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Table31.LFTRAnutations@nBubjectsEnrolled@n®hisBtudy.

Mutation Frequency Percent Cumulative®6
F508del 201 87.39 87.39
G542X 3 1.30 88.70
G551D 4 1.74 90.43
N1303K 6 2.61 93.04
R553X 3 1.30 94.35
1717-1G->A 1 0.43 94.78
621+1G->T 1 0.43 95.22
G85E 1 0.43 95.65
I507del 1 0.43 96.09
3659delC 2 0.87 96.96
R560T 1 0.43 97.39
Other 6 2.61 100

Total 230 100

Mutation2 Frequency Percent Cumulative®6
F508del 129 56.09 56.09
G542X 7 3.04 59.13
G551D 8 3.48 62.61
N1303K 9 3.91 66.52
W1282X 3 1.30 67.83
R117H 1 0.43 68.26
1717-1G->A 4 1.74 70.00
621+1G->T 2 0.87 70.87
2789+5G->A 1 0.43 71.30
3849+10kbC->T 2 0.87 72.17
R1162X 1 0.43 72.61
3120+1G->A 1 0.43 73.04
1507del 4 1.74 74.78
3659delC 1 0.43 75.22
R560T 1 0.43 75.65
2184delA 2 0.87 76.52
711+1G->T 1 0.43 76.96
Unknown 1 0.43 77.39
Other 52 22.61 100

Total 230 100



Figure S1. Timeline for collection of cultures, lung function tests, pulmonary exacerbation histories, and treatment histories during the study
period.
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Table32.75CVXulture@ositivityEt@EachBite.?

Site N? EverBCV@Posk
Boston 51 18435.3%)"°
Baylor 50 7714.0%)
Pittsburgh 50 17434.0%)
Seattle 29 6420.7%)
Alabama 50 16[{32.0%)
Total 230 64d27.8%)

*Fotal@DfBpatientsdN)BerBite
*®NumberfPercent)®dfBCVRulture-positiveBubjectsiperBitel



Figure S2. Frequency of isolation of Staphylococcus aureus normal colony (NC) and small-colony variants (SCVs) from respiratory
specimens collected from study subjects, by MRSA status.
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Table®3.Multure@indingsForBubjectsttaselineBindBCVRultureZtatus@uring@heBtudy.

BaselineZulture? SCVEultureBtatusDuringStudy®
Total@opula NeverBCVPosl Ever3CV@Posl

Organism (N=230) (N=166) (N=64) p-value
Pseudomonas®ieruginosaP) 66[28.7%)° 49[{29.5%) 17d26.6%) 0.66
Staphylococcus@iureust 185[{80.4%) 124q74.7%) 61{95.3%) 0.0004
AV RSAR 57624.8%) 34820.5%) 23035.9%)2 0.0150
ARFAMSSA-SCV 1303%.7%) 4q2.4%) 9{14.1%) 0.0006
AV RSA-SCVE 16@.4%) OHD.0%) 167.6%) 0.11
Burkholderiatepacia@omplex 703.0%) S5A3.0%) 203.1%) 0.96
Haemophilus&pecies 51[22.2%) 40H24.1%) 11017.2%) 0.26
Stenotrophomonas@naltophilia 47420.4%) 37122.3%) 10{15.6%) 0.26
AchromobacterBp. 6d2.6%) 442.4%) 203.1%) 0.76
Nontuberculousnycobacteria@NTM) 15.4%) 10@.6%) OHE.0%) 0.53
Other® 212[92.2%) 152[91.6%) 6093.8%) 0.58

*Baseline@®rganisms@epresented@hoseRetected@tBnyDBFisitsBrior@oRnrollmenty®heir@espectiveBtudyBite;BCV
detection@rotocols@ariedbyBite.MMeaniaselineBamplesi@erBubject@vasBESDED.35).
PRultureBtatus@uring@heBtudy®nlyincludediost-enrollmentRultures@ndivere@eterminediby®heR@entralBtudydaboratory.
“NumberPercent)®fBubjectsRulture-positive@tiaselineFor@he®rganismsiistedBnd@heBubsequent@etectiond

of BCVs@uring@heBtudy@n@heseBameBubjects.



Figure S3. SCV detection patterns for the 64 subjects with SCVs detected at least once during the study (Visits 1-9). Each row of
circles represents the culture results for one SCV culture-positive subject (y-axis, subject number). Open circles, cultures negative
for SCVs; closed (red) circles, SCV-positive cultures. Baseline cultures were performed at each subject’s respective site; SCV
detection protocols varied by site. All study visit cultures were performed at the central study laboratory.
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Table®4.XTharacteristicsbfBubjectsipositiveForBCVsztELDrinoreStudyisits.

Frequency®fBCVEx@Positivity®

SCVEx®PosEE  SCVECXEPosEEL

Demographics@haracteristics” NEB4 NEZ3B0 p-value
Age@t@nrollment 12.743.0) 12.2{3.0) 0.54
Sex 0.97
MM ale 16847%) 14047%)

@Female 18[53%) 16[{53%)

Genotype 0.84
A 508fhomoz 20059%) 18060%)
EF508Gheteroz 9{26%) 9{30%)

@EDther 5R15%) 3{10%)

GLIEFEV1pp 86.31423.69) 89.78[{18.06) 0.52
SCVBubtype 0.0013
@t veriNon-THYDBCV 25[74%) 10{33%)

A verfTHYDBCV 9H26%) 20067%)

*INumber®fBCVBositiveRultures@luring®heBtudy
*B\bbreviations:Ix®Pos,REultu refbositive;ETHYD,®hymidine-dependent
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Table®5.f@MeanGLIFEV ,ppver®imebyBCVEtatustandGuxotrophiciype.

NeverBCV@os EverBCV@PosHAll) EveriNon-THYD"BCV®os EverfTHYDBCV®Pos
Visit N° MeanZ3D N MeanZ3D N MeanZ3D N MeanZ3D
Baseline 164 92.41 8.6 64 85.5719.0 35 90.97 6.1 29 79@20.5
1 157 92.43AR7.2 64 85.5320.2 35 90.2@[4.7 29 79.9@24.4
2 159 91.279.9 63 83.3@9.9 34 87.97.3 29 77.8AR21.7
3 154 90.6A18.8 63 83.620.9 35 87.9®MA5.9 28 78.2&R5.1
4 147 91.1R20.2 61 83.2AR21.0 34 89.3@[4.7 27 75.5325.1
5 129 90.61 8.8 52 83.720.6 27 88.1AF17.0 25 79R23.3
6 86 9l1.6MA8.1 35 83.7AR21.5 19 90.8&A6.5 16 75.4324.2
7 30 92.6AR21.2 15 80.2A31.1 9 96.914.5 6 55.2333.4
8 2 100.0z21.5 4 [B8.9FB5.3 3 1067.58 1 36.8
*INumber®fBubjects

bE\bbreviation:HYD,IEthymidine—dependent.
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Table®6.AssociationDfBCVsAvith@LIFEV, ppAnAinivariateBind@nultivariate@nalyses.

Univariate Multivariate Multivariate

Covariate Coeff.? 95%I p-value Coeff. 95%M| p-value Coeff. 95%| p-value
SCVultureBtatus
ENeverBCVEPos* 0 0 0
@ verBCVEPos -7.071 (-12.195--1.948) 0.0068 -5.021 (-10.114-0.071) 0.05 -5.495 (-10.507--0.483) 0.0316
Visitihumber -0.396 (-0.665--0.128) 0.0038 -0.394 (-0.662--0.125) 0.0040 -0.394 (-0.662--0.126) 0.0040
Age@tEnrollment -1.103 (-1.833--0.374) 0.0030 -0.929 (-1.654--0.203) 0.0122
Sex
EMale* 0 0
@Female -3.958  (-8.412-0.496) 0.08 -3.356  (-7.750-1.038) 0.13
Hispanic@ace
EHispanic* 0 0
EENon-Hispanic -0.705 (-11.800-10.390) 0.90 -2.233 (-13.178-8.712) 0.69
Genotype
EF508Ghomoz™ 0 0
[ 508Gheteroz 3.783 (-1.157-8.722) 0.13 3.103 (-1.770-7.977) 0.21
T 1.222 (-6.364-8.808) 0.75 1.178 (-6.274-8.629) 0.76
CFTR@Modulator
[EENo* 0 0
@Y es 6.530 (-2.288-15.348) 0.15 6.043  (-2.625-14.710) 0.17
P.®meruginosalxBtatus
N ever@PAPos* 0
@ ver®PAPOS -7.389 (-12.353--2.425) 0.0035
Constant 92.653 (89.843-95.463) <0.0001 105.87 (91.749-119.998) <0.0001 107.49 (93.575-121.407) <0.0001

*MBaseline@ategory

®Bbbreviations:oefficient,@oeff.;onfidencednterval, &I;Lulture,Ex.
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Table®7.@nadjustedEndzdjustednalyses®fZssociation®dfBCVsEndRhangesAnELIFEV, pp.2

Univariate Multivariate

Covariate Coeff. 95%Xonf.Anterval p-value Coeff.  95%Xonf.Anterval p-value
SCVITultureBtatusk
HENeverBCVPos* 0 0
[t verBCVEPos -6.157 (-11.649--0.666) 0.0277 -7.760 (-13.250--2.260) 0.0057
Visitthumber -0.375 (-0.708--0.042) 0.0271 -0.450 (-0.870--0.040) 0.0333
EverBCV@PosEV isit@Anteraction™® -0.207 (-0.822-0.408) 0.51 -0.020 (-0.700-0.650) 0.95
Age@tEnrollment -0.450 (-1.260-0.360) 0.28
Sex
[EMale™ 0
@EtFemale -4.400 (-9.180-0.380) 0.07
Hispaniclztace
EHispanic* 0
fNon-Hispanic -5.790 (-19.050-7.460) 0.39
Genotype
EF508thomoz* 0
[EF508theteroz 3.850 (-1.360-9.060) 0.15
@EfDther -3.010 (-11.250-5.240) 0.47
P.®@eruginosa@tEnrollment
INegative™ 0
[P ositive -4.060 (-9.840-1.720) 0.17
MRSA@tZnrollment
HNegative™® 0
[Positive -3.320 (-8.850-2.210) 0.24
MRSARiuringBtudy
INegative™ 0
[P ositive -1.140 (-3.150-0.860) 0.26
Constant 95.928 (93.017-98.840) <0.0001 112.73 (96.490-128.960) <0.0001

*@Baselineategory
*B\bbreviations:Toefficient,oeff.;&onfidencel@nterval &I;Lulture,&Xx.
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Table®8:PA\ssociationDfAungFunctionivith@requency®DfBCVetection.

Univariate

Covariate® Coefficient 95%Xonf.Anterval p-value
Frequency@fBCVEExE’.Positivitybm
IS CVIExMNeg* 0
S CVECXEP osEEL -10.169 (-16.682--3.656) 0.0023
FS CVECXFP osBELR -6.440 (-13.291-0.412) 0.07
Visitthumber -0.380 (-0.657--0.102) 0.0073
Constant 93.898 (90.846-96.950) <0.0001

*MaselineXategory
*Bbbreviations:Ex®os,Rulture@ositive
*INumber®fBCViositiveRultures@uring@heBtudy
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Table®9.Prevalence®fpulmonary@ExacerbationsibyB3CVBtatusEBindZuxotrophictype.

NeverBCV@Pos EverBCV@Pos{All) EverNon-THYD®BCVEPos EverETHYDBCVEP oS
Visit® Total@N)® #@Evith@PEx® % Total@N) HAvithEPEx % TotaldN) #HAvith@PEx % TotaldN) H#AvithEPEX %
1 166 82 49.4% 64 34 53.1% 35 17 48.6% 29 17 58.6%
2 166 62 37.3% 64 28 43.8% 35 11 31.4% 29 17 58.6%
3 162 63 38.9% 64 36 56.3% 35 18 51.4% 29 18 62.1%
4 158 63 39.9% 63 38 60.3% 35 17 48.6% 28 21 75.0%
5 149 50 33.6% 61 27 44.3% 34 9 26.5% 27 18 66.7%
6 131 44 33.6% 52 21 40.4% 27 10 37.0% 25 11 44.0%
7 91 25 27.5% 35 16 45.7% 19 7 36.8% 16 9 56.3%
8 30 8 26.7% 15 4 26.7% 9 1 11.1% 6 3 50.0%

‘WisitBl@epresented@heirstBuaterly@isit@fter@nroliment.RetrospectiveBinalysisBf@ulmonary@xacerbationsBvasihoterformed@preventing®heddition
Dffbaseline@aluesd@n@his@able.
*Frotaldhumber®fBubjects.

ANumber®fBubjects@vith@Bulmonary@xacerbationdPEx)EnEheBtudy@uarterfbetween®heindicatedBtudyFisitBnd@he@priorBtudyHisit.
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Table®10.Association®dfBCVsEnd@bccurrence®Dfpulmonary@®xacerbations@n@inivariateEnd@nultivariateZnalyses.

Univariate Multivariate Multivariate Multivariate

Covariate OR?® 95%(TI p-value OR 95%| p-value OR 95%| p-value OR 95%(TI p-value
SCVTultureBtatus
@FNeverBCVPos* 1.000 1 1 1 Fiiiiigii]
EEverBCVEPos 1.727 (1.185-2.516) 0.0045 1.546 (1.065-2.244) 0.0219 1.492 (1.037-2.147) 0.0312 1.414 (0.984-2.032) 0.06
Visitthumber 0.900 (0.846-0.958) 0.0009 0.898 (0.844-0.956) 0.0007 0.898 (0.844-0.956) 0.0007 0.896 (0.842-0.954) 0.0006
Age@tEnrollment 1.082 (1.024-1.142) 0.0046 1.097 (1.040-1.158) 0.0007 1.082 (1.025-1.142) 0.0034
Sex
@EMale* 1 1 1 Fizididiid
@Female 1.472 (1.056-2.051) 0.0225 1.546 (1.116-2.142) 0.0088 1.482 (1.073-2.045) 0.0149
Hispanicitace
EHispanic* 1 1 1 Ei7ididiid
ENon-Hispanic 0.763 (0.335-1.737) 0.52 0.664 (0.296-1.486) 0.32 0.687 (0.312-1.510) 0.35
Genotype
@EF508thomoz* 1 1 1 Fiiiiizii]
[ 508Eheteroz 1.063 (0.739-1.529) 0.74 1.005 (0.704-1.437) 0.98 0.997 (0.700-1.419) 0.99
FADther 0.720 (0.408-1.273) 0.26 0.716 (0.411-1.249) 0.24 0.68 (0.392-1.181) 0.17
CFTRmModulator
HFNo * 1 1 1 Fiiiiizii]
Y es 0.550 (0.279-1.085) 0.09 0.535 (0.275-1.039) 0.07 0.571 (0.297-1.098) 0.09
P.@eruginosaxBtatus
FNever@PARPos* 1 1 Fidiiiiii]
[ ver®PARPos 0.547 (0.377-0.792) 0.0014 0.508 (0.350-0.737) 0.0004
GLIFEV1ppGtEnrollment 0.991 (0.982-0.999) 0.0389

*BaselineRategory
®Bbbreviations:@ddsRatio,@DR;Lonfidencelnterval &I;Zulture,Ex.
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Table®11:BAssociation@®ffulmonary®xacerbations@ith#Frequency®fBCVietection.

Univariate
Covariate® Odds®Ratio  95%Xonf.Anterval p-value
FrequencyIbeBCVB[IxE’Positivityblzj
EMSCVINeg* 1
FSCVECX@P oS 1.221 (0.749-1.992) 0.42
(S CVECXEP O SEHELE] 2.166 (1.293-3.627) 0.0034
Visit@humber 0.933 (0.873-0.997) 0.0422

*MBaselineXategory
*Bbbreviations:Ex®os,Rulture@ositive
*INumber®fBCV@ositiveRultures@uring®heBtudy
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Table312:Associationtbetween@reatmentZEndBubsequentBCVletection
@n@nultivariate@nalysis.

Covariate®

Multivariate®

Odds/Ratio 95%Xonf.Anterval p-value
Aminoglycoside
[ENo* 1
[ es 1.417 (0.765-2.626) 0.27
Beta-lactam
[HNo* 1
[ es 0.759 (0.393-1.467) 0.41
Fluoroquinolone
N0 * 1
[t es 0.844 (0.451-1.577) 0.60
Glycopeptide
N0 * 1
[ es 0.986 (0.342-2.841) 0.98
Lincosamidel
[ENo* 1
[ es 0.956 (0.236-3.869) 0.95
Macrolide
ffNo* 1
[ es 1.318 (0.724-2.401) 0.37
Polymyxin
N0 * 1
[ es 4.258 (0.954-18.997) 0.06
Rifamycin
[FNO* 1
[ es 0.285 (0.034-2.410) 0.25
Sulfonamidel
HNo* 1
[ es 1.892 (1.026-3.488) 0.0407
Tetracycline
fNo* 1
[ es 1.216 (0.565-2.615) 0.62
Anti-fungal
N0 * 1
Y es 2.949 (0.245-35.487) 0.39
HypertonicBaline
[ENo* 1
[ es 0.430 (0.222-0.831) 0.0121
Inhaled&teroid
ENo* 1
[ es 1.486 (0.809-2.733) 0.20
Dornasellfa
MNo* 1
[ es 3.267 (1.059-10.073) 0.0394

*MBaselineXategory

*ovariatesin®he@ultivariate@nalysisdorRachBntibioticAncluded®hedollowing:
Age@t@Enroliment;Bex@Male* ,Female);MHispanicacedHispanic*,MNon-hispanic);t
GenotypeRF508thomoz*,F508heteroz,@ther)
®Freatment@xposures@vere@valuatedFor&heBtudyRuarteririor@oRheRultured

under@onsideration.
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Table®13.5CVzuxotrophictypesXulturedfromLFZubjects.

Auxotrophy® MSSA-SCVEN=101) MRSA-SCVN=84) TotaldN=185)
Thymidine 35034.7)" 6881.0) 103H55.7)
Hemin 3H3.0) 0§0.0) 381.6)
Menadione 6[5.9) 0{0.0) 6[3.2)
Fatty@cid 25024.8) 202.4) 27014.6)
Menadione@FattyRcid 1d1.0) 0{0.0) 1{0.5)
CarbonDioxide 414.0) 0{0.0) 442.2)
Noomplementation 1918.8) 13{15.5) 32[{17.3)
Notetermined 817.9) 1d1.2) 9{4.9)

*BAuxotrophicitypesDBCVs.F7.3%BDAIBCVsRidmhotRomplement@vithheRonditions&estedibut
showedBoor@FrowthDnEabnedia.mBECVseverted@uringulture,BndEuxotrophy@ould@hotie

determined.

"®NumberfPercent®fIMSSA-SCV,AMRSA-SCV,Bridfhefl otal \fEach@BuxotrophicBCVBubtype.

19



Table®14.AssociationDfBCVBubtypesEndEGLIFEV ; ppAn@inivariateBindEmultivariateZnalyses.

Univariate Multivariate Multivariate

Covariate Coeff.? 95%| p-value Coeff. 95%[TI p-value Coeff. 95%[TI p-value
SCVultureBtatus
IFNeverBCV@Pos* 0 0 0
fEveriNon-THYDBCV®Pos -2.687 (-9.152-3.778) 0.42 -1.127 (-7.458-5.203) 0.73 -1.384 (-7.617-4.849) 0.66
[EEverfTHY DB CVPos -13.095 (-20.090--6.100) 0.0003 -10.003 (-16.862--3.144) 0.0043 -10.489 (-17.249--3.730) 0.0024
Visitthumber -0.367 (-0.693--0.040) 0.0274 -0.365 (-0.691--0.039) 0.0280 -0.364 (-0.690--0.038) 0.0284
Age@tEnrollment -1.189 (-1.917--0.460) 0.0014 -1.024 (-1.751--0.297) 0.0058
Sex
M ale* 0 0
@EFemale -4.330 (-8.794-0.134) 0.06 -3.643 (-8.065-0.779) 0.11
Hispanicltace
[EHispanic* 0 0
N on-Hispanic -1.942  (-12.973-9.089) 0.73 -3.483  (-14.397-7.431) 0.53
Genotype
[EEF508Ghomoz* 0 0
[ 508Gheteroz 4.691 (-0.231-9.614) 0.06 4.001 (-0.870-8.871) 0.11
EDther 1.402 (-6.250-9.053) 0.72 1.187 (-6.345-8.720) 0.76
CFTRMModulator
[ENo* 0 0
[y es 6.876 (-1.865-15.617) 0.12 6.524 (-2.083-15.131) 0.14
P.@eruginosaxBtatus
mrNever@PAPos* 0
Mt ver@PARos -6.913 (-11.921--1.904) 0.0068
Constant 92.72 (89.737-95.704) <0.0001 107.933 (93.839-122.027) <0.0001 109.421 (95.506-123.335) <0.0001

*MBaselineRategory
®Bbbreviations:Eoefficient,oeff.;onfidencednterval &I;Eulture, ILx;EHYD,@hymidine-dependent.
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Table®15.MAssociationdfBCVswithdungFunctionbasedBnEVIRSABtatus@n@inivariateBnd@nultivariatenalyses.

Univariate Multivariate Multivariate

Covariate Coeff.? 95%(TI p-value Coeff. 95%| p-value Coeff. 95%(| p-value
MRSAEBCVExBtatus
(M SSABN C* 0 0 0
M SSABCV -9.409 (-17.455--1.363) 0.0217 -7.773 (-15.664-0.117) 0.05 -7.924 (-15.841--0.007) 0.0498
M RSABNC -4.944 (-10.499-0.610) 0.08 -3.869 (-9.387-1.649) 0.17 -5.115 (-10.738-0.508) 0.08
FFIMRSABCV -10.524 (-18.205--2.842) 0.0073 -7.780 (-15.439--0.122) 0.0461 -8.435 (-16.149--0.721) 0.0318
Visitthumber -0.379 (-0.657--0.102) 0.0074 -0.378 (-0.655--0.101) 0.0075 -0.289 (-0.620-0.042) 0.09
Agel@t@Enrollment -0.916 (-1.694--0.138) 0.0209 -0.850 (-1.637--0.063) 0.0340
Sex
@M ale* 0 0
@Female -4.863 (-9.595--0.131) 0.0436 -4.496 (-9.303-0.311) 0.07
HispaniclXace
@Hispanic* 0 0
@ENon-Hispanic -3.690 (-15.337-7.956) 0.54 -4.897 (-16.646-6.851) 0.41
Genotype
[FF508Hhomoz* 0 0
[FF508heteroz 2.846  (-2.389-8.080) 0.29 3.115  (-2.155-8.384) 0.25
[Dther 0.364  (-7.653-8.380) 0.93 0.522  (-7.699-8.743) 0.90
CFTR@Modulator
@No* 0 0
[y es 6.663 (-2.846-16.173) 0.17 7.339 (-2.235-16.913) 0.13
P.meruginosaxBtatus
ENever@PAPos* 0
@ ver@PARPos -4.769 (-10.362-0.825) 0.10
Constant 95.407 (91.487-99.327) <0.0001 109.861 (95.006-124.716) <0.0001 111.052 (95.970-126.134) <0.0001

*MBaseline®ategory
*BAbbreviations:Eoefficient,Eoeff.;Eonfidencel@nterval &l;Eulture,Ex;ANormal&olony,ENC
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Table®16.MAssociationDfBCVsEnd@dccurrence®fBpulmonary@xacerbationsibased®bn@VIRSABtatusd@ninivariateBand@multivariateznalyses.

Univariate Multivariate Multivariate Multivariate

Covariate OR? 95%(T| p-value OR 95%| p-value OR 95%| p-value OR 95%(| p-value
MRSABCVExBtatus
M SSAENC* 1 Eidiiii] 1 1
EFMSSABCV 1.131 (0.623-2.054) 0.69 1.054 (0.588-1.890) 0.86 1.060 (0.598-1.877) 0.84 0.958 (0.543-1.691) 0.88
M RSABNC 1.623 (1.075-2.450) 0.0212  1.538 (1.022-2.314) 0.0389  1.443 (0.965-2.159) 0.07 1.360 (0.914-2.026) 0.13
EFMRSABCV 2.900 (1.641-5.125) 0.0002  2.533 (1.445-4.442) 0.0012  2.385 (1.375-4.136) 0.0020  2.149 (1.244-3.713) 0.0061
Visitihumber 0.928 (0.866-0.994) 0.0323  0.930 (0.870-0.993) 0.0312  0.929 (0.870-0.993) 0.0305 0.928 (0.868-0.991) 0.0269
Age@tEnrollment 1.074 (1.014-1.138) 0.0152  1.083 (1.023-1.147) 0.0059  1.069 (1.010-1.132) 0.0212
Sex PrETEPTERERECED?
ErMale® Fidiiiiil 1 1
EFemale 1.574 (1.107-2.240) 0.0117  1.658 (1.171-2.347) 0.0044  1.580 (1.121-2.227) 0.0091
Hispanic@ace
@FHispanic* Eidiiial 1 1
@ErNon-Hispanic 0.97 0.870 (0.371-2.037) 0.75 0.833 (0.361-1.922) 0.67
Genotype
EFF508fhomoz* Eidiiiia] 1 1
[ 508theteroz 0.57 1.084 (0.743-1.581) 0.68 1.069 (0.737-1.551) 0.72
EDther 0.815 (0.446-1.488) 0.51 0.818 (0.454-1.476) 0.51 0.763 (0.426-1.370) 0.37
CFTRModulator (FTTTERTIRTIoe  (TPPRFRRTIRTRCLRLE i
[N * 1 i) 1 1
Y es 0.565 (0.272-1.174) 0.13 0.560 (0.273-1.149) 0.11 0.583 (0.289-1.179) 0.13
P.®Eeruginosalx®Btatus
mrNever®PARPos* 1 1
EEver@®PARPOs 0.568 (0.378-0.851) 0.0062  0.542 (0.363-0.810) 0.0028
GLIFEV 1pp@tEnrollment 0.990 (0.980-0.999) 0.0307

*MBaseline®ategory

*Bbbreviations:@R,AddsRatio.;ELonfidencednterval,&I;Zulture,Ex;MNormalolony,INC
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Table317.AAnalysisbfhessociationdfdungfunctionZndthistory®bfZntibiotick

Aise@uring@heBtudy.
Univariate®

Covariate Difference = 95%Xonf.Anterval  p-value
EverEreated@vithBAminoglycoside
N * 0 i
[ es -4.89 (-9.63--0.15) 0.0395
Everl@reated@vith@eta-lactam
[N * 0 i
[ es -6.85 (-12.00--1.69) 0.0069
Everitreated@vith@luoroquinolone
@No* 0 Hiididiil
[ es -8.23 (-12.92--3.55) 0.0006
Everf@reated@vith@acrolide
N * 0 i
MY es -3.49 (-8.25-1.27) 0.15
Everltreated@vithBulfonamide
@No™* 0 Hiididiil
M es -2.96 (-7.81-1.88) 0.23
EverEreated@vithlTetracycline
[N * 0 i
[ es -8.01 (-13.98--2.05) 0.0050

*BaselineRategory

23



Table®18.MAnalysisBbfRhessociation®fPpulmonary@xacerbationZndbhistory i

antibioiticlise@uring®@heZtudy.

Univariate

Covariate Odds@Ratio  95%onf.Anterval p-value
Ever@reated@vithBAminoglycoside
EFNo* 1
Y es 0.533 (0.397-0.716) <0.0001
Everreated@vith@Beta-lactam
@FNo* 1
[y es 2.586 (1.883-3.553) <0.0001
EverEreated@vith@Fluoroquinolone
@FNo* 1
@Y es 2.240 (1.665-3.014) 0.00034
Everreated@vithiMacrolide
[@No* 1
MY es 0.927 (0.702-1.225) 0.59
Everreated@vithBulfonamide
N *
[ es 3.117 (2.344-4.145) <0.0001
Everi@reated@vithTetracycline
[FINO ™ 1
[ es 2.180 (1.548-3.071) <0.0001

*MaselineXategory
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Table®319.HistoryEnd&requencydfreatment@luring®heZtudy

Ever@reated= Baselinel VisitER Visit2a Visit3Ba Visit@m VisitBH Visit@®Bl VisitfRl
Medication (N=230) (N=230) (N=230) (N=226) (N=221) (N=210) (N=183) (N=126) (N=45)
Beta-lactam 161H70.0%)° 96[{41.7%)° 51[22.2%) 55024.3%) 51{23.1%) 40§19.0%) 37§20.2%) 22{17.5%) 13H28.9%)
Aminoglycoside  120d52.2%) 88[38.3%) 29d12.6%) 1747.5%) 30d13.6%) 29{13.8%) 26{14.2%) 19{15.1%) 10{22.2%)
Macrolide 109/47.4%) 93H40.4%) 7{3.0%) 6[2.7%) 5H2.3%) 4[1.9%) 9H4.9%) 1289.5%) 5d11.1%)
Fluoroquinolone 101{43.9%) 50{21.7%) 22{9.6%) 21{9.3%) 23{10.4%) 11d5.2%) 1789.3%) 8{6.3%) 0{0.0%)
Sulfonamide 93[{40.4%) 47420.4%) 26{11.3%) 22d9.7%) 26[{11.8%) 23{11.0%) 13{7.1%) 12d9.5%) 5d11.1%)
Tetracycline 44[419.1%) 2510.9%) 6[2.6%) 743.1%) 8{3.6%) 11d5.2%) 512.7%) 3[2.4%) 2[04.4%)
Glycopeptide 2008.7%) 10H4.3%) 3{1.3%) 2[0.9%) 1H0.5%) 1R0.5%) 31.6%) 201.6%) 0H0.0%)
Polymyxin 93.9%) 743.0%) 2[0.9%) 31.3%) 1{0.5%) 0{0.0%) 31.6%) 1{0.8%) 152.2%)
Rifamycinf 8{3.5%) 3{1.3%) 0{0.0%) 1§0.4%) 1[0.5%) 10.5%) 1[0.5%) 1[0.8%) 0{0.0%)
Oxazolidinone 14[{6.1%) 512.2%) 2[0.9%) 1{0.4%) 2[0.9%) 1{0.5%) 341.6%) 1H0.8%) 1d2.2%)
Lincosamide 12{5.2%) 502.2%) 170.4%) 10.4%) 52.3%) 0F0.0%) 1H0.5%) 1{0.8%) 0H0.0%)
Nitroimidazole 4d1.7%) 2[0.9%) 170.4%) 10.4%) 0{0.0%) 0{0.0%) 0H0.0%) 0{0.0%) 0{0.0%)
Antifungal 3{1.3%) 2[{0.9%) 0{0.0%) 0{0.0%) 0{0.0%) 0{0.0%) 241.1%) 0{0.0%) 0{0.0%)
Ethambutol 2[0.9%) 1{0.4%) 030.0%) 00.0%) 1H0.5%) 00.0%) 0{0.0%) 0{0.0%) 0{0.0%)

*ENumber@Percent®fRotalBubjects)®Ereated@vithBnEntibioticiromREheBpecified@ruglass@t@Enyoint@uring@heBtudy.
*ENumberfPercent®fBubjectsBt@achBtudydisit)EreatedBvithE@n@ntibioticFromRheBpecified@rugklass.
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Table®20.Frequency®DfBulfonamide®reatment@®fAMSSARNdEMIRSAR
culture-positiveBubjects@luring®heZtudy.

Sulfonamide@reatment

No Yes Total
MRSAXxBtatus NF%)* NH%) NHA%)
MSSAPos 6959.5) 34{40.5) 103[{51.5)
MRSA®Pos 47[40.5) 5059.5)* 97d48.5)
Total® 116100) 84[{100) 200100)

*INumber@Percent)®fBubjects@reateddYes)rEhot@reateddNo)@wvith
sulfonamides.

Pearsonthi-squared1)E7.0464M@
*BulfonamidelreatmentBignificantlythigher@nBVIRSARs. AIMSSAx@ositive
subjectsdp-valueZ®.0079).
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Table S21. STROBE Statement.

Item
No Recommendation Comment

Title and abstract 1 (a) Indicate the study’s design with a Indicated in the Abstract
commonly used term in the title or the
abstract
(b) Provide in the abstract an informative Provided in the Abstract
and balanced summary of what was done
and what was found

Introduction

Background/rationale 2 Explain the scientific background and Explained in the
rationale for the investigation being Introduction, paragraphs 5
reported and 6.

Objectives 3 State specific objectives, including any Stated in the Introduction,
prespecified hypotheses paragraph 6.

Methods

Study design 4 Present key elements of study design early =~ Presented in the Abstract,
in the paper subsection “Methods”, and

Methods, subsection “Study
Design”

Setting 5 Describe the setting, locations, and relevant Described in the Methods,
dates, including periods of recruitment, subsection “Study Design”
exposure, follow-up, and data collection

Participants 6 (a) Cohort study—Give the eligibility Described in the Methods,
criteria, and the sources and methods of subsection “Study Design”
selection of participants. Describe methods
of follow-up
Case-control study—Give the eligibility
criteria, and the sources and methods of
case ascertainment and control selection.

Give the rationale for the choice of cases
and controls

Cross-sectional study—Give the eligibility
criteria, and the sources and methods of
selection of participants

(b) Cohort study—For matched studies, N/A
give matching criteria and number of
exposed and unexposed

Case-control study—For matched studies,
give matching criteria and the number of
controls per case

Variables 7 Clearly define all outcomes, exposures, Described in the Methods,
predictors, potential confounders, and subsections “Study Design”,
effect modifiers. Give diagnostic criteria, if “Prevalence and correlates
applicable of infection with SCVs”, and

“Analysis of the association
of SCVs, lung function, and
pulmonary exacerbation
risk”

Data sources/ 8* For each variable of interest, give sources Described in the Methods,

measurement

of data and details of methods of
assessment (measurement). Describe
comparability of assessment methods if
there is more than one group
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subsections “Statistical

methods”, “Prevalence and
correlates of infection with
SCVs”, and “Analysis of the

association of SCVs, lung



function, and pulmonary
exacerbation risk”

Bias 9 Describe any efforts to address potential Described in Methods,
sources of bias subsection “Statistical

methods”
Study size 10  Explain how the study size was arrived at Described in Methods,

subsection “Statistical
methods”

Quantitative variables

11  Explain how quantitative variables were
handled in the analyses. If applicable,
describe which groupings were chosen and
why

Described in Methods,
subsection “Statistical
methods”

Statistical methods

12 (a) Describe all statistical methods,
including those used to control for
confounding

Described in Methods,
subsection “Statistical
methods”

(b) Describe any methods used to examine
subgroups and interactions

Described in the Methods,
subsections “Statistical
methods”, “Prevalence and
correlates of infection with
SCVs”, and “Analysis of the
association of SCVs, lung
function, and pulmonary
exacerbation risk”

(c) Explain how missing data were N/A
addressed
(d) Cohort study—If applicable, explain N/A
how loss to follow-up was addressed
Case-control study—If applicable, explain
how matching of cases and controls was
addressed
Cross-sectional study—If applicable,
describe analytical methods taking account
of sampling strategy
(e) Describe any sensitivity analyses N/A
Results Comment
Participants 13* (a) Report numbers of individuals at each stage of  Described in the Methods,
study—eg numbers potentially eligible, examined  subsections “Study Design”
for eligibility, confirmed eligible, included in the and Results, paragraph 1
study, completing follow-up, and analysed
(b) Give reasons for non-participation at each
stage
(c) Consider use of a flow diagram Supplementary Figure S2
Descriptive 14* (&) Give characteristics of study participants (eg Described in the Methods,
data demographic, clinical, social) and information on subsections “Study Design”,

exposures and potential confounders

and Table 1

(b) Indicate number of participants with missing
data for each variable of interest

Described in the Methods,
subsections “Statistical
methods”,

(c) Cohort study—Summarise follow-up time (eg,
average and total amount)

Described in the Methods,
subsections “Study Design”,
and Results, paragraph 1
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Outcome data 15* Cohort study—Report numbers of outcome events  Described in Results
Or summary measures over time
Case-control study—Report numbers in each N/A
exposure category, or summary measures of
exposure
Cross-sectional study—Report numbers of outcome N/A
events or summary measures
Main results 16 (a) Give unadjusted estimates and, if applicable, Described in Results and

confounder-adjusted estimates and their precision
(eg, 95% confidence interval). Make clear which
confounders were adjusted for and why they were
included

presented in Table 2 and 3
and Supplementary Tables
S6,S7,S8,S10,S11, S12, 514,
S15,5S16,S17 and S18.

(b) Report category boundaries when continuous
variables were categorized

Described in Results and
presented in Figures 1-2 and
Table 3, Supplemental
Tables S2, S3, S4, S5, S6, S7,
S8,59,510,S11, 512,513,
S14, 515, S16, S17, S18, S20,
and Supplemental Figure 2.

(c) If relevant, consider translating estimates of
relative risk into absolute risk for a meaningful
time period

N/A

Other analyses 17

Report other analyses done—eg analyses of
subgroups and interactions, and sensitivity
analyses

Described in Results

Discussion

Key results 18 Summarise key results with reference to study Described in Discussion,
objectives paragraphs 1-3

Limitations 19 Discuss limitations of the study, taking into Described in Discussion,

account sources of potential bias or imprecision.
Discuss both direction and magnitude of any
potential bias

paragraphs 5-6

Interpretation 20

Give a cautious overall interpretation of results
considering objectives, limitations, multiplicity of
analyses, results from similar studies, and other
relevant evidence

Described in Conclusion

Generalisability 21

Discuss the generalisability (external validity) of
the study results

Described in Conclusion

Other information

Funding 22

Give the source of funding and the role of the
funders for the present study and, if applicable, for
the original study on which the present article is
based
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