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Fig. 3.4.7 Treatment outcomes for people diagnosed with MDR/RR-TB globally, 2012-2019
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Fig. 3.4.8 Treatment outcomes for people diagnosed with MDR/RR-TB who were started on
treatment in 2019, WHO regions and globally
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Kurativ behandling ved MDR-TB

1. The 6-month bedaquiline, pretomanid, linezolid and moxifloxacin (BPaLM) regimen

11 WHO suggests the use of the 6-month treatment regimen composed of bedaquiline,
pretomanid, linezolid (600 mg) and moxifloxacin (BPaLM) rather than 9-month or longer B dule 4 Tream e
(18-month) regimens in MDR/RR-TB patients.
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Hva er nytt?

BPaL(M) -regimet

Bedaquiline
« 200 mg daily
for 8 weeks

« 100 mg daily
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200 mg daily B Evt + moxifloxacin/levofloxacin
for 26 weeks 600 mg

daily
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Pretomanid — nytt medikament

o EUROPEAN MEDICINES AGENCY
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in the European Union.
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6-month all-oral regimen for MDR-TB. (NexT)

Esmail A et al., AJRCCM 2022 May 15;205(10):1214-1227.
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6-month all-oral regimen for MDR-TB. (NexT)

Esmail A et al., AJRCCM 2022 May 15;205(10):1214-1227

A 24-month WHO-defined outcomes (all participants; mITT population)
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6-month all oral (TB-PRACTECAL)

Nyang’wa. CROIl 2022. Abstr 79

BPal=Bedaquiline R — BPaL BPaL + BPaL + WHO SoC
Pretomanid Clofazimine Moxifloxacin  36-96 wk
Linezolid mITT n (%) (n = 60) (n = 64)

Unfavorable outcomes 14 (23.3) 12 (18.8)
Death
Open-label RCT = 0 1(1.6) 0 2(3.0)
= Early discontinuation 8 (13.3) 6 (9.4) 5(8.1) 28 (42.4)
| beki * Treatment failure 0 1(1.6) 0 0
Belarus, Uzbekistan, = Lost to follow-up 3 (5.0) 3 (4.7) 2 (3.2) 2 (3.0)
South Africa = Recurrence 3 (5.0) 1(1.6) 0 0
23% HIV-infection P value for noninferiority <.0001 <.0001 <.0001
30% cavitary disease P value for superiority .001 <.0001 <.0001
28% FQ-resistance Risk ratio (98.3% Cl)

0.48 (-o0 t0 0.85) 0.39 (-e= t0 0.71)  0.23 (o= t0 0.52)

— SAE or new grade 3 AE 15 (21.7) 23 (31.9) 14 (19.4) 43 (58.9) mm
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Linezolid works but at a cost!
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BPalL regimens for Drug-Resistant TB

Conradie et al., NEJM 2022 Sept 1;387(9):810-823

Bedaquiline Pretomanid
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BPalL regimens for Drug-Resistant TB (ZeNix Trial)

Conradie et al., NEJM 2022 Sept 1;387(9):810-823
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SimpliciTB Study Design SIMPLICITE

Treatment [
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SimpliciTB Participant Baseline Characteristics

\‘Parameter

2HRZE/4HR

(N=153)

MDR-TB

6BPaMZ
(N=152)
n (%)

Median Age (years) - IQR 34.0 (26.0, 46.0) 35.0 (25.0, 45.0) 35.0 (26.0, 47.0)
Male sex - n (%) 118 (77.1%) 112 (74.7%) 94 (61.8%)
Race White 25 (16.3%) 29 (19.3%) 31 (20.4%)
Black 119 (77.8%) 108 (72.0%) 82 (54.0%)
Mixed 6 (3.9%) 5(3.3%) 26 (17.1%)
Asian 3 (2.0%) 8 (5.3%) 13 (8.6%)
HIV positive - n (%) 27 (17.6%) 25 (16.7%) 35 (23.0%)
Median BMI - (kg/m?) 18.7 (17.2, 20.4) 19.3(17.6, 21.4) 19.3(17.1,22.2)
WHO Smear grade
1+ 28 (18.3%) 20 (13.3%) 37 (24.3%)
2+ 53 (34.6%) 49 (32.7%) 47 (30.9%)
3+ 72 (47.1%) 81 (54.0%) 67 (44.1%)
Median time to positive sputum
culture at baseline (IQR) 5.0(4.2,6.5) 46(39,6.2) 6.2(4.7,8.9)
Cavities in chest XR
Absent 37 (24.2%) 31(20.7%) 31(20.4%)
Unilateral 76 (49.7%) 75 (50.0%) 70 (46.0%)
Bilateral 40 (26.1%) 44 (29.3%) 50 (32.9%)
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Primary Efficacy Endpoint

Time To Culture Negative Status By 8 Weeks (MITT) SIMPLICITE

8- HAZARD RATIO
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e I —
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Dersom BPalL(M) IKKE kan brukes

KO rtere bEha ndllngStld er OK ua nsett! Time to unfavourable outcome (A) and failure or recurrence (B)
A 24-month WHO-defined outcomes (all participants; mITT population) A
—— Oral regimen
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Am @ _
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g ™ |44 (0 15 (29) 13 (31) 10 (34) 10 (34) NO'“L'Egi“’_E'; ¢ . 6 16 ¢
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Smittsomhet og isolasjon ved MDR-TB

Argument for lenger isolasjonstid av MDR-TB 2 ting:
1) Medisinene vi har tilgjengelige er mindre effektive
2) Smitte har stgrre konsekvens.
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The NEW ENGLAND JOURNAL of MEDICINE

RESEARCH SUMMARY

Treatment Strategy for Rifampin-Susceptible Tuberculosis

Paton Nl etal. DOI: 10.1056/NEJMoa2212537

Standard Treatment (24 Wk)

Death, Ongoing Treatment, or Active Disease

Moninferiarity margin, 12 percentage points
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Takk for innsatsen

Einar Heldal
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