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Table S1: Search strategy and electronic databases screened 

07.08.2018 PubMed No. of hits 

search order/strategy     

(DP = 2010 - present) 
AND  

tuberculosis[MeSH terms] OR tuberculosis OR TB OR mycobacterium 
tuberculosis[MeSH terms] OR mycobacterium tuberculosis OR Mtb OR M. 
tuberculosis  69044 

1 AND  
((full genome OR complete genome OR entire genome OR next generation OR whole 
genome OR deep OR genome) AND (sequenc*)) OR NGS OR WGS   2203 

1 AND 2 AND 
within-host OR within host OR within patient OR within-patient OR intra patient OR 
intra-patient OR in patient OR single patient OR during treatment  1043 

NOT PT= review AND 
1 AND 2 AND 3 AND  

serial* OR consecutive OR multiple OR several OR follow up OR emerg* OR 
acquired OR acquisition 314 

   

   
07.08.2018 Web of Science Core Collection [v 5.29] No. of hits 

search order/strategy For all searches only hits published between 2010 - 2018 included   

1 

tuberculosis[MeSH terms] OR tuberculosis OR TB OR mycobacterium 
tuberculosis[MeSH terms] OR mycobacterium tuberculosis OR Mtb  OR M. 
tuberculosis  84340 

within 1 
((full genome OR complete genome OR entire genome OR next generation OR whole 
genome OR deep OR genome) AND (sequenc*)) OR NGS OR WGS   2056 

within 1 AND 2 
within-host OR within host OR within patient OR within-patient OR intra patient OR 
intra-patient OR in patient OR single patient OR during treatment  437 

within 1 AND 2 AND 3 
serial* OR consecutive OR multiple OR several OR follow up OR emerg* OR 
acquired OR acquisition 210 
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Table S2: Inclusion and exclusion criteria for the comparison of micro-evolved loci between studies 

  Author & Reference 

Included in 

gene analysis 

(yes/no) Data set used Reason for exclusion  

1 Saunders et al (1) yes SNVs within article   

2 Comas et al (2) yes Suppl. Table 2 SNVs from in vitro single colonies excluded (see inclusion criteria) 

3 Walker et al (3) no   SNVs between serial isolates not described 

4 Sun et al (4) yes Table S2   

5 Farhat et al (5) yes Suppl. Table 17; IDs 6 - 13   

6 Bryant et al (6) yes Suppl. Table 1   

7 Clark et al (7) no   
SNVs could not be assigned to specific isolates, so unclear which ones are 
from serials and which ones from non-serial isolates 

8 Merker et al (8) yes 
Yellow highlighted genes in Table S1 (Patient A) and Table S3 
(Patient B) 

Table S5 (Patient C) excluded as exogenous re-infection, not within-patient 
microevolution 

9 Pérez-Lago et al (9) no   
Only nucleotide change indicated, but no gene name or loci (Table 2). Within 
main text only 2 genes mentioned. 

10 Eldholm et al (10) yes Suppl. Table 13059_2014_490_MOESM1_ESM.xlsx   

11 Guerra-Assunçao et al (11) no   

Suppl. Tables indicate relapse associated SNVs, but these are not necessarily 
all SNVs detected between pairs. Data not assignable to specific isolate (i.e. 
gain/loss, present in both isolates of a patient?) 

12 Witney et al (12) yes Table A1; only data of Case 2  
Complete set of SNVs between paired isolates only given for Case 2; no 
heterozygous SNVs though… 

13 Guerra-Assunçao et al (13) no   Same data than Guerra-Assunçao et al (11) 

14 Black et al (14) yes Table 5  SNV between in vitro grown single colonies excluded (see inclusion criteria) 

15 O'Neill et al (15) no   
Meta-analysis of data sets of Merker et al, Sun et al and Eldholm et al (4, 8, 
10) 

16 Stinear et al (16) yes Suppl. Table 1   

17 Pérez-Lago et al (17) no   No high confidence SNVs detected between serial isolates 

18 Bloemberg et al (18) no   Drug resistance-conferring mutations only 

19 Liu et al (19) yes Suppl. Table S1 B 
Suppl. Table S1 A excluded, as these SNVs did not appear de novo or 
disappear completely over time (see inclusion criteria) 

20 Silva Feliciano et al (20) no   
Only a sub-set of drug resistance-conferring mutations analyzed and reported; 
unclear if these are all SNVs detected or not. 
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  Author & Reference 

Included in 

gene analysis 

(yes/no) Data set used Reason for exclusion  

21 Korhonen et al (21) yes Suppl. Table 
Not ALL SNVs compared to reference reported, but all de novo emerged or 
disappeared SNVs reported  

22 Faksri et al (22) yes SNVs described in main text   

23 Ssengooba et al (23) yes additional file 2 Parallel isolates (sputum and blood) 

24 Zhang et al (24) no   Only SNVs in the genes gyrA and gyrB reported 

25 Casali et al (25) no   
Only drug resistance-conferring and compensatory mutations indicated, but no 
other SNVs between serial isolates 

26 Lieberman et al (26) yes   Parallel isolates across several anatomical sites 

27 Wollenberg et al (27) no   Drug resistance-conferring mutations only 

28 Datta et al (28) yes Suppl.Tables 2, 3 and 4   

29 Manson et al (29) no   Drug resistance-conferring mutations only 

30 Dheda et al (30) no   No SNVs reported 

31 Witney et al (31) yes Table 4   

32 Trauner et al (32) yes Additional File 3_v-SNPs 
SNVs present at all timepoints of a patient were excluded (see inclusion 
criteria) 

33 Navarro et al (33) yes Table 1 SNVs from in vitro single colonies excluded (see inclusion criteria) 

34 Nsofor et al (34) no   Drug resistance-conferring mutations only 

35 Senghore et al (35) no   Drug resistance-conferring mutations and compensatory mutations only 

36 Leung et al (36) yes Table 5  Only Sanger sequencing confirmed SNVs included 

37 Herranz et al (37) yes Supplementary table 1   

38 Dheda et al (38) yes 
Suppl. Table e6: SNPs gained at t= 1 
All new non-synonymous SNPs 

SNPs not assignable to specific patient, but as all patients have parallel/serial 
isolates, and reported SNPs are all SNPs gained during treatment, still 
included in analysis 

�
�
�
�
�
�
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Table S3: Sequencing methods and analysis parameters of each study 
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Table S4: Genes micro-evolving in more than two studies 
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