Table S1 — Nutrition and ppFEV1 data by genotype subgroups

Fsosdel/ | FS08del/ | FS08del/ | FS08del/ | F508del/ | Fsosdel; | Fo08del/ | FS08del/ | FS08del/ | FS08del/ | f5ogdel | FSO8del/
. . . Residual Residual Residual Minimal | /Mminimal | Minimal
Parameter Other Other Other Gating Gating Gating Function Function Function Function Function | Function
T-12 T+12 T+24 T-12 T+12 T+24 T-12 T+12 T+24 T-12 T+12 T+24
l:/ée;;iglt)) l\:[ge\:;i(;])) l\:[ge\:;i(;])) 1\:[96;;1251])3 1\:[985610;11(2511)) 1\2198;;12511)) Mean+SD | Mean+SD | Mean+SD | Mean+SD | Mean+SD | Mean+SD
7 ¢ ¢ ° ° ° (95%CI) | (95%CI) | (95%CI) | (95%CI) | (95%CI) | (95%CI)

22.63+
22535390 23.50+4.04 2356421 | 23.03+3.52 23.92+3.44 23924349 |23.29+370 24.02+3.83 24.14+3.98 | 21.43+2.66  2.80  22.72+2.87
BMI (kg/m?) | (21.95t0  (22.90 to (2293t0 | (21.80to  (22.73 to (22.69t0 | (2273t0  (2344to (23.52to | (21.23to (2243 (2251 to
23.12) 24.10) 24.20) 24.26) 25.12) 25.14) 23.85) 24.60) 24.75) 21.63) to 22.93)

22.84)

-0.07#0.92  -0.12+¢0.97 | 0.08+1.42  0.01+1.21  0.13+1.68 |0.004+1.09 0.17+1.06 0.30+0.82 | -0.33+1.01
BMI 7 score ?39520: (030to  (038to | (104to  (093to  (142to | (044to  (028to  (0.16to0 | (-0.45 to- (0(1)2;22 %45235
0.04) 0.17) 0.14) 1.19) 0.96) 1.68) 0.45) 0.62) 0.76) 0.21) 0002 -002)
73.3325. 79.61+ 8153+ | 73454053 X0 oo g4
29 82812659 78882566 | 67942831 737242961 67.90427.94 | U 85932233 © 3 2514 o
PpFEV1 (%) (70.96 to (80.36 to (76.39to | (58.52t0  (64.30 to (58.96 to (75.79 to (82.12 to 777010 | (7171 t0 (82.90 (80.43 to
' 85.26) 81.16) 77.36) 83.14) 76.84) ' 89.74) : ' \

75.68) 83.43) 85.37) 75.19) 86.33) 83.79)

Abbreviations: T-12: one year before therapy; T+12: one year after therapy; T+24: two years after therapy
Post hoc analysis

BMI - F508del/Other (T-12) vs. F508del/Gating (T-12), p=0.47; F508del/Other (T-12) vs. F508del/Residual Function (T-12), p=0.07; F508del/Other (T-12) vs. F508del/Minimal
Function (T-12), p=0.0005; F508del/Other (T+12) vs. F508del/Gating (T+12), p=0.53; F508del/Other (T+12) vs. F508del/Residual Function (T+12), p=0.22; F508del/Other
(T+12) vs. F508del/Minimal Function (T+12), p=0.007; F508del/Other (T+24) vs. F508del/Gating (T+24), p=0.61; F508del/Other (T+24) vs. F508del/Residual Function (T+24),
p=0.21; F508del/Other (T+24) vs. F508del/Minimal Function (T+24), p=0.01

F508del/Gating (T-12) vs. F508del/Residual Function (T-12), p=0.70; F508del/Gating (T-12) vs. F508del/Minimal Function (T-12), p=0.01; F508del/Gating (T+12) vs.
F508del/Residual Function (T+12), p=0.88; F508del/Gating (T+12) vs. F508del/Minimal Function (T+12), p=0.03; F508del/Gating (T+24) vs. F508del/Residual Function (T+24),
p=0.75; F508del/Gating (T+24) vs. F508del/Minimal Function (T+24), p=0.054; F508del/Residual Function (T-12) vs. F508del/Minimal Function (T-12), p<0.0001;
F508del/Residual Function (T+12) vs. F508del/Minimal Function (T+12), p<0.0001; F508del/Residual Function (T+24) vs. F508del/Minimal Function (T+24), p<0.0001

BMI z score - F508del/Other (T-12) vs. F508del/Gating (T-12), p=0.53; F508del/Other (T-12) vs. F508del/Residual Function (T-12), p=0.25; F508del/Other (T-12) vs.
F508del/Minimal Function (T-12), p=0.77; F508del/Other (T+12) vs. F508del/Gating (T+12), p=0.87; F508del/Other (T+12) vs. F508del/Residual Function (T+12), p=0.36;
F508del/Other (T+12) vs. F508del/Minimal Function (T+12), p=0.69; F508del/Other (T+24) vs. F508del/Gating (T+24), p=0.75; F508del/Other (T+24) vs. F508del/Residual
Function (T+24), p=0.12; F508del/Other (T+24) vs. F508del/Minimal Function (T+24), p=0.88; F508del/Gating (T-12) vs. F508del/Residual Function (T-12), p=0.90;



F508del/Gating (T-12) vs. F508del/Minimal Function (T-12), p=0.47; F508del/Gating (T+12) vs. F508del/Residual Function (T+12), p=0.77; F508del/Gating (T+12) vs.
F508del/Minimal Function (T+12), p=0.79; F508del/Gating (T+24) vs. F508del/Residual Function (T+24), p=0.84; F508del/Gating (T+24) vs. F508del/Minimal Function (T+24),
p=0.73 F508del/Residual Function (T-12) vs. F508del/Minimal Function (T-12), p=0.15; F508del/Residual Function (T+12) vs. F508del/Minimal Function (T+12), p=0.22;
F508del/Residual Function (T+24) vs. F508del/Minimal Function (T+24), p=0.07

ppFEV; - F508del/Other (T-12) vs. F508del/Gating (T-12), p=0.27; F508del/Other (T-12) vs. F508del/Residual Function (T-12), p=0.006; F508del/Other (T-12) vs.
F508del/Minimal Function (T-12), p=0.94; F508del/Other (T+12) vs. F508del/Gating (T+12), p=0.06; F508del/Other (T+12) vs. F508del/Residual Function (T+12), p=0.18;
F508del/Other (T+12) vs. F508del/Minimal Function (T+12), p=0.24; F508del/Other (T+24) vs. F508del/Gating (T+24), p=0.02; F508del/Other (T+24) vs. F508del/Residual
Function (T+24), p=0.23; F508del/Other (T+24) vs. F508del/Minimal Function (T+24), p=0.02; F508del/Gating (T-12) vs. F508del/Residual Function (T-12), p=0.02; B (T-12) vs.
F508del/Minimal Function (T-12), p=0.25; F508del/Gating (T+12) vs. F508del/Residual Function (T+12), p=0.02; F508del/Gating (T+12) vs. F508del/Minimal Function (T+12),
p=0.02; F508del/Gating (T+24) vs. F508del/Residual Function (T+24), p=0.006; F508del/Gating (T+24) vs. F508del/Minimal Function (T+24), p=0.002; F508del/Residual Function
(T+12) vs. F508del/Minimal Function (T+12), p=0.004; F508del/Residual Function (T+12) vs. F508del/Minimal Function (T+12), p=0.54; F508del/Residual Function (T+24) vs. D
(T+24), p=0.79

Trend analysis

BMI - F508del/Other (T-12) vs. F508del/Other (T+12), p<0.0001; F508del/Other (T-12) vs. F508del/Other (T+24), p<0.0001; F508del/Other (T+12) vs. F508del/Other (T+24),
p=0.54; F508del/Gating (T-12) vs. F508del/Gating (T+12), p=0.02; F508del/Gating (T-12) vs. F508del/Gating (T+24), p=0.001; F508del/Gating (T+12) vs. F508del/Gating (T+24),
p=0.99; F508del/Residual Function (T-12) vs. F508del/Residual Function (T+12), p<0.0001; F508del/Residual Function (T-12) vs. F508del/Residual Function (T+24), p<0.0001;
F508del/Residual Function (T+12) vs. F508del/Residual Function (T+24), p=0.29; F508del/Minimal Function (T-12) vs. F508del/Minimal Function (T+12), p<0.0001;
F508del/Minimal Function (T-12) vs. F508del/Minimal Function (+24T), p<0.0001; F508del/Minimal Function (T+12) vs. F508del/Minimal Function (T+24), p=0.048

BMI z score - F508del/Other (T-12) vs. F508del/Other (T+12), p=0.19; F508del/Other (T-12) vs. F508del/Other (T+24), p=0.35; F508del/Other (T+12) vs. F508del/Other (T+24),
p=0.76; F508del/Gating (T-12) vs. F508del/Gating (T+12), p=0.06; F508del/Gating (T-12) vs. F508del/Gating (+24T), p=0.97; F508del/Gating (T+12) vs. F508del/Gating (+24T),
p=0.93; F508del/Residual Function (T-12) vs. F508del/Residual Function (T+12), p=0.32; F508del/Residual Function (T-12) vs. F508del/Residual Function (+24T), p=0.33;
F508del/Residual Function (T+12) vs. F508del/Residual Function (T+24), p=0.33; F508del/Minimal Function (T-12) vs. F508del/Minimal Function (T+12), p=0.09;
F508del/Minimal Function (T-12) vs. F508del/Minimal Function (T+24), p=0.09; F508del/Minimal Function (T+12) vs. F508del/Minimal Function (T+24), p=0.08

ppFEV; - F508del/Other (T-12) vs. F508del/Other (T+12), p<0.0001; F508del/Other (T-12) vs. F508del/Other (T+24), p<0.0001; F508del/Other (T+12) vs. F508del/Other
(T+24), p<0.0001; F508del/Gating (T-12) vs. F508del/Gating (T+12), p=0.008; F508del/Gating (T-12) vs. F508del/Gating (T+24), p=0.98; F508del/Gating (T+12) vs.
F508del/Gating (T+24), p<0.0001; F508del/Residual Function (T-12) vs. F508del/Residual Function (T+12), p<0.0001; F508del/Residual Function (T-12) vs. F508del/Residual
Function (T+24), p=0.03; F508del/Residual Function (T+12) vs. F508del/Residual Function (T+24), p<0.0001; F508del/Minimal Function (T-12) vs. F508del/Minimal Function
(T+12), p<0.0001; F508del/Minimal Function (T-12) vs. F508del/Minimal Function (+24T), p<0.0001; F508del/Minimal Function (T+12) vs. F508del/Minimal Function (T+24),
p<0.0001



Table S2 — Nutrition and ppFEV1 data by severity of lung disease subgroups

T-12 T+12 T+24 T-12 T2 T+24 T-12 T+12 T+24
Parameter PPFEVi<40% | ppFEV:<40% | ppFEVi<40% 405pp;§v1<70 405pp;FV1<70 405pp;E.V1<70 PPFEVi270% | ppFEV:>70% | ppFEVi>70%
Mean=SD Mean+SD Mean=SD > > > Mean+SD Mean=SD Mean+SD
o o o Mean+SD Mean+SD Mean+SD o o o
(95%CTI) (95%CI) (95%CT) (95%C) (95%CD) (95%C) (95%CI) (95%CT) (95%CI)
20724283  22.33+2.80  2229+280 | 21.55:3.14  22.83x329  2295+343 | 22244288  23.06+3.08  23.11:3.15
BMI (kg/m?) (20.26 to (21.88 to (21.83 to (21.28 to (22.56 to (22.66 to (20.05 to (22.86 to (22.90 to
21.19) 22.78) 22.75) 21.81) 23.12) 23.24) 22.43) 23.27) 23.31)
MLy score -0.80+0.83 1.5742.02 -1.25+1.99 20.79+1.16 -0.40+1.09 -0.44+1.08 -0.28+1.01 '?_‘8?2027 -0.07+0.97
(2.87t0127) (-477to1.64) (-442t01.92) | (-1.13 to-0.44) (-0.72t0-0.09) (-0.75 to-0.13) | (-0.36 to -0.19) 0,006 (-0.16 to 0.01)
31384770  37.33+10.07  37.98+8.85 | 51.78+11.77  61.99+13.64  60.06+13.65 | 89.07+17.14  99.26+1559  95.10+16.51
ppFEV: (%) (30.07 to (35.69 to (36.51 to (50.79 to (60.87 to (58.93 to (88.18 to (98.45 to (94.24 to
32.70) 38.97) 39.46) 52.76) 63.11) 61.19) 89.96) 100.06) 95.96)

Abbreviations: T-12: one year before therapy; T+12: one year after therapy; T+24: two years after therapy
Post hoc analysis

BMI - ppFEV1<40% (T-12) vs. 40<ppFEV1<70% (T-12), p=0.002; ppFEV1<40% (T-12) vs. ppFEV1270 (T-12), p<0.0001; 40<ppFEV1<70% (T-12) vs. ppFEV1270% (T-12), p<0.0001;
PpFEV1<40% (T+12) vs. 40<ppFEV1<70% (T+12), p=0.007; ppFEV1<40% (T+12) vs. ppFEV:270% (T+12), p=0.004; 40<ppFEV1<70% (T+12) vs. ppFEV1270% (T+12), p=0.19;
ppFEV1<40% (T+24) vs. 40<ppFEV1<70% (T+24), p=0.02; ppFEV1<40% (T+24) vs. ppFEV1270% (T+24), p=0.001; 40<ppFEV1<70% (T+24) vs. ppFEV1270% (T+24), p=0.39

BMI z score - ppFEV1<40% (T-12) vs. 40<ppFEV1<70% (T-12), p=0.97; ppFEV1<40% (T-12) vs. ppFEV1270% (T-12), p=0.18; 40<ppFEV1<70% (T-12) vs. ppFEV1270% (T-12), p=0.005;
PPFEV1<40% (T+12) vs. 40<ppFEV1<70% (T+12), p=0.19; ppFEV1<40% (T+12) vs. ppFEV1270% (T+12), p=0.09; 40<ppFEV1<70% (T+12) vs. ppFEV1270% (T+12), p=0.048;
pPPFEV1<40% (T+24) vs. 40<ppFEV1<70% (T+24), p=0.35; ppFEV1<40% (T+24) vs. ppFEV1270% (T+24), p=0.17; 40<ppFEV1<70% (T+24) vs. ppFEV,270% (T+24), p=0.03

PPFEV: - ppFEV1<40% (T-12) vs. 40<ppFEV1<70% (T-12), p<0.0001; ppFEV:1<40% (T-12) vs. ppFEV1270% (T-12), p<0.0001; 40<ppFEV1<70% (T-12) vs. ppFEV1270% (T-12),
p<0.0001; ppFEV1<40% (T+12) vs. 40<ppFEV1<70% (T+12), p<0.0001; ppFEV1<40% (T+12) vs. ppFEV1>70% (T+12), p<0.0001; 40<ppFEV1<70% (T+12) vs. ppFEV1>70% (T+12),
p<0.0001; ppFEV:<40% (T+24) vs. 40<ppFEV1<70% (T+24), p<0.0001; ppFEV:<40% (T+24) vs. ppFEV1270% (T+24), p<0.0001; 40<ppFEV:1<70% (T+24) vs. ppFEV1270% (T+24),

p<0.0001

Trend analysis

BMI - ppFEV1<40% (T-12) vs. ppFEV1<40% (T+12), p<0.0001; ppFEV1<40% (T-12) vs. ppFEV1<40% (T+24), p<0.0001; ppFEV1<40% (T+12) vs. ppFEV1<40% (T+24), p=0.62;
40<ppFEV1<70% (T-12) vs. 40<ppFEV1<70% (T+12), p<0.0001; 40<ppFEV1<70% (T-12) vs. 40<ppFEV1<70% (T+24), p<0.0001; 40<ppFEV1<70% (T+12) vs. 40<ppFEV1<70% (T+24),
p=0.03; ppFEV1270% (T-12) vs. ppFEV1270% (T+12), p<0.0001; ppFEV1>70% (T-12) vs. ppFEV1270% (T+24), p<0.0001; ppFEV1>70% (T+12) vs. ppFEV1270% (T+24), p=0.32

BMI z score - ppFEV1<40% (T-12) vs. ppFEV1<40% (T+12), p=0.42; ppFEV1<40% (T-12) vs. ppFEV1<40% (T+24), p=0.63; ppFEV1<40% (T+12) vs. ppFEV1<40% (T+24), p=0.80;
40<ppFEV1<70% (T-12) vs. 40<ppFEV1<70% (T+12), p=0.10; 40<ppFEV1<70% (T-12) vs. 40<ppFEV1<70% (T+24), p=0.14; 40<ppFEV1<70% (T+12) vs. 40<ppFEV1<70% (T+24),
p=0.03; ppFEV1270% (T-12) vs. ppFEV:270% (T+12), p=0.001; ppFEV1270% (T-12) vs. ppFEV:>70% (T+24), p=0.001; ppFEV1>70% (T+12) vs. ppFEV1270% (T+24), p=0.96



PPFEV; - ppFEV1<40% (T-12) vs. ppFEV1<40% (T+12), p<0.0001; ppFEV1<40% (T-12) vs. ppFEV1<40% (T+24), p<0.0001; ppFEV1<40% (T+12) vs. ppFEV1<40% (T+24), p=0.34;
40<ppFEV1<70% (T-12) vs. 40<ppFEV1<70% (T+12), p<0.0001; 40<ppFEV1<70% (T-12) vs. 40<ppFEV1<70% (T+24), p<0.0001; 40<ppFEV1<70% (T+12) vs. 40<ppFEV1<70% (T+24),
p<0.0001; ppFEV1270% (T-12) vs. ppFEV1270% (T+12), p<0.0001; ppFEV1270% (T-12) vs. ppFEV1270% (T+24), p<0.0001; ppFEV:>70% (T+12) vs. ppFEV1270% (T+24), p<0.0001



