Supplementary Table 1. Classification of drug resistance (level) per drug. R=resistant; S=susceptible; MIC=minimum inhibitory concentration; WT=wild type

Drug Resistance classification

Fluoroquinolones See flowchart below.

Clofazimine Isolates with a clofazimine resistance-associated variant reported by TBProfiler (based on the literature-based TBProfiler library database) were considered resistant, those without were considered
susceptible.

Ethambutol Isolates with an ethambutol resistance-associated variant reported by TBProfiler (based on the literature-based TBProfiler library database) were considered resistant, those without were considered
susceptible.

Isolates with an ethionamide resistance-associated variant reported by TBProfiler (based on the literature-based TBProfiler library database) were considered resistant, those without were considered
susceptible. Isolates with an inhA or fabG1 variant reported by TBProfiler for isoniazid but not for ethionamide were considered resistant to ethionamide as well.

susceptible: susceptible at 0.2 mg/L - low-level resistant: resistant at 0.2 mg/L but susceptible at 1.0 mg/L or MIC < 1.6 mg/L - moderate-level resistant: resistant at 1.0 mg/L but susceptible at 5.0 mg/L or
3.2 < MIC £ 6.4 mg/L - high-level resistant: resistant at 5.0 mg/L, or MIC > 12.8 mg/L

susceptible: no isoniazid resistance-associated variant reported by TBProfiler (based on the literature-based TBProfiler library database) - low-level resistant: inhA or fabG1 mutation alone - moderate-
Isoniazid genotypic level resistant: katG mutation alone; or inhA and fabG1 mutation - high-level resistant: katG and inhA mutation; or katG and fabG1 mutation; or two katG mutations; or katG insertion, deletion, or
introduction of a termination codon

Prothionamide

Isoniazid phenotypic

Isoniazid composite Isoniazid phenotypic and genotypic resistance levels as described above were combined. In case of discordance between phenotypic and genotypic level, the highest level was taken as final.

Isolates resistant at 6.0 mg/L and/or having a kanamycin resistance-associated variant reported by TBProfiler (based on the literature-based TBProfiler library database) were considered resistant, all
others susceptible.

Isolates with a pyrazinamide resistance-associated variant reported by TBProfiler (based on the literature-based TBProfiler library database) were considered resistant, those without were considered
susceptible.
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Supplementary Figure 1. Flowchart showing classification of fluoroquinolone drug susceptibility test (DST) results into susceptible (S), low-level resistant (L), and high-level resistant (H). For ofloxacin DST, all DST results of a
patient were considered. An isolate was considered resistant if >50% of tests from the same patient was R, and susceptible if >50% was S. When the number of resistant tests was equal to the number of susceptible tests, no
conclusion was drawn (unknown). OFX=ofloxacin; GFX=gatifloxacin; R=resistant; S=susceptible; MIC=minimum inhibitory concentration; WT=wildtype; MUT=mutant
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INH=isoniazid

PZA=pyrazinamide

EMB=ethambutol

ETH=ethionamide

KAN=kanamycin

FQ=fluoroquinolones

gDST=genotypic drug susceptibility testing
pDST=phenotypic drug susceptibility testing
S=susceptible

R=resistant

low=low-level resistant
moderate=moderate-level resistant
high=high-level resistant

* Indicates genomic variants associated with
drug resistance having a sequencing depth
below the default threshold of 10x but larger
than 1x, and with no heteroresistance

(i.e. 100% of reads showed that allele).
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ITM2004-02855
ITM2004-02862
ITM2005-00028
ITM2005-00049
ITM2005-01550
ITM2005-01562
ITM2005-01588
ITM2005-01831
ITM2005-01840
ITM2005-02145
ITM2005-02168
ITM2005-02195
ITM2005-02784
ITM2005-02826
ITM2005-02873
ITM2005-02874
ITM2005-02880
ITM2006-00115
ITM2006-00287
ITM2006-00310
ITM2006-00328
ITM2006-00336
ITM2006-00339
ITM2006-00342
ITM2006-00633
ITM2006-00662
ITM2006-00663
ITM2006-00699
ITM2006-00711
ITM2006-00733
ITM2006-00741
ITM2006-01602
ITM2006-01618
ITM2006-01936
ITM2006-01937
ITM2006-01941
ITM2006-01944
ITM2006-02520
ITM2006-02538
ITM2006-03444
ITM2006-03446
ITM2006-03454
ITM2006-03705
ITM2006-03883
ITM2007-00054
ITM2007-00057
1TM2007-00073
ITM2007-00253
ITM2007-00258
ITM2007-00260
ITM2007-01356
ITM2007-01369
ITM2007-01395
ITM2007-01470
ITM2007-01725
ITM2007-01727
ITM2007-01731
ITM2007-01855
ITM2007-01857
ITM2007-01868
ITM2007-01870
ITM2007-01883
ITM2007-01890
ITM2007-01891
ITM2007-02508
ITM2007-02874
ITM2007-02888
ITM2007-02925
ITM2007-03521
ITM2007-03560
ITM2007-03574
ITM2007-03592
ITM2007-03593
ITM2008-00142
1ITM2008-00207
ITM2008-00210
ITM2008-00217
ITM2008-00219
ITM2008-00243
ITM2008-00247
ITM2008-01048
ITM2008-01305
ITM2008-01307
ITM2008-01314
ITM2008-01317
ITM2008-01320
ITM2008-01331
ITM2008-01779
ITM2008-01807
ITM2008-01811
ITM2008-01822
ITM2008-02031
ITM2008-02737
ITM2008-02755
ITM2008-03082
ITM2008-03103
ITM2008-03120
ITM2008-03704
ITM2008-04042
ITM2008-04059
ITM2008-04099
ITM2008-04276
ITM2008-04336
ITM2009-00113
ITM2009-00548
ITM2009-00549
ITM2009-00602
ITM2009-01144
ITM2009-01711
ITM2009-01712
ITM2009-01716
ITM2009-01725
ITM2009-01726
ITM2009-02014

systematic
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systematic
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systematic
systematic
systematic
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systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic
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systematic
systematic
systematic
systematic
systematic
systematic
systematic
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systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic
systematic

katG_p.Ser315Thr
katG_p.Ser315Thr
inhA_p.Ser94Ala, fabG1_c.-15C>T*
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr

wild type

wild type

katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ala264Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr, katG_p.Thr275Ala
katG_p.Ser315Thr

wild type

katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr

wild type

wild type

katG_p.Ser315Thr
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Asn138Ser
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Asn138Ser
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
fabG1_c.-15C>T*

katG_p.Trp90Ter
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Tyr155Cys, inhA_p.lle21Val
katG_Chr :8.2153889_2156147del
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katG_p.Ser315Thr
katG_p.Ser315Thr
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katG_p.Ser315Thr
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inhA_p.lle21val
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katG_p.Ser315Thr
katG_p.Ser315Thr
inhA_p.lle194Thr*
katG_p.Ser315Thr
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cure

cure

death

cure

cure

cure

cure

cure

death
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ITM2009-02024
ITM2009-02025
ITM2009-02311
ITM2009-02314
ITM2009-02315
ITM2009-02319
ITM2009-02577
ITM2009-02580
ITM2009-02581
ITM2009-02592
ITM2009-02594
ITM2009-02609
ITM2009-03268
ITM2009-03558
ITM2009-03573
ITM2009-03746
ITM2009-03757
ITM2009-03758
ITM2010-00244
1ITM2010-00360
ITM2010-00363
ITM2010-00365
ITM2010-00389
ITM2010-00873
ITM2010-01403
ITM2010-01407
ITM2010-01424
ITM2010-01641
ITM2010-01644
ITM2010-01651
ITM2010-02091
ITM2010-02100
ITM2010-02109
ITM2010-02110
ITM2010-02111
ITM2010-02112
ITM2010-02130
ITM2010-02409
ITM2010-02417
ITM2010-02419
ITM2010-02592
ITM2010-02598
ITM2010-02599
ITM2010-02799
ITM2010-02800
ITM2010-02806
ITM2010-02816
ITM2010-02096
ITM2011-00062
ITM2011-00170
ITM2011-00338
ITM2011-00339
ITM2011-00383
ITM2011-00390
ITM2011-00518
ITM2011-00604
ITM2011-00618
ITM2011-00632
ITM2011-00638
ITM2011-00911
ITM2011-00957
ITM2011-00963
ITM2011-01211
ITM2011-01237
ITM2011-01332
ITM2011-01349
ITM2011-01359
ITM2011-01472
ITM2012-01804
ITM2013-00080
ITM2013-00557
ITM2013-00561
ITM2013-01781
ITM2013-02224
ITM2013-02847
ITM2014-00348
ITM2014-01140
ITM2014-01147
ITM2014-01383
ITM2014-02259
ITM2014-02284
ITM2015-00171
ITM2015-00180
ITM2015-00830
ITM2015-00853
ITM2010-02808
ITM2011-00113
ITM2011-01331
ITM2011-01346
ITM2011-01354
ITM2011-01485
ITM2011-01501
ITM2011-02382
ITM2007-02225
ITM2007-02228
ITM2007-02861
ITM2007-03332
ITM2008-03113
ITM2008-03114
ITM2008-03135
ITM2009-00798
ITM2009-01126
ITM2009-01130
ITM2009-01980
ITM2009-02032
ITM2009-02333
1TM1999-01030
ITM1999-01648
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systematic
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systematic
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systematic
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systematic
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targeted
systematic
systematic
systematic
systematic
systematic
systematic
systematic
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targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
systematic
targeted
targeted
targeted
systematic
targeted
targeted
targeted
systematic
targeted
systematic
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
targeted
systematic
systematic
systematic

katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr

wild type

katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_c.54_55insAC, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr

fabG1_c.-15C>T*

fabG1_c.-15C>T*
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr, fabG1_c.-15C>T*
fabG1_c.-15C>T*, inhA_p.lle194Thr*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr

wild type

katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr

fabG1_c.-15C>T*

katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr, fabG1_c.-15C>T*
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr

fabG1_c.-15C>T, katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr

fabG1_c.-15C>T

katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr, katG_p.Thr275Ala
katG_p.Ser315Thr
katG_p.Ser315Thr
katG_p.Ser315Thr, fabG1_c.-15C>T*
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