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Supplementary Table S1. Search string for literature collection in PubMed. 

   Database   

   PubMed  

Keywords for the 
substances 

  Isoniazid 

Rifampicin 

Ethambutol  

Pyrazinamide 

Streptomycin 

Levofloxacin  

Bedaquiline  

Linezolid  

Clofazimine  

Cycloserine  

Terizidone  

Pretomanid/PA824 

 

Keywords for kinetics, 
plasma concentration, 
blood concentration 

  pharmacokinetics [MeSH term]; plasma concentration 
[Title/Abstract] OR plasma concentrations 
Title/Abstract]  

 

Keywords for milk 
concentration 

  human milk concentration [MeSH term];  

Keywords for infant 
plasma concentration 

  infant plasma concentration [MeSH term];  

 

 

 

 

 



 

Supplementary Table S2. Checklist for quality assessment of clinical pharmacokinetic studies according to 
Gafar et al. (Gafar et al., 2022)  

Appraising Background  

1.  Was a clear description of the objectives of the study provided?  Yes/No/NA  1/0/0  

2.  Was a clear and comprehensive rationale provided to support the purpose 
of the study?  

Yes/No/NA  1/0/0  

Appraising Study Design and Experimental Methods  

3.  Was the chosen study design appropriately selected and justified?  Yes/No/NA  1/0/0  

4.  [Slightly modified from the original version] Was the description of at 
least the drug dose (in mg or mg/kg of body weight) and dosing interval 
(single-dose, daily, or intermittent [trice weekly] dose, etc.), with addition 
of drug administration (taken whole by mouth, crushed/dispersed and 
taken via syringe/nasogastric tube, etc.) justified for the intended study?   

Yes/No/NA  1/0/0  

5.  Were the outcome measures endpoints of the study appropriate to address 
the objectives of the study?  

Yes/No/NA  1/0/0  

7.  Were the exclusion criteria of participants included and appropriate for the 
intended outcomes of the study?  

Yes/No/NA  1/0/0  

 

8.  Were the relevant baseline characteristics of the participants adequately 
described?  

Yes/No/NA  1/0/0  

9.  Were plausible interacting covariates described a priori or in post hoc 
evaluation?   

Yes/No/NA  1/0/0  

10.  Was the description of the used biological sample analytical methods or 
citations of prior validation studies provided in the publication or 
affiliated appendix?   

Yes/No/NA  1/0/0  

11.  Was the method of data sampling of analytics appropriate for the study?   Yes/No/NA  1/0/0  

12.  Was a clear description of the sampling site provided and justified?   Yes/No/NA  1/0/0  

13.  [Slightly modified from the original version] Was the number of samples 
taken within the sampling period appropriate for the assessment of total 
plasma exposure (i.e., area under the concentration-time curve from 0-24 
h post-dose [AUC0-24]), including assessment of AUC0-24 using non-

Yes/No/NA  1/0/0  



compartmental pharmacokinetic analysis or population pharmacokinetic 
modelling?  

14.  Were sample storage conditions appropriate and described in a manner 
that could be accurately replicated?   

Yes/No/NA  1/0/0  

 

15.  If applicable, was there a clear description of the pharmacokinetic model, 
its development, validation and justification for use. 

Yes/No/NA  1/0/0  

16.  If applicable, was the described population pharmacokinetic approach 
validation method appropriate for the analysis?   

Yes/No/NA  1/0/0  

17.  Were the essential pharmacokinetic parameters required to make the 
results applicable in clinical settings included?   

Yes/No/NA  1/0/0  

18.  Were the pharmacokinetic equations used to calculate the patient’s 
pharmacokinetic parameters presented or cited within the article?   

Yes/No/NA  1/0/0  

Appraising Applied Statistics  

19  Were the chosen statistical tests and software to perform the statistical 
analysis appropriate to achieve the study objectives?  

Yes/No/NA  1/0/0  

Appraising Results  

20  Were all patients enrolled in the study accounted for?   Yes/No/NA  1/0/0  

21  In the event of missing data or outliers, was the process for analysis 
justified and appropriate?  

Yes/No/NA  1/0/0  

22 Were appropriate summary statistics to describe centrality and variance 
used to present the pharmacokinetic results?   

Yes/No/NA  1/0/0  

 

 

 

 

 

 



 

 

 

Supplementary Table S3. Relevant parameters used in the calculation of milk/plasma ratio for pretomanid. 

Parameter Value Reference 
pH plasma 7.4 (Atherton, 2009) 
pH milk 6.60 ± 0.28 (Filatava et al., 2023) 
Crematocrit  9.53 ±3.98 (Meier et al., 2006) 
Fraction of fat in 
milk 

0.038-0.039 (Bobiński and Bobińska, 2022) 

Log PO/W 2.42 Assessment Report, 25 June 2020 
EMA/200048/2020 
Committee for Medicinal Products for Human Use (CHMP) 

Molecular weight 359.26 PubChem 
pKa 7.0 PubChem 
Fu plasma 13.6 PubChem 

 

 

 

Equations for calculation of M:P ratio according to Abduljalil et al. (Abduljalil et al., 2021) 

  𝑓௣௨௡ = 11 + 10(௣௄௔ ି ୮ୌౌౢ౗౩ౣ౗) 

𝑓௠௞௨௡ =  11 + 10(௣௄௔ ି ୮ୌ౉౟ౢౡ) 

fuୱ୩୧୫୫ୣୢ = fu௣  ଴.ସସ଼0.000694଴.ସସ଼ + fu௣  ଴.ସସ଼ 

fu௠௞ =  1𝑓𝑤fuୱ୩୧୫୫ୣୢ + 𝑓୤ୟ୲ · Log 𝑃୫୧୪୩ 

𝑆𝑊 =  11 + Crt · (fu௠௞ · Log 𝑃௢:௪ − 1) 𝑀𝑃 = fu௣ · 𝑓௣௨௡𝑓௠௞௨௡  ·  1𝑓u௠௞ · ൫ ௌௐ൯ 



 

Supplementary Figure S1. Flowchart outlining the cumulative number of retrieved articles at each stage of 
the literature review for the pharmacokinetics, milk concentrations and breastfed infant’s plasma 
concentration data of antituberculosis drugs. 
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