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Supplementary table 1. Transmission clusters of MDR, pre-XDR and XDR M. tuberculosis isolates from Czech
Republic

Cluster (sublineage) Isolates (year of the first Resistance profile Location
diagnosis of TB) (determined by WGS)

1 (Haarlem 4.1.2.1) CZ286 (2008) MDR Prague
CZ188 (2004) XDR Prague
CZ8842 (2014) MDR Nowy Jigin
CZ218 (2004) Pre-XDR Prague
CZ188-16 (2016) MDR Prague

2 (Beijing 2.2.1) CZ800-17 (2017) MDR Roudnice nad Labem
CZ388-19 (2014) MDR Prague

3 (Beijing 2.2.1) CZ553-17 (2017) XDR Pilsen
CZ628-17 (2014) MDR Prague
€Z29-19 (2019) MDR Pilsen
CZ149-18 (2014) MDR Prague
CZ139-19 (2019) Pre-XDR Prague

4 (Beijing 2.2.1) CZ291 (2009) XDR Kladno
CZ372-15 (2015) MDR Prague

5 (Beijing 2.2.1) CZ279 (2008) XDR Senov
CZ276 (2007) MDR Liberec
CZ178-18 (2017) MDR Senov

6 (Beijing 2.2.1) 779-16 (2016) MDR Prague

1019-16 (2016) MDR MéInik




Supplementary table 2. Study data and drug resistance related mutations in candidate genes

Cluster Sample Year Sex Age Rifampicin Tzoniazid Ethambutol Pyrazinamide i Ethionamide Fluoroquinolones PAS Tinezolid Delamanid
T 188/16 2016 ™ 53 Euro-American (Haarlem) 4.1.2.1 0B p. SerasOLeu katG p.Ser315Thr embB_p.Met306Leu Trs r513c<t (ethA c.1054_1054del
1 8842 2014 ™ a9 Euro-American (Haarlem) 41.2.1 | poB p. Ser450Leu, rpoC p.Leus27Val KatG p.Ser315Thr embB_p.Met306Leu Trs r514a>c (ethi ¢ 1054_1054del
1 88 2005 F 56 Euro-American (Haarlem) 41.2.1 | poB p. Serd50Leu, rpoC p.Leus27Val katG p.ser315Thr embB_p.Met306Leu 775 1.906a>g 775 r1401a>g (ethA ¢ 1054_1054del oyrA p.Alag0Val
1 286 2008 ™ 70 Euro-American (Haarlem) 4.1.2.1 | 0B p. Serd50Leu, rpoC p.Leus27Val katG p.Ser315Thr embB_p.Met306Leu 775 1.9063>8 (ethA c.1054_1054del
1 218 2005 ™ E Euro-American (Haarlem) 4.1.2.1 | 0B p. Serd50Leu, rpoC p.Leus27Val katG p.Ser315Thr embB_p.Met306Leu Trs r514a>c (ethA c.1054_1054del 6y7 0. AspOAGlY
2 800717 2017 ™ 2 East-Asian (Beiling) 2.2.1 7B p. Serds0leu katG p.Ser315Thr embB_p.Met306val pncA p.Thr160ATa TpsLpLysa3ATE
2 388/19 2019 ™ 3% East-Asian (Beiling) 2.2.1 7B p. Serds0leu KatG p.Ser315Thr embB _p.Met306val pncA p.Thr160ATa TpsLpLysa3ATE
3 45718 2018 ™ 37 East-Asian (Beiling) 2.2.1 7B p. Serds0leu KatG p.Ser315Thr PncA <.405_406insCACC TsL p.Lys43ATE TPIC p.Cys154ATg
3 29719 2019 ™ 53 East-Asian (Beiling) 2.2.1 708 p. Serasoleu katG p.Ser315Thr embA c.-8C>A (only PhyResSe] TpsLpLysa3ATE
3 139719 2019 F 26 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr embB p.GINAITAE PncA c.405_406insCACC 7psL p.Lys43ATg (Gy7A p.Asp94Gly, gyrA p.Al290Val TPIC p.Cys154ATg
3 628717 2017 ™ 36 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr PncA c.405_406insCACC 7psL p.Lys43ATg
3 553717 2017 F 75 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr pncA p.Thr160Pro TpsLp.Lysa3Atg |5 r.1401a>g 67 p.AspIAGly
a 372715 2015 ™ a3 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.ser315Thr embB p.GlyA06AIa pcA pile3Tser 7psL p.Lys43ATE ethA c.341_341del
a 291 2009 F 29 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.ser315Thr embB p.GlyA06AIa pcA pile3Tser TpsLp.Lysa3Atg |5 r.1401a>g ethA c.341_341del G777 p.AspIaGly
5 178718 2018 ™ 51 East-Asian (Beijing) 2.2.1 7p0B p. Serasleu KatG p.ser315Thr embB p.GINA97ATE 7psL p.Lys43ATg JolC p.Glua0Gly
5 279 2009 ™ a1 East-Asian (Beying) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr embB p.GINA97Ag TpsLpLysa3ATE 67 p.ATa50Val G p. TrpBBSTOP.
5 276 2010 ™ E East-Asian (Beying) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr embB p.GINA97Ag TpsLpLysa3ATE TolC p.GIua0Gly
6 1019/16 2016 ™ 81 East-Asian (Beying) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr embB_p.Met306ile TsL p.Lys43ATE
6 779716 2016 ™ a9 East-Asian (Beying) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr embB_p.Met306ile 7sL p.Lys43ATE
- 772717 2017 ™ a9 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr embB_p.Met306ile pncA p.Thr142ATa TpsLp.Lysa3Atg s r.1401a>g
- 851717 2017 ™ a8 East-Asian (Beijing) 2.2.1 7p0B p. Serasoleu KatG p.Ser315Thr. fabG1 c.-15C>T embA c.-16C>T, embB p.Prod0aser pncA p.GIn10Lys TpsLp. Lys88Arg _|rrs r.1401a>g fabG1 c-150T 6774 0.ASp94Gly ToIC p.AspaSPhe
- 863/17 2017 F 50 East-Asian (Beijing) 2.2.1 7p0B p. Seras0Leu KatG p.Ser315Thr. fabG1 c-15C5T embA c-12C>T, embB p.Tys334His PncA p HISTIATE 7pSLp. Lys8BATE fabG1 c-15GT (67 pATaS0Val
- 395/18 2018 ™ 77 East-Asian (Beijing) 2.2.1 7p0B p. Seras0Leu KatG p.ser315Thr embB p.Met306val PncA p HISSIATE 7psL p.Lys43ATE
- 712718 2018 ™ 75 Euro-American (Haarlem) 4.1.2.1 7p0B c.1302_1307del KatG p.ser315Thr
- 224/18 2018 ™ 28 Euro-American (LAM, 1) 4.3.3 7poB p.Hisa45Leu KatG p.Ser315Thr. fabG1 c-15C>T embB p.Met306/le pncA p.Cys138Tyr Trs r514a>c fabG1 c-15GT
- 505/18 2018 ™ E3 Euro-American (LAM, 1) 4.3.4.2 7p0B p. Seras0Leu KatG p.ser315Thr embB_p.Met306ile Gy7A b Asp9aAsn
- 279/19 2019 F 31 East-Asian (Beijing) 2.2.1 7p0B p. Seras0Leu KatG p.ser315Thr embB p.Asp3SAATa PncA pASpG3ATa TpsLp.Lysa3Atg |5 r.1401a>g G777 p.AspI4Gly Gl p.TrpBESTOP
- 318/19 2019 ™ 39 Euro-American (LAM, 1) 4.3.3 7p0B p. Seras0Trp KatG p.Ser315Thr. fabG1 c-15C>T Trs r514a>c fabG1 c-15GT
- 354/19 2019 ™ 20 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr. fabG1 c-15C>T embA c-12C>T, embB p.Tys334His PncA p HISSTATE 7pSL p. Lys8BATE fabG1 c-15GT
- 389/19 2019 ™ 7% East-Asian (Beijing) 2.2.1 7p0B p. Serd50Phe KatG p.ser315Thr embB p.Met306val pncA p.Leuz7Pro TpsLp.Lysa3Atg |5 r.1401a>g G777 p.AspI4Gly
- 202/19 2019 ™ 76 East-Asian (Beijing) 2.2.1 7p0B p. Seras0Leu KatG p.ser315Thr embB p.1yr319Cys PncA pASpG3ATa TpsLp.ysa3Atg [Kan. eis C-14C>T)
- 532718 2018 ™ a5 Euro-American (LAM, 1)4.3.3 7p0B p. Serd50Leu KatG p.ser315Thr embB p.GIy406ASH 7psL p.Lys43ATE
- 541/18 2018 ™ 3 East-Asian (Beijing) 2.2.1 7p0B p. Seras0Leu KatG p.Ser315Thr. fabG1 c-15C>T embA c-12C>T, embB p.Tys334His 7psL p.LysBBATE [fabGT c-15GT
- 614718 2018 ™ EJ East-Asian (Beijing) 2.2.1 7p0B p.Leuds2Pro katG p.Ser315Thr embB_p.Met306val PncA p.HisS1ATg TpsLp.Lysa3ATg _|Kan. eis ¢.-12C>T (ethA c.110_T10del
- 757718 2018 ™ 28 Euro-American (Haarlem) 4.1.2.1 | poB p. Serd50Leu, rpoC p.Leu527Val katG p.Ser315Thr embB_p.Met306val pncA p.Phegaleu (ethA ¢ 1054_1054del
- 35719 2019 ™ 53 East-Asian (Beijing) 2.2.1 7p0B p. Serds0Trp katG_p.Ser315Thr embB p.Tyr3195er TpsLp.Lysa3Atg s r.1401a>g
- 36/19 2019 ™ a1 East-Asian (Beijing) 2.2.1 7p0B p. Serds0leu katG_p.Ser315Thr embB_p.Met306Val PncA p.Pro6oLeu 7psL p.Lys43ATE ethA p.Thr31ale 6978 p.Thr500PT0
- 105/19 2019 ™ 55 East-Asian (Beijing) 2.2.1 7poB p. Serd50Leu, rpoC p.Pheds2ser katG p.Ser315Thr embB_p.Met306Val PncA p.HisSTATg TpsLp.Lysa3ATg _[Kan. efs - 10G>A (ethi p.MetiArg a7 p-ASI4GIy
- 732719 2019 ™ 30 Euro-American (Ural) 4.2.1 7p0B p. Serasleu KatG p.Ser315Thr. fabG1 c.-15C>T embB_p.Ser297Ala TpsLp. Lys8BArg _|Kan. eis ¢.-12C>T fabG1 c-150T
- 9715 2015 ™ E3 Euro-American (LAM, 1)4.3.3 7p0B p. Serd50Leu KatG p.Ser315Thr. fabG1 c-15C5T embB p.GINA9TAE PncA pASPE3GlY Trs 51430 [fabGT c-15GT (G777 b Asp9aAsn
- 716/15 2015 F E3 East-Asian (Beijing) 2.2.1 7p0B p. Serd50Leu KatG p.ser315Thr embB p.GINA9TAE pncA p.Vall39Ala 7psL p.Lys43ATE
- 367/17 2017 ™ 52 Euro-American (Haarlem) 4.1.2.1 | 0B p. Serd50Leu, rpoC p.Leus27Val KatG p.ser315Thr embB_p.Met306Leu PncA p.Phegaleu (ethA ¢ 1054_1054del
- 398/15 2015 ™ 30 East-Asian (Beijing) 2.2.1 7p0B p. Serd50Leu KatG p.ser315Thr embB p.GlyA065er pncA p GIn10Pro, prcA C.287_287del 7psL p.Lys43ATE ethA p Arg67Pr0 (Gy7A p.Asp94Asn, gyrA p Serd1Pro
- 270/20 2020 ™ e East-Asian (Beijing) 2.2.1 7poB p. Serd50Leu, rpoC p.Pheds25er KatG p.ser315Thr embB_p.Met306Leu PncA p HISSTATE TpsLp.Lysa3ATg  [Kan. efs c-10G>A ethA p.Met1Arg 6777 p.5er91pro
- 21717 2017 ™ 50 East-Asian (Beijing) 2.2.1 7p0B p. Seras0Leu KatG p.ser315Thr embB p.GINA9TATE pncA p.Vali39Ala
- 318715 2015 3 28 East-Asian (Beijing) 2.2.1 7poB p. Serd50Leu, rpoC o.1ed91Thr katG p.Ser315Thr embB_p.Met306val pcA c524_524del TpsLp.Lysa3ATg _|Kan. eis ¢.-10G>A (low-level R) (ethA ¢ 1010_1010del
- 505715 2015 ™ 3 East-Asian (Beijing) 2.2.1 7p0B p. Serds0leu katG p.Ser315Thr TpsLpLysa3ATE
- 5320 2014 3 25 East-Asian (Beijing) 2.2.1 7p0B p. Serds0leu katG p.Ser315Thr embB_p.Met306ile TpsLpLysa3ATE
- 8946 2014 3 30 Euro-American (LAM, 1) 4.3.3 7p0B p. Serds0leu KatG p.ser315Thr. fabG1 c.-15C>T embB_p.Met306Val pncA p.AspIZAIa Trs r514a>c Kan. eis c.-10G>C, Capreo. tlyA c.733_742del fabG1 c-150T
- 2a5/15 2015 ™ 3 Euro-American (Haarlem) 4.1.2.1 7008 pASPA3STYr KatG p.Ser315Thr. fabG1 c.-15C>T embB_p.Met306ile fabG1 c-15GT
- 95/17 2017 ™ Ex East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu katG p.Ser315Thr embB_p.Met306Val 7psL p.Lys43ATg
- 248720 2009 ™ 3 East-Asian (Beijing) 2.2.1 708 pASPAZSTYT KatG p.Ser315Thr embB_p.Met306lle pncA Nle133Thr 7psL p.Lys43ATE
- 5206 2014 ¥ 27 East-Asian (Beijing) 2.2.1 7008 p. Seras0Leu KatG p.Ser315Thr embB_p.Met306val pncA p.Val128Gly TsLpLysa3ATE
- 317715 2015 ™ 3 East-Asian (Beijing) 2.2.1 7PoB p ASPA3STyT, 1poB p. Serds0Leu TnhA p.5er9aATa, fabG1 ¢ 15C5T embB_p.Met306val pncA p.AsP12GIu TsLpLysa3ATE TnhA p.5er94ATa, fabG1 C-15C>T 6y7A p.Asp94GlY
- 895/16 2016 ™ 7 East-Asian (Beifing) 2.2.1 7008 p.5era50Trp KatG p.Ser315Thr embB_p.Met306val TsLpLysa3ATE
- 717715 2015 ™ a7 East-Asian (Beijing) 2.2.1 7008 p. Seras0Leu katG p.Ser315Thr embB_p.Met306lle TpsLp.lysa3Atg s r.1401avg ethA ¢.32_32del [6y7A p.Asp94GlY
- 292 2009 ™ 28 East-Asian (Beijing) 2.2.1 7P0B p.His445ASH KatG p.ser315Thr, fabG c.8T>C embB_p.Met306lle fabG c.-8T>C
- 717 2005 ™ 37 Euro-American (Ural) 4.2.1 7poB p. Serds0leu KatG p.Ser315Thr. fabG1 c-15C>T embB p.GINA97ATg TpsLp. Lys88Arg _[Kan. eis ¢.-12C>T) fabG1 c-15CT
- 273 2006 F 51 Euro-American (Ural) 4.2.1 7p0B p. Seras0leu KatG p.Ser315Thr. fabG1 c-15C>T embB p.GlyA06AIa PncA p.Tyr34STOP TpsLp. Lys8BArg _[Kan. eis ¢.-12C>T) fabG1 c-15CT
- 280 2008 ™ 53 Euro-American (LAM) 4.3.1 7008 p.AspA35Val KatG p.Ser315Thr
- 221 2009 ™ 7% East-Asian (Beijing) 2.2.1 7poB p. Serd50Leu, rpoC p.1ed91Thr KatG p.Ser315Thr, fabG c.-8T>C embB_p.Met306ile PncA p.Trp68Gly 7psL p.Lys43ATE ethi c 1386_1386del, fabG c-8T>C
- 297 2010 F 73 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr embB_p.Met306ile pncA p.Leulopro TpsLp.Lysa3ATg [Kan. eis c.-12C>T)




222 2008 ™ 33 Euro-American (LAM, 1) 4.3.3 790 p.HisA45ASH KatG p.ser315Thr, JabG1 c.-15C>T embA c.-12C>T, embB p.GInA97ATE pncA p.AsPAIGlY Ll Kan. eis ¢.-12C5T [fabG 1 c-15C5T
788 2009 ™ a9 East-Asian (Beijing) 2.2.1 7p0B p. Serd50Leu, rpoC p.1ed91Thr KatG p.Ser315Thr embB_p.Met306val PncA p.GIyO7ATE 7psL p.Lys43ATg
287 2009 ™ 75 East-Asian (Beijing) 2.2.1 7p0B p. Seras0leu KatG p.Ser315Thr embB_p.Met306val 7psL p.Lys43ATg




