combination regimen in adult patients with pulmonary tuberculosis (TB) due to Mycobacterium tuberculosis resistant to at least rifampicin and isoniazid.
	Consideration should be given to official guidance on the appropriate use of antibacterial agents.

