Supplementary Table

Table S1: Included sequences from this study and available public data.
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ntmscope_S_1
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ntmscope_S_10
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22006480
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23001065
DRR161197
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M. simiae
M. simiae
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M. interjectum
M. palustre
M. simiae

M. simiae
M. simiae
M. genavense

M. parascrofulaceum

M. stomatepiae
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human
human
human
human
human
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human
human
human
human
human
human
human
human
human
human
human
human
human
human
human
human
human
human
human
human
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human
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Germany
Germany
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Germany
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Mexico
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NA
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https://trace.ncbi.nlm.nih.gov/Traces?run=DRR161197
https://trace.ncbi.nlm.nih.gov/Traces?run=SRR1801752
https://trace.ncbi.nlm.nih.gov/Traces?run=DRR161230

DSM 44602 /
ATCC BAA-256 /
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44616
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JCM 14842 / DSM
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BAA-832 / DSM
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BC1_M4

DSM 44049
HMC2_M5

ATCC 51457T /
DSM 44064
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CSUR P1344
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DSM 44626
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SAKAN MW_1
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8eb1079be380
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SAMDO00013336

MMMOSAM:d904d
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DRR357477

GCA0023563151

GCA0035156451
DRR161215
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DRR161205

DRR161209
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GCA0142633351
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GCA0021022951

GCA0021018251
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DRR161214

DRR161216
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GCA0017223251
GCA0258220651
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DRR016026
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M. sherrisii
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M. simiae
M. simiae
M. simiae
M. simiae

M. lentiflavum
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NA
NA
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NA
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2005
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https://trace.ncbi.nlm.nih.gov/Traces?run=DRR357477
https://trace.ncbi.nlm.nih.gov/Traces?run=DRR161215
https://trace.ncbi.nlm.nih.gov/Traces?run=DRR161205
https://trace.ncbi.nlm.nih.gov/Traces?run=DRR161209
https://trace.ncbi.nlm.nih.gov/Traces?run=DRR161214
https://trace.ncbi.nlm.nih.gov/Traces?run=DRR161216
https://trace.ncbi.nlm.nih.gov/Traces?run=SRR21133400
https://trace.ncbi.nlm.nih.gov/Traces?run=ERR6397169
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myc117
myc75
myc128
myc130
myc102
myc105
myc127
myc115
myc110
myc93
myc70
myc72
myc99
myc91
myc71
myc122
myc98
myc83
myc125
myc103
myc78
myc79
myc131
myc129
myc119
myc82
myc89
myc106
myc112
myc114
myc109
myc107
myc81
myc100
myc113
myc47
SP1876

CF00071-
00221.MLENT
SAMDO00162314

SRR5052590
SRR5052591
SRR50562592
SRR50562594
SRR50562595
SRR50562596
SRR5052597
SRR5052599
SRR5052600
SRR5052602
SRR5052604
SRR5052606
SRR5052609
SRR50562612
SRR5052613
SRR5052614
SRR5052615
SRR5052617
SRR5052618
SRR5052619
SRR50562620
SRR5052621
SRR5052622
SRR5052623
SRR5052624
SRR5052627
SRR5052628
SRR50562629
SRR5052630
SRR5052631
SRR5052633
SRR5052634
SRR5052635
SRR5052636
SRR5062637
SRR5052640
SRR5052641
SRR5052643
SRR5043010
SRR23562882
SRR7800693

DRR171302

NA — not available
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zoonotic
zoonotic
zoonotic
zoonotic
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zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
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zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
zoonotic
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human

unknown

USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
USA
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USA
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Italy
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Japan
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Public
Public
Public
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Public
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Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
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Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
Public
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1998
2006
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2004
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2004
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2004
2006
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2008
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2012
201
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2015
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2010
2015
2014
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201
2000
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2015
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NA

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

NA



Table S2: Resistance, stress and virulence genes in 127 M. simiae complex isolates. *Some isolates had two acr3
genes located on different contigs. AMR-antimicrobial resistance.

AMR
Gene antibiotic class Isolates [n] [%]
aac(2')-Ic AMINOGLYCOSIDE 121 95.3
aac(2')-le AMINOGLYCOSIDE 2 1.6
abaF FOSFOMYCIN 114 89.8
aph(3')-la AMINOGLYCOSIDE 1 0.8
aph(3")-1b AMINOGLYCOSIDE 1 0.8
aph(6)-1d AMINOGLYCOSIDE 1 0.8
arr RIFAMYCIN 109 85.8
blaC BETA-LACTAM 3 2.4
blak BETA-LACTAM 1 0.8
blaF BETA-LACTAM 34 26.8
blaLRA10 BETA-LACTAM 2 1.6
blaS BETA-LACTAM 24 18.9
blaTEM BETA-LACTAM 1 0.8
dfrA3 TRIMETHOPRIM 49 38.6
ImrC FOSFOMYCIN 1 0.8
narA IONOPHORE 4 3.1
rgt RIFAMYCIN 114 89.8
STRESS
Gene Type Isolates [n] [%]
acr3 METAL 56 (89%*) 44.1
arsA METAL 2 1.6
arsC METAL 126 99.2
arsN1 METAL 8 6.3
clpK HEAT 2 1.6
golT METAL 11 8.7
merC METAL 4 3.1
gack BIOCIDE 1 0.8
trxLHR HEAT 1 0.8
VIRULENCE
Gene Isolates [n] [%]
bpsD 19 15.0

katP 127 100.0



Table S3: Specific cluster analysis of closely grouping isolates:

Cluster Patients Number of Positions used  Median SNP distance Range
isolates (%)
Cluster 1 P1,P2,P3 25 5692254/573108 1 0-5
9 (99.3 %)
Cluster 2 P5 4 5648931/593057 2 0-2
2(95.3 %)
Cluster 3 P4, P6 4 6242158/631568 0 0

7 (98.8 %)
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Figure S1: Presence of known mycobacteriaceae plasmids in M. simiae complex isolates.
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Figure S2: Presence of known antimicrobial resistance genes in different species of the M. simiae complex.
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Figure S3: Timeline of included isolates, lung function, CT score after Song et al. and NTM therapy (detailed clinical

information was only available from 2012 onwards). Colors represent the different patients according to the first plot
panel. FEV1 — forced exspiratory volume in one second; CT — computed tomography; NA — not applicable.



