S1

At least 1 positive M.
abscessus culture

84 patients

At least 1 positive culture
of respiratory origin

&0 patients

Other origin of culture

24 patients

Eligible

21 patients

Excluded following exclusion criteria
39 patients

- 31 patients clinical CF
-2 patients = 18 yrs
- & patients never seen at Dekkerswald

ATS criteria for M. abscessus
pulmonary disease

17 patients

Did not meet ATS criteria
4 patients

- 1 patient with only one positive sputum culture

- 3 patients with plausible other diagnosis

Conservative treatment

Start antibiotic treatment

5 patients

7 patients
Treatment aborted
5till on treatment Treatment completed 3 patients
1 patients 3 patients - 2 patient deceased

- 1 patient with adverse events

Figure S1: Flow chart with patient enrolment at the NTM reference centre, Radboudumc,

Nijmegen



S2

FEV1 1.83+0.82 (58.6%)
Tiffeneau-index

VC max 4.2+0.89 (91.7%)

Figure S2: Lung functions parameters: FEV1= Forced expiratory volume in one second. VC= vital
capacity. Tiffeneau index= FEV1/VC
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Figure S4: Innate PBMCs cytokine responses of the non-CF patients with pulmonary M.
abscessus compared with healthy controls. IL-1B (A), IL-1Ra (B), TNFa (C) and IL-6 (D)
production upon 24-hour stimulation of PBMCs with RPMI, reference M. abscessus (clinical
isolate CIP 104536) (1-:10° cells-mL?), M. abscessus from patient’s own isolate (1-108 cells-mL1),
M. avium (clinical isolate ATCC 700898) (1:10° cells-mL1), A. fumigatus (clinical isolate V05)
(1-10% cells-mL1) and C. albicans (clinical isolate UC820) (1-10° cells-mL?). Graphs represent

mean + SEM, * p < 0.05, two-tailed Mann Whitney test
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Figure S5: Whole blood cytokine responses of the non-CF patients with pulmonary M.
abscessus disease compared with healthy controls . IL-1p (A), IL-1Ra (B), TNFa (C) and IL-6 (D)
production upon 48-hour stimulation of whole blood with RPMI, reference M. abscessus (clinical
isolate CIP 104536) (1:10° cells-mL), M. abscessus from patient’s own isolate (1-10° cells-mL1),
M. avium (clinical isolate ATCC 700898) (1-10° cells-mL1), A. fumigatus (clinical isolate VO5) (1-10°
cellssmL?) and C. albicans (clinical isolate UC820) (1-10°% cells:mL). Graphs represent mean +
SEM, * p < 0.05, two-tailed Mann Whitney test
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Figure S6: PBMCs cytokine responses of the non-CF patients with pulmonary M. abscessus compared
with healthy controls. IL-22 (A) production upon 7 days stimulation of PBMCs with RPMI, reference M.
abscessus (clinical isolate CIP 104536) (1-:10° cells-mL™), M. abscessus from patient’s own isolate (1-10°
cellssmL1), M. avium (clinical isolate ATCC 700898) (1:10° cells:mL1), A. fumigatus (clinical isolate VO5)
(1-108 cells-mL1) and C. albicans (clinical isolate UC820) (1-108 cells-mL1). (B-C) Cytokine production upon
PBMCs stimulation between healthy controls (n=13), patients with fibrocavitary disease (Cavitary, n=4)
and patients with nodular bronchiectasic disease (NB, n=8). Graphs represent mean + SEM.
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Figure S7: Additional experiments for elucidating cytokine pathways involved in IFNy defect in p
M.abscessus patients. A-B,IFNy production upon 7-days stimulation of PBMCs with the combination of IL-
12 (10 ng-mL1) and IL-18 (50 ng-mL1) in patients (n=13) compared to controls (n=13) (A) and between
healthy controls (n=13), COPD (n=6), non COPD (n=7) patients (B)., C, IFNy production upon 7-days
stimulation of PBMCs from patients (n=3) and controls (n=3) using either IL-12 or IL-18 separately with
the addition of stimulus phytohemagglutinin (PHA, 10 pg-mL?) or E. coli lipopolysaccharide (LPS, 1
ng-mL1), or the combination of both.
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Figure S8: correlation between IFN gamma levels in whole blood of M. abscessus patients upon
C. albicans stimulation after 48h and their BMI
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Gastro-intestinal complaints 5(38.5)

Ototoxicity 7 (53.8)
Rash 1(7.7)
Qtc prolongation 1(7.7)
trombocytopenia 1(7.7)

Figure S9: Reported adverse events due to antibiotic use



