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Background U Resuits

In 2010, the World Health Organization (WHO) increased the 40 studies included WHO 2010 dosing was associated with a
T recommended doses of first-line tuberculosis (TB) medications for (33 cohorts, 4 randomized trials, 2 case series, 1 case-control) |j significant increase in AEs, severe AEs, and drug-
children.?
related adverse effects.
Review question: Is higher WHO 2010 TB drug dosing associated with a , — ; , . . . .« g
4 5 5 5 d550tlat . Table 1: Pooled proportions of AEs for participants with known dosing. Hepatoxicity did not significantly change between
’) change in adverse events (AEs) compared to lower doses in children with . . , . L
. TB disease? dosing regimens; while not statistically significant,
| Al Pre-WHO 2010 WHO 2010 the 4% absolute increase in WHO-2010 dosing may
) N ' / )
7 Objectives: 1) Determine the proportion of children experiencing AEs litusdcl)(; P (N_Lgs;;w cl) P (N_2'86935)<y Cl Prualue be clinically important and became statisticall
: : : =5, ti ti
&J  during first-line TB therapy, 2) Compare AEs for WHO 2010 and pre-WHO ( ) Proportion (95% Cl) _ Proportion (35% CI) o y P Y
- Any AE 682 8 (4-15) 26 (18-34) 0.001 significant in several subgroups
2010 dosing & & P>-
' Drug-related adverse effect 401 2 (0-5) 10 (4-18) 0.004
Please scan for our PROSPERO protocol: Change in therapy due to AE 56 3 (0-9) 2 (0-7) 0.82 Further dose escalation should be done cautiously
Severe AE 33 0 (0-2 2 (0-5 0.04 : : :
Hepatotoxicity 252 5 ((1-11)) 9 ((4-15)) 0.23 and with careful monitoring.
Drug-related.hepatotoxmlty 39 0 (0-1) 0 (0-1) 0.2 Findings are limited by high between-study
Change in therapy 39 0 (0-3) 1 (0-6) 0.1 _ .
Population: Children =19 years old with TB disease receiving first-line due to hepatotoxicity heterogeneity and low study quality.
drugs. Excluded: drug-resistance, latent TB infection, relapsed TB, and Ga\s/t_r?'”te:]t'”a' AE 599 (2)(8'(15) 13 (3'28) 060(2)9
. . . ISION Change - - .
non-first line regimens. 5 (0-1) (0-5)
Intervention & comparison: WHO 2010 dosing (mg/kg/day) of 23 drugs Figure 1: Forest plot of the pooled proportion of any AE. Figure 2: Forest plot of the pooled proportion of hepatotoxicity.
P P prop Y P P pProp P y
dosed at: H 10-15, R 10-20, Z 30-40, E 15-25 vs. HRZE at any lower dose.
Primary outcome: Proportion with any AE. study - N No | proportion (95% study S proportion (95%
| (Errg-g\grl?zc)c())(lg(;g%g)dosung (confirmed and pregsumed) %3 I_ : 888 8%' 8%171 2}‘_8[;\32:'3 2(02]6%3;35ing (confirmed a(;'d presumed) - : o100 20.00, 007
Secondary outcomes: Drug-related adverse effects, mild/severe AE abis 2008) 6 32 = . 002 (0.1, 0.04 ?;E%:E‘é’aéézg) : 523 o ; 002 ngg‘%’: 0,04
(CTCAE v5.0), hepatotoxicity, vision change, and other AEs. AlBossar (3002 81 = 010007 1 o 100 : i - 023 i o2
. . versiitlona A ——— o1 0 025 wensinn! (ot A = —— 013 looe 023
Search strategy: MEDLINE, Ovid, Embase, Cochrane Central Regls’Fer of §§ﬁi§f§2<l.°f%g’i)gg_38%,p<o,001) ERN —= i mar2000) "2 ; = - 033 58:3‘1’;8:1‘1’5
q Controlled Trials, Scopus, ClinicalTrials.gov, and Global Index Medicus WHO 2040 dosin (conimed nd resmsd) - 5 oo o WHO 2010 dosing confrmed snd presumed ) 5 o0 000 000
hed without dat tricti March 23 and July 23, 2024 bt ) : = ' 009 10:0%, 0:69 Gardia-prats (2021 0 % ' 0.00 28-88' 8'223
Were Sea rC e Wi OU a e reS rIC IOnS On arC an U y ) . &gﬁg’l&tgz%izw) 27 ézz -I-'- : §§§ §§§: §(£E7; Llfrrlfclj?/a ?0?22%)18) % (1522 : 88(1) §888: 88}'%
. . : : : rkova : 08 (0.08, 0. urkova (2022) 2 01 (0.01, 0.
Risk of bias: Assessed with Joanna Briggs Institute tools, RoB-2, or i 850 o = S 08 82 ot 001, ? L~ 008 (057 007
Jindani (201 1 8 — 0.12 (0.02, 0.47 Paradkar (2022) 1 14 & 0.07 (0.01, 0.31
a4 ROBINS-I based on study type. o 1) i 2 ~ 020 (008, 022 o s 1 gg e o5 00z 027
- Seljger (2019) 1 > - 0.20{0.04, 0.62 Khantee (2021 4 34 _— 0.12 (0.05, 0.27
é Nansumba (2018) 30 144 —— 0.21(0.15, 0.28 Vi 7 Lo 1 E” - 0.12 {0 07'021}
Analysis: We performed a meta-analysis of proportions to generate gator 300" i a —- 07 (016,043 indoni0016) .% b e 012(082 047
silee] remertare @ AR #L”Ji%ﬂh‘éoig’gz) L% —= o oo a2t Ruslami (202)) 3 20 —w 020 (003, 0:45)
P PTop - Baradiar (202) . r—— Sl seiger C019) o 0 et T 020 (098052
ébdl,ldialorgggg(ZOZI) %20 %gS : —— = 8‘51% 8%5, 83? Tsakalldls(1992) 8 36 : i 0.22 20.12, 0.38;
et 013 5 B : = R e oier f % _—— 0ot o
g : 3 : = I SNRELS thou (2624) : s : = 036020039
Subtotal (IA2 = 94.52%, p < 0.001) —_ 0.26 (0.18. 0.34 Subtotal (12 =92.74%, p < 0.001) <.> 0.09 (0.04, 0.15)
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