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Global burden estimates (2021 Global TB report)
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Impact of COVIEL9 on TB notifications in <l15years
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Treatment initiation in children with MDR/RR B
w Reporting on # of children <15y GLOBAL
initiated on secondine treatment for |t . Sy )

RepoRT _ (@) (W 3360 (60% 1844 (57%
MDR/RRTB since 2020 o (60%) (57%)

"% W Russian Federation A76 54
w 6 countries(see table on top right)
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South Africa 332 162

reportedx m 1 1 Ostaktéd BriNJS Ukraine 161 115
treatment (81% of all cases) in 2019 Pakistan 110 76
Kazakhstan 100 75
w Drop in numbers starting treatment in 2020 Global total 5588 3935
¢ Drop compared to 20109:
¢ 42% in children <15; 27% in adults >15 MDR/RR| MDR/RR| % children | % of estimated
. . among all annual burden
¢ % of children among all patient8:5% MDR/RRTB | in children*
¢ Estimated treatment coverage (based on 2018 156205 3398 2.2% 10.6%
modelling data)10% 2019 177099 5588 3.2% 17.5%

World Health 2020 128338 3235 2.5% 10.1% J

Organization * Estimated annual burden 32 000 (Dodd, 2016; Jenkins, 2018)




The case detection and prevention gaps
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The prevention gap

In 2020.almosttwo thirds of

1.1

million eligible contacts <5 years* ddiOT
access TB preventive treatment (TPT)

WHO recommends TB prevention including:

—~ <] Preventive (~ Infection ~j BCG
O therapy O control vacci

measures

‘ In the 158 countries for which data on BCG covera

available, 120 reported coverage of at least 90%

ge are
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WHO consolidated guidelines and operational handbomk

the management of TB in children and adolescents

operational

d handbook
guidelines

Handbook: https://www.who.int/publications/i/item/9789240046832

_ EMDTB - a

Guidelines: https://www.who.int/publications/i/item/9789240046764l‘
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Summary of new recommendationsdiagnostic approaches

In children with signs and symptoms of pulmonary Xjgert Ultra should be used
as the initial diagnostic test for TB and detection of rifampicin resistance on
sputum, nasopharyngeal aspiratgastric aspirate or stoglrather than smear

microscopy/culture and DST

(UPDATEDstrong recommendation, moderate certainty of evidence for test accuracy in stool and gastric
aspirate; low certainty of evidence for test accuracy in sputum; very low certainty of evidence for test accuracy

In nasopharyngeal aspirate)

In children with presumptive pulmonary TE
attending health care facilitiesytegrated
treatment decision algorithmsnay be

used to diagnose pulmonary TB PR
(NEWINTERIMonditional recommendation, very low |
certainty of evidence)
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Call for expressions of interest:
Generation of data to externally
validate treatment decision
algorithms for tuberculosis in
children

5 June 2022 | Expression of inserest | Geneva
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n March 2022, the Workd Health Organization (WHO) Glebal

considenng the need for addtional evidence. Evidence will need to be generated to review the 'CArm\mcnﬂmiwn
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Shorter treatment duration in childrerwith non-severe TB '

In children and adolescents between 3 months and 16 years of age with- non
severe TB (without suspicion/evidence of MDR/RIB), a 4month treatment
regimen (2HRZ(E)/2HR) should be used.

(NEW:Strong recommendation, moderate certainty of evidence)

A Recommendation informed by SHINE trial
A Multi-centre, openlabel, parallelgroup, noninferiority, SHINE:
randomized, controlled, twarm trial comparing 4nonth | "0
Treatment
versus the standard-fhonth treatment durations in children . . ., -
< 16 years of age with symptomatic nsavere TB Tuberculosis
A Nonvinferiority of the 4month regimen consistent across allin Children S H N E
Intention-to-treat, perprotocol and key secondary analyses “'
o

A Including 2 IMPAACT sites (DTTC, Pune) &
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Treatment of TB meningitis in children and adolescents

In children and adolescents with bacteriologically confirmed or clinically
diagnosed TB meningitis (without suspicion or evidence of MDR/HE3, a 6
month intensive regimen (6HRZEto) may be used as alternative option to the
12-month regimen (2HRZE/10HR)

(NEW:conditional recommendation, very low certainty of the evidence)

A Short intensive (high dose) regimen used in South Africa for decades

A Meta-analysis:

A Shorter intensive regimen: lower death rates, and higher successful
treatment rates, but higher proportion of survivors with
neurological sequelae

A Very low certainty datg not favouringone regimen over the other
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New recommendations on DEB treatment

Aln children with MDR/RRTB aged below 6 years, an-altal treatment regimen
containing bedaquiline may be used
Aln children with MDR/RREB aged below 3 years, delamanid may be used as part

of longer regimens

(NEW: both conditional recommendations,
very low certainty of the evidence)

These recommendations make it possible to

build all oral regimens for children of all ages

A In TB high burden settings,decentralized models of care and igrhily-centred,
Integrated models of carenay be used to deliver TB services to children and adolesce

with signs and symptoms of TB and/or those exposed to TB
(NEW both conditional recommendations, very low certainty evidence)
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Rapid communication DRB (May 2022)

w 6-month BPaLM(bedaquiline pretomanid linezolid (600mg),
YZEAFE2EFOAY O Yl & 0S dzaASR LJIN
¢ BPalif fluoroquinolone resistant

w 9-month, all-oral, bedaquilinecontaining regimensare
preferred over longer (>18onths) regimens in adults and
children with MDR/RHR B

¢ 2 months of linezolid as alternative to 4 months of ethionamide
¢ 4-6 Bdq[6]-Lfx[Mfx]-Lzd[2]-EZ-H-Cfz/ 5 Lix[Mfx]-CfzZ-Eor
¢ 4-6 Bdq[6]-Lfx[Mfx]-Eto-EZ-H'-Cfz/ 5 Lfx[Mfx]-CfzZ-E
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Rapid communication:
Key changes to the treatment of drug-resistant
tuberculosis

May 2022
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Organization

https://apps.who.int/iris/rest/bitstreams/1420701/retrieve




Historical context: BDQ recommendations and regulatory approval

March 2014
First WHO (conditional) £ " —

MAconditional

June 2020
WHO updated

recommendation on RN y recommendation: &

bedaquiline in adults with pulmonary May 2020 Short all oral bedaquiline <= Bedaquilinecan be

{830 6 CAUSENe MDRTB (100 mg) O2yul AyAy3d NB I I
C209) g USFDA approval for (based on IPD metanalysis) P

shorter and longer
regimens in people
with MDR/RRTB of

all ages

and 100 mg tablets
are available throug
{d2L) ¢. t|

X pe ox mMp 130
(200 mg, 20 mg tabs)

USFDA Insufficient evidence -
Al to change 2013 WHO up_date_d EMA approval for Global Drug Facility
I LILINR O f recommendation recommenc;latlgns. strong X P& 6% Mp | EWHO - dated
with pulmonary Nt%r IE? ?U\S}I%n;l éltong;\e ry (100 mg, 20 mg tabs) recommendaﬁon on use in
MDRTB (100 mg) 5 6LEf 385
in 6-17 y (based on data ) March 2021 XKce o ao
from IPDP1108and S data fromP1108and C211)

c211)

Adapted from a slide by Tiziana Masin|




Evidence on BDQ presented to the WHO GDG

Data reviewed:

¢ Data fromIMPAACT P1108 (children aged 8), JanssefMC207C211
(children aged 4.8) andpaediatricDRTB IPD

Findings (trials)

¢ Small sample size of children below 6 years (N=12 from IMPAACT P110§)

¢ All PK and safety data from P1108 available at the time used
¢ Efficacy extrapolated from adults
¢ No cardiac safety signals distinct from adults

¢ PopPHKnodels from both studies suggest adult drug exposures can be
achieved in most children

IMPAACT P110®hase I/l
dose findingmodified age de
escalationstudy to evaluate
the PK, safety and tolerability
of BDQ in children with MDR
TB with and without HIV

Janssen TMC206Z211 phase
ll, openlabel, singlearm study
to evaluate the PK, safety,
tolerability and anti
mycobacterial activity of BDQ
In children and adolescents 0
17 years with MDRB
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Evidence (paediatric DRB IPD): BENEHKIds

w 24,231 records, majority fronmdia and South Africa~20,000 used for
matched analysis of treatment outcomes (>15 countries)

w BDQ significantly associated wghorter treatment durationand
ower injectable use

w High overall treatment success

w IPD overall: majoritgonfirmed DRTBand ahigh % of adolescents
suggesting many young children with MDR/RERNnot yet routinely
diagnosed and treated &%,
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EXxpert consultation on dosing for new recommendations

w Separate process to develop dosing strategy

w Interim dosing guidance based on available data using
population PK modeling and simulation tools
¢ Individual data from P1108, C211 and MBPIR?

¢ P1108 data shared from cohorts 2 and 3, additional data shared
since GDG (N=17); all data sharing governed by a@i>Adata
In children < 2 years.

w Combined agand weightbased approach in children <6y

w 20 mg dispersible formulation preferred, but 100 mg adult
formulation can be used (pill burden, availability)

w Pharmacometrion BDQ and DLM led by Elin Svensson
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