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Figure S1. PCR of Rv0678 from the selected OH190 and pyridomycin resistant clones (primer pair
TTCGGAACCAAAGAAAGTGC and GGTGACCCCACAATCGATAA). As expected, Rv0678 amplifies at the
expected size of 796 bp for all but the OH190 resistant clone 10.5, for which it is larger (around 2000
bp). Sanger sequencing of the RC10.5 Rv0678 confirmed an 1S6110 insertion in the gene.
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Figure S2. A list of CLC genome browser alighment of sequence reads in antibiotic resistance
conferring genes found to be disrupted in specific clinical isolates by an 1S6110 insertion. Reads
in green are on the forward strand and reads in red are on the reverse strand. Plain colours
correspond to sequence identical to the reference and faded colours to the sequence of the
IS6110. Coverage graph is given on top of the sequence for both forward and reverse reads. Black
letters sequence is the consensus sequence. Coverage bump corresponds to sequence duplication
at the 1S6110 insertion site. Gaps in the alignment (reference or reads) are generated to
accommodate for read alignment, often caused by errors in few of the sequence reads that do
not represent the ensemble of the reads data.

Fig S2a) Rv0678 of Mycobacterium tuberculosis strain TB_RSA126




Fig S2b) Rv0678 of Mycobacterium tuberculosis strain TB_RSA64
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Fig S2c) Rv0678 of Mycobacterium tuberculosis strain TB_RSA63
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Fig S2d) Rv0678 of Mycobacterium tuberculosis strain TKK-01-0074
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Fig S2e) Rv0678 of Mycobacterium tuberculosis strain KT-0084
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Fig S2f) EthA of Mycobacterium tuberculosis strain 02-R0861

oer ocry CYTCOACATCT TGYCOT CCATGTAATT CAACCTT
CAGCACGTAACCTCCLOTGAACTCCATCAACCCCCCCTCTTCCACATCTCAGECC CV (AAAA(((V'GYCC'(CA"'A"'(AACMCGACMACAAA"((CA:AC‘ACC'CCCC("(AC(
TCCTTCGOCAGT ACGTAACCTCOOGTGAACTCCATC, ‘(‘GC'EC(V(GACQA((ICGCVC'CAAAAQ(C'V&I(C"CA'CYAAY'!AICAAC(GACMACAAttIQ(CACAC( CCICCE
CACGTAACCTGCOGTGAACTCCATC, ACC&(!’.W: CCACAT ACAAGCCCACACATAAACTCCCACA ((ALL!CCC:(H(
TAC AACCH CCAGH v:ctcuncemcc(muccl ACH CLGTC, CCATGAAGCLCCGC CCACATCTCAGCCC
COTGTACCCGAACCCTCCTTCLLCAGET \CCCACCOCCAGCACGTAACCT C CCGC CCACATCTGAGCCC
CCC‘AC('(CYC(AC(CL“C( (EA‘(IAA‘('CCCCYG \CCCCCae CCACATCTGAGC
CACCGACCGCACCACCTAACCTGGLLT AACCCCCCC CCACATCTCAGC)
CTCCACCGAGCCCAGCACGTAACCTGCELG T CCATCAAGLLCCGT CGACATCTGAGCCC
CCLCAGCACGTAACCTCOGLT! CCACATCTCAGCCC
GCACGTAACCTCLCGTGAAS ATCAACCCCCGC CCACATCTGAG
&
:t:ccv:ccv(cscc COA
CCCGTCOCTCCACE AACCGA
GGTCCETCLACG <
CCCEETCCCTCE,
CCGCTCCCTCCACH ACCGA (Qch
CCCCGTCCCTCGACCAS G CTCAAAACCH CCA’ T AGCCA A A(A(
CCCGGTCCCTCGACCACCACGETCTCAAAACCGTTCTCGTCCATOTAATT. AGCCAC CAC
CCCOGTCLCTCGACCACCACCOTCTCAAARCCGTTCTCGTCCATGTAATT. \CAAA:VC(C ACA
CCCOGYCOCTCGACCACCACGGYCTCAMAACCGTTCTCCTCCATGCTAATY ACCCAC ( CC k(A((ACC\‘(cC((H(AG(
CCCGETELE TCLACCACCACGGTCTCAARACCGTICTCGTCCATGCTAAT TCAA AAE((.A Al ACAAA:H‘(C (A((M‘-c CCCCET TCAGES
Fig S2g) EthA of Mycobacterium tuberculosis strain 01-R0774
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TCCGAAGCAAGTCCGLOCCCOLAGTACCOETGACEEAATGCCLT CLEEACGACCAGGAATACTCCGLTCTCCCOGACAAC T T TCCEACGACCTEATCCTACTECECCOETTECCCCACETACEEECT CCACCOCGGCECCACCLGT TACCELE
CCACTACCCCTGACCEAATGECCTCACCACCACCACCAATACTCCCCTETCCCCTA CCCaaaT CETGATGETACTCCCCCCETTCCCCEACCTACTECE
ACCAGGAATACTECGGTGTCCCGE, CTGATGG TAGT CEGCCECT TCGCCCACETAGTCECTCATGECCCOOGLEACEE
AT CCGCCECCOGAGTACCCE TGACCEARTGECE TCGEEACEACGACCANT AT ECOCTCTEECOS CACCTCATCGTACTECCECECT T TGCCCCCCECLACLEE
A TGEAAG T CCECCCOCACTACCOETEACCEANTCCCET CCCACCACCACCAATACT CECETETCCEEE CTECTTGCTTCCCACCACCTCATCCTACTCCCCCCCT TEGGLLACCTACTCCCTCATECCCCCCGCCACCCCCEEGLTA
AT AT AT CCaECCCOEEACTACCECTCACECAAT GECET CECCACCACCACCART ACT CCGeTCTECCCE CTCCTTGETTCCEACGACCTEATGCTACTCCEECECT TCGECCACCTAGTCCCICATGGCCCOGGCCATCEECETGECAC
AT AT GG AT € CCCCCCCCCACTACCCCTCACCCARTCCCCTCECCACCACCACCARTACTECCCTCTEECCC CTTGGTTECEACCACCTGATEETACTCCGLCCCT TCGLECCACETAGT CCCTCATGELEEGEEECACCOECECGECACLE
GACTCCGATGCAACTCCGCCCCCCCACTACC] CCCAATCCGETCCCCACCACCACCAATACTCCG 3 TECCACGACCTGATCCTAGTCCCCCECTTCCCCACCTACT CCE
GACTCCCATGEAAGTCCCCECCETEAT, T A CCCANTCCCCT CCCCACCACEACCAAT AT CCCCTCT 33
ACT CECEAGT A T TECEC | 2 CTTGGTTECCACEACETCATECTACTECGECECT TEGGECACCTAGT CECTEATEE ACCCCTT
EATTEEEATEEAET ACCCAATCCCETELCC) T YO A AL AT CCTACT € CCCCT I CCCCEACETAGT CECTCATECCCCEECCCACCECCOECEATEEeTTACEEC
ACCEAATEECETECCE ¥ CACCACCTGATGGTAGTCCGLCECT TEGGCCACETAGT CLETGATGECECCGGCCACCEECECCCCACCGETTACCELE

ACC
ACC
ACCH
ACCEANTC
ATCCCE
CECTEACECAR A cA
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TEACCE A AA ACCCCECTTCA
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cuuccccv:c«un:nc: ACCCCCET
TCACCCCCET
ACTGGTCACCCGEET
CCCCeeT

AACTCCTEACCEGECT

T CCAGACTOOCATGCAATCCOCECCOOCACTALLCETCACEE AAGTGGTCACCCTEGT

CTCCAGACT AGT AACTGGTCACCELEET
AACTGCTCACCCCCETICA
AACTECTEACCCC A
CACCECUCTTCA
crecacac T Acce TG TCCCACCACCTOATCCTACTCCGCC ccce TGAT Accee
GETCCATCTGGAA TGETTCC ACGEECET
GGTCCATGIGCAR TEGTTCCEATEAC CYCCTTCCGCCACGTAGT CECTEATGECEEE
CTCTCCACACTCOEATCEAACT CCGECCCCCEAGTACELETCACCEAATCECCTCOECAS ACGAATACTCC ATCTGCAA T6ET AEETEATECTA c CCCCACCTACTCCCTCATGCCCCCCCCO0CECOEEaEaCeae
CTCCAGACTCCCATGEAACT CCCLCCCOOCAGTACCCETGACCCAATGCCETCEEEA AGGAATACTCCGE ATCIGCAM 16CT ACCTCATGCTA c GCCCACCTAGT
TCTCCACACTCECATGCARCTCCGLECCUCGACTACCC TCECETCE ACGAATACTECCE AR TGeT ACCTCATCCTA c S CEACeTACT CECTEATGCCCCECGEC
TCTCCACACTCCCATCCAMCTCCGCCCCCEGAGTACCEETGACCCAATCCGETCLCCAL AGGAATACTCCGGTCTC GETCCATCTGCAA 6T ACCTCATCCTA c CCCCACCTACT CECTCATGEECECEECEAEE
CTCECCA AGCAATACTCCGG TCTCCCGE TCIGCAAS 66T A TGCT. < GG CCACETAGT CGCTCATGELCCCOUCCACE
GACTEEGATGEANGTEEGECCECOOAGTACCCETGACCEAATGEGET AGGAATACTECGETCTCECCUA GGTCCATCIGEAACTCCTTGET CIGATCCTACTECGEC GGCCACCTAGTCCCTCATGEECCCCGECAC
\CCCAATGLCCTCCC! AGCAATACTCCGETCTCCCCEAC CTCGAACTCETTECT ACCTCATCCTACTCCCEE GCCCACCTAGTCCCTCATEC! CCCACH
AT AR TCCOCCCCOCEAGTACCOCTEACEEARTOLCETCCC, AGCAATACTCCGG TETLCCUGAGARCTC GETCEATCTGCAACTCCTTGET ACCTCATGCTACT GTAGTCLCTGATGE COCCOGCCACCLECUCELEACCEG
ACTCCGCCCCCOGAGTACCEETGACCCARTGEGET CLECACEACCAGGAAT ACT CCGE TCTCECCUATAACTC CTCGATGIGAAGTCCTTEETTCCCACCACCTGAT Ge GECCACCTAGTCLETGATGGECCCOGECACCOECELECCACCET
AT G CCCCCEEACT ACCCC TOACCEARTCCGETCOCCACCACCAGCART ACTCCEETETCCCCOACANCTCETE CCATCTCCAACTCCTTGET TCCCACCACCTCATCCTACTECECCCCT TECEECACCTACTCH TCCCCCCEEECACCECOELCCEACCEETT
CTCCAGACTCEGATGE ARG TCCGLECCCOCAGTACCOE TCACCCAATGEGE T CLCCACCACCAGGAATACT CCGG TG TLECCGACAACTGE TCACT ATCICCAAGTCCTIGETTGCCACGACCTCATGETACTCCGECCET TCOGECACETAGT CCETGATECCECCOUECAGCLECGEGEEACCCLTTACCOCCA
P C AT AL TG ACECAAT CCCCTCCCACCACCACCARTACTCCCETCTCECCCACAACTCETCACC ATGIGEAAGTCC TEGT TGECACGACETCATGE TACTECGLCECT TCUGLCACLTAGT CECIEATEGCECCOUE GCCACCGET TACCCEEA
CGCCCCCUCACTACCCETCACCCAATCECETCLCCACCACCACCAATACTECECTCTCCCCEACAACTECTCACES TGCTTCCCACCACCTCATCCTACTCCGECCETTCCECCACCTAGT CECTCATGCCCCCEGEEAT CCCCACCCLTTACCCECA
v:r(cAcAncncuccucv((c(cc(cccn TACCCCTGACCCARTCCCCTCLECAT GTCTECCCEAGAAGTCG T CACCECTE
CATCCAACTCCGCELCCEUAGTACECE GG TEOEEACEACCACEANTACT CEGETCTCECGEACAALTGET CACECGLET
A AT AN T €€ E e AT T ACEOET CACCEANTCECET CECACEACCACCANT ACTCCCETCT <ecAcanGTGETEACCCGECT
. 3 GG
1331 TCCTIGET CCTACTECGECE
e GETTGCCACCACCTCATCCTACTECCECCE
GCTCCA AACTCCTTGCTTECCACCACCTEATGET ACTCCEECECT TEGGET
66T ACTCCTTGCT GCTACT CCCCCACCTAG
A AT TCCTTCCCACCACCTCATCCTACTCCCCCOCTTCCCEEACETAC
GGTCCA AACTCCTTGCTTECCACCACCTGATCCTACTCCGECEET TCGECCACE:
T ARG ACCTCATECTATT CCgCeCeT Teca EATCIACTCCCroA
. T CCATCTCAACT CCTTCCTTCCCACCACETCATCGT ACTECOECEET T COCCEACCTAGT CECTCATEE
T CCATCTGEAACTCCTTCCTTCCCACCACCTCATEETACTECECCEC CECCeACETACTCCETEATCCCe
23 ACTCCTTGETTCE TEATGCTACTCCGECECT TEGECCACCTAGT CCETGATEGLCC!
ccr TCCTTGCTTCCCACCACLTCATECTACTCCOLCLCT TCCECCACCTAGT CLCTCATGCCEECUCCEALLECT
e TCCTTGETTECCACCACCTGATGETAGTCCGCCCCTTCGGCCACCTAGT CECTCATGCCECOUCECAGECCEGLGEE
GG TCEATCIGEAAG T CCT TG T TGEEATCACETCATGETACTCCOCCECT TCGGCCAGGTAGT CCCTCATGGCECCUCE! GECAC
cer TCCTTGCTTCCCACCACETGATCCTAGT CCGLCELT TCGEECACCTAGT CCCTCATGEEE ACCCECUCCECAT
T AT GG A T CCT TG T TCCC AL G AT CAT G T ACT € CCCCOCT TECCCCALCTAGT CCETCATCCLCCECCCCATECCCTLTrTACeT
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Fig S2h) PncA of Mycobacterium tuberculosis strain XTB13-251
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Fig S2i) ThyA of Mycobacterium tuberculosis strain KT-0109
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Fig S2j) ThyA of Mycobacterium tuberculosis strain KT-0077
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Figure S3 : Venn Diagram comparison of the 333 IDs of genes interupted by 1S6110 found in the
clinical strains (this study) with the 461 Essential Genes set and the 135 Growth Defect genes set
from Dejesus et al. 2017(1).
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Figure S4: Essential genes duplication following I1S6110 insertion. The duplicated gene is in blue and
the 1S6110 transposase in red.

a) 1S6110 element insertion in dnaA:

Present in 1 strain (Mycobacterium tuberculosis 0787G), contig accession: NZ_CFUI01000007.1
2 HSPs: one complete copy (1-1524) and a second partial copy (805-1524).
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b) 1IS6110 element insertion in dnaN:

Present in 1 strain (Mycobacterium tuberculosis 0123K), contig accession: NZ_COQA01000005.1

2 HSPs: one complete copy (1-1209) and a second partial copy (1-390).
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c) 1S6110 element insertion in pyrH:

Present in 2 strains (identical insertion site)

1) Mycobacterium tuberculosis KT-0094, contig accession: NZ_KK353847.1
2 HSPs: two complete copies (1-786).

2) Mycobacterium tuberculosis KT-0014, contig accession: NZ_KK353484.1
2 HSPs: two complete copies (1-786).

Genetic organization identical to strain KT-0094.
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d) 1IS6110 element insertion in purF:

Present in 1 strain (Mycobacterium tuberculosis 1735M), contig accession: NZ_COWU01000057.1

2 HSPs: one complete copy (1-1584) and a second partial copy (1-963).
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e) 1S6110 element insertion in sodA :

Present in 1 strain (Mycobacterium tuberculosis UT0071), contig accession: NZ_KK340057.1

2 HSPs: two complete copies (1-624).
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