Supplementary Figurel: A forest plot of the change in FENO (ppb) at week 12.

Dupilumalb Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
1.5.1 Dupilumab 100-200 mg 2w
Bacharier et al. 2021 -1B.85 2448 247 -015 32457 126 143% -16.80[-23.26,-10.34] -
Subtotal (95% CI) 247 126 14.3% -16.80[-23.26, -10.34] &
Heterogeneity: Mot applicahle
Testfor overall effect Z=510(F = 0.00001)
1.5.2 Dupilumab 200 mg 2w
Castro etal 2018 148 33 BN -24 21 313 188%  -1240[15.77,-9.03] -
Wenzel etal. 2016 -24.02 Te4 1580 11.458 To1 45% -3560[-53.58, -17.62] —_—
Subtotal (95% CI) 781 444 23.2%  -22.25[-44.73, 0.23] i iER—
Heterogeneity: Tau®= 22554 Chi*=6.18,df=1 {F=0.01), F=84%
Testfor overall effect: £=1.94 (P = 0.09)
1.5.3 Dupilumab 200 mg qd4w
Wenzel etal. 2016 245 T34 114 1148 To1 40% -913 [28.37,10.11] E—
Subtotal (95% CI) 114 131 4.0% -913[-28.37, 10.11] ~euif—
Heterogeneity: Mot applicahle
Testfor overall effect £= 093 (P =0.39)
1.5.4 Dupilumab 300 mg 2w
Castro etal 2018 156 283 R32 -36 0 296 321 182%  -1200[15.78,-83.21] -
Rape etal. 2018 -18.7 28.24 83 2755 31.34 93 11.2% -1595[24.75,-T14) —_—
Wechsler etal 2021 -7.808 19148 58 B.H0E 26.46 49 111%  -14.81 [23.72,-5.91] —
Wenzel etal. 2013 -17.862 264 0 10363 242 44 B.8% -28.22[39.21,-17.24] I
Wenzel etal. 2016 -804 FF28 1487 1148 To1 45% -39.62[57.481,-21.77] —_—
Subtotal (95% CI) 970 638 53.9% -19.56[-27.21,-11.90] e 2
Heterogeneity: Tau®=51.33; Chi*=15.29 df=4 (P=0.004); F=74%
Testfor overall effect: £=5.01 (P = 0.00001)
1.5.5 Dupilumab 300 mg qdw
Wenzel etal. 2016 -9.87 FB23 1487 11.458 To1 46% -21.55[-39.33,-3.77] —_—
Subtotal (95% CI) 1657 131 4.6% -21.55[-39.33,-3.77] ~ogifi--
Heterogeneity: Mot applicahle
Testfor overall effect £= 233 (P =002
Total (95% CI) 2269 1470 100.0% -17.58[-21.87,-13.29] L 2
Heterogeneity: Tau®=22.54; Chi*= 2352 df =89 {F=0.00%); F=62% oo e g 20 100

Testfor overall effect: £=8.04 (P = 0.00001)

i ] Favours [Dupilumah] Favours [Flacebo]
Test for subgroup differences:; Chif=1.40, df= 4 (P =084, F= 0%



Supplementary Figures 2A: A forest plot of the change in FENO (ppb) at week 24.
Dupilumab Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

1.6.1 Dupilumab 100-200 mg g2w

Bacharier et al. 2021 168 2477 242 266 3754 123 154% -1946[26.79,-12.13] -
Subtotal (95% CI) 242 123 154% -19.46 [-26.79, -12.13] s

Heterogeneity: Mot applicable
Test for overall effect: £= 520 (F = 0.00001)

1.6.2 Dupilumab 200 mg 2w

Castro et al. 2018 162 3268 631 -28 2.2 313 201%  -13.40[-16.86, -5.94] -
Wenzel etal. 2016 -21.86 5968 114 1091 59 1200 TF.7% -3277 [-47.98,-17.56] -
Subtotal (95% CI) 745 433 27.8% -21.61[-40.37, -2.85] -

Heterogeneity: Tau®= 155491, Chif=45492 df=1({(F=001); F=83%
Test for overall effect £= 2,26 (F=0.02)

1.6.3 Dupilumab 200 mg qdw

Wenzel etal. 2016 -5.47 58 102 10 59 1200 TE%  -1638[-31.81,-04899] -
Subtotal (95% CI) 102 120 7.6% -16.38 [-31.81, -0.95] et

Heterogeneity: Mot applicable
Test for overall effect: £=2.08 (F=0.04)

1.6.4 Dupilumab 300 mg 2w

Castro et al. 2018 -16.2 26 B32  -46 305 321 187%  -11.60[15.50 -7.70] -
Rape etal. 2018 173 283 a8 03 2949 89 139% -17.60[-26.18 -5.02] —_
Wenzel etal. 2016 -2939 BO6 124 1091 59 1200 T79% -4030[55.31,-2529] -

Subtotal (95% CI) 844 530 41.4% -21.18[-33.97, -8.38] -

Heterogeneity: Tau®=104.38; Chi®=13.82, df=2 (P = 0.000&); F= 86%
Test for overall effect £=3.24 (F=0.001)

1.6.5 Dupilumab 300 mg qdw

Wenzel etal. 2016 -16.61 8945 118 1091 59 120 T.8% -2T7A2[-4268 -12.36) —_—
Subtotal (95% CI) 115 120 7.8% -27.52[-42.68, -12.36] -
Heterogeneity: Mot applicable

Test for overall effect: £= 3.96 (F=0.0004)

Total (95% CI) 2048 1326 100.0% -19.50 [-24.74, -14.25] &
Heterogeneity: Tau®= 32 .49 Chi®= 24 32, df=7 (P=0001); F=71%
Test for overall effect: £=7.28 (F = 0.00001)

Test for subaroup differences: Chif=1.20, df= 4 {P=088) F=0%

-100 -60 0 500 100
Favours [Dupilumab] Favours [Flaceho]



Supplementary Figures 2B: A forest plot of the change in FENO (ppb) at week 24 after sensitivity analysis.

Dupilumah Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
1.6.1 Dupilumab 100-200 mg g2w
Bacharier et al. 2021 168 2477 242 266 3¥A54 123 162% -1946[-26.79, -1213] —
Subtotal (95% CI) 242 123 16.2% -19.46 [-26.79, -12.13] <&

Heterogeneity: Mot applicable
Testfor overall effect £=5.20 (P = 0.00001)

1.6.2 Dupilumab 200 mg 2w

Castro et al. 2018 1620 3268 631 -28 0 M2 33 264% 12401686 -0.94] -
Wenzel etal. 2016 -21.86 5968 114 1091 59 1200 B1% -3277 [47.08, -17.56] -
Subtotal (95% CI) 745 433 32.6% -21.61[-40.37, -2.85] -

Heterogeneity: Tau®=15591; Chi®=592 df=1 (P=0.01), F=83%
Testfor overall effect £= 226 (F =002

1.6.3 Dupilumab 200 mg qdw

Weanzel et al. 2016 -5.47 58 102 1091 58 120 6.0% -16.38[-31.81,-0.4948] —
Subtotal (95% CI) 102 120 6.0% -16.38[-31.81, -0.95] -
Heterogeneity: Mot applicable

Testfor overall effect £= 203 (F=0.04

1.6.4 Dupilumab 300 mg 2w

Castroetal 2018 -16.2 26 B32 -4B 305 321 253%  -11.B0[15.50-7.70] -
Rapeetal 2018 173 283 aa 03 2499 g8 137% 17602618, -9.02) —
Weanzel et al. 2016 -2839  B0EB 124 109 58 120 Mot estimahle

Subtotal (95% CI) 720 410 39.0% -13.34 [-18.67, -8.00] &
Heterogeneity: Tau®=6.44; Chi#=1.96, df=1 (P =021}, F= 36%

Testfor overall effect £=4.90 (P = 0.00001)

1.6.5 Dupilumab 300 mg qdw

Weanzel et al. 2016 1661 &84 115 109 58 120 6.2% -27.52[-4268, -12.36] —_—
Subtotal (95% CI) 115 120 6.2% -27.52[-42.68, -12.36] e
Heterogeneity: Mot applicable

Testfor overall effect: £= 3.56 (P = 0.0004)

Total (95% CI) 1924 1206 100.0% -16.74 [-20.93, -12.56] 4
Heterogeneity: Tau®=14.08; Chi®=13.20, df=6 (P = 0.04); F= 85% 5_1 o0 -5=III 1 5=EI 100

Testfor overall effect £=7.84 (P = 0.00001)

i ) Favours [Dupilumab] Favours [Flaceho]
Test for subdroup differences: Chi®= 429 df=4{(FP=037. F=68%



Supplementary Figure 3: A forest plot of the change in blood eosinophils (cells/mm?) at week 12.

Dupilumah Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.7.1 Dupilumab 100-200 mg g2w
Bacharier et al. 2021 1266 936 254 638  B22 13 8.2%  B2.B80[93.86, 219.46] —
Subtotal (95% CI) 255 131 52% 62.80[-93.86, 219.46] —eog i
Heterogeneity: Mot applicable
Testfor overall effect Z=079{F =043
1.7.2 Dupilumab 200 mg 2w
Castro et al 2018 117 837 B3 12 269 313 4F68%  129.00([F7.58, 180.42) -
Subtotal (95% CI) 631 33 47.9% 129.00 [77.58, 180.42] <P
Heterogeneity: Mot applicable
Testfor overall effect £=4.92 (P = 0.00001)
1.7.3 Dupilumab 300 mg 2w
Castro et al 2018 g6 528 R32 -43 350 321 401%  129.00([F2.78,185.27) ——
Wechsler et al. 2021 298624 B4T a6 -3.517 3249.4 52 4% 3021411047, 493.81]
Wenzel etal 2013 171 8497 44 -2 2B22 43 4% 173.00[-20.02, 366.02]
Subtotal (95% CI) 732 416 46.9% 168.27[76.12, 260.41] e
Heterogeneity: Tau®= 2633.67; Chi®= 287 df=2 (P=023); F=33%
Testfor overall effect: £= 3,53 (P =0.0003)
Total (95% CI) 1618 860 100.0% 133.05[97.46, 168.64] &
Heterogeneity: Tau®= 000 Chif= 3.97, df= 4 (P =0.41% F= 0% _Sim -2=5III z zén Eéllil

Testfor overall effect £=7.33 (P = 0.00001)

Test for subgroup differences: Chi==1.36, df= 2 (P=0.51), F= 0%

Favours [Dupilumah] Favours [Flaceho]



Supplementary Figure 4: A forest plot of the change in blood eosinophils (cells/mm?) at week 24.

Dupilumahb Placeho Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.8.1 Dupilumab 100-200 mg 2w

Bacharieretal 2021 7415 865 250 -616 5531 127 V6% 81.31 [[G2.74, 22536
Subtotal (95% CI) 250 127 7.6% B81.31[-62.74, 225.36]

Heterogeneity: Mot applicable
Testfor overall effect Z=111{F=0.27)

1.8.2 Dupilumab 200 mg 2w

Castroetal 2018 84 B17 B3 -23 00333 N3 429% 107.00[46.35,167.65]
Subtotal (95% CI) 631 313 42.9% 107.00[46.35, 167.65]
Heterogeneity: Mot applicable

Testfor overall effect: £= 3.46 (P = 0.00045)

1.8.3 Dupilumab 300 mg q2w

Castroetal 2018 84 500 B32 =32 3F4 0 31 4958%  BE.00[29.49 142.81]
Subtotal (95% CI) 632 321  495% B86.00[29.49, 142.51]
Heterogeneity: Mot applicable

Testfor overall effect: £= 293 (P = 0.003)

Total (95% CI) 1513 761 100.0% 94.66 [54.92, 134.40]
Heterogeneity: Tau®=0.00; Chi*=0.28, df=2 (P= 087, F= 0%

Testfor overall effect: £=4.67 (P = 0.00001)

Test for subdroup differences: Chi®= 028, df= 2 (P=0871. F=0%
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Supplementary Figure 5: A forest plot of the change in IgE (1U/mL) at week 12.

Dupilumab Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
1.9.1 Dupilumab 200 mg 2w
Castro etal 2018 1614 3266 B3 1158 3066 313 33.6% -17290[215.36,-130.44) -
Subtotal (95% CI) 631 313 33.6% -172.90[-215.36, -130.44] &
Heterogeneity: Mot applicable
Testfor overall effect £=7.98 (P = 0.00001)
1.9.2 Dupilumab 300 mg 2w
Castro etal 2018 -1434 3036 B32 -45 1741 31 56.2% -138.90[169.28,-108.52) [
Wechsler etal 2021 -1324515 248 B3 -29.141 2644 a6 8.3%  -103.37 [[1958.56,-11.14] B
Wenzel etal. 2013 -2T7332 B3R2 45 -37.022 1751 44 1.9% -236.30[-429.81,-4274) e —
Subtotal (95% CI) 740 421  66.4% -137.61[-166.15, -109.08] L
Heterogeneity: Tau®=0.00; ChiF=1.94, df=2 (P= 046, F=0%
Testfor overall effect £=9.45 (P = 0.00001)
Total (95% CI) 1371 734 100.0% -149.27[-176.39, -122.16] L ]
Heterogeneity: Tau®=100.24; Chi®= 336, df= 3 (P =034 F=11% _Eim -2=5III 1 Eéﬂ Eéllil

Testfor overall effect £=10.79 (P = 0.00001)
Test for subgroup differences: Chif=1.83, dfi=1{P=0183), F=453%

Favours [Dupilumah]

Favours [Flacebo]



Supplementary Figure 6: A forest plot of the change in IgE (1U/mL) at week 24.

Dupilumab Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
1.10.1 Dupilumah 100-200 mg 2w
Bacharier et al. 2021 43175 1,282 265 -1591 15807 130 134% -41584 [728.94 -102.74] =
Subtotal (95% CI) 265 130 13.4% -415.84 [-728.94, -102.74] e
Heterogeneity: Mot applicable
Testfor overall effect: 2= 2.60 (P = 0.009)
1.10.2 Dupilumahb 200 mg g2w
Castroetal 2018 -2486 4611 B3 105 3037 313 28E6% -2596.10[-305.36, -206.84] -
Subtotal (95% CI) 631 313 28.6% -256.10[-305.36, -206.84] &
Heterogeneity: Mot applicable
Testfor overall effect: £=10.19 (P = 0.00001)
1.10.3 Dupilumah 300 mg g2w
Bachert et al 2020 -36.81 120021 247 272 4925 180 294% -39.53 [55.31,-23.79] n
Castroetal 2018 -204  3IBTE  B3Z 335 3¥22 32 ME™ -243.90[-293.69, -194.11] —
Subtotal (95% CI) 929 471 58.0%  -140.29 [-340.55, 59.96] ot
Heterogeneity: Tau®= 2052845, Chi*=58.81, df=1 (P = 0.00001); F=98%
Testfor overall effect £=1.37 (P =017}
Total (95% CI) 1825 914 100.0% -210.28[-365.02, -55.55] ~eatlf-
Heterogeneity: Tau®= 2113728, Chi*=120.08, df= 3 (P = 0.00001); F=98% ehn BT g -0 o0

Testfor overall effect: £= 2.66 (P = 0.008)
Test for subgroup differences: Chif= 227, df= 2 (P=032, F=11.9%

Favours [Dupilumah]

Favours [Flacebo]



Supplementary Figure 7: A forest plot of any and treatment-emergent adverse events.

Dupilumab Placebo Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.11.1 Any adverse events
Bacharier et al. 2021 226 2T 1m7 134 145% 1.04[0.94,1.14] I el
Castro etal 2018 1023 1263 5827 B34 Tad% 0.97 [0.93,1.02]
Fape etal 2018 G4 103 69 107 3.4% 0.96[0.78,1.18] . E—
Wechsler etal 2021 44 74 52 74 3.0% 0.94 [0.76,1.17]
Wenzel etal. 2013 42 52 40 52 I7% 1.05 [0.86, 1.28] —_ T
Subtotal (95% CI) 1763 1001 100.0% 0.98 [0.95, 1.02] &
Taotal events 1403 745

Heterogeneity: Tau®=0.00; ChiF=1.93, df=4 (P=0.75), F=0%
Testfor overall effect £=073 (F=0.44)

1.11.2 Any treatment-emergent adverse events

Laidlaw et al. 2021 B8 260 34 167 7.0% 128[0.89, 1.85]
\Wechsler et al. 2021 1 74 374 04% 1.00[0.21, 4.79]) 4 >
Wernzel et al. 2016 483 B11 118 158 927% 1.06 [0.86,1.17] —t

Subtotal (95% CI) 0945 399 100.0% 1.07 [0.97, 1.18]

Taotal events a54 1545

Heterogeneity: Tau®=0.00; Chif=1.26, df=2 (P=053), F=0%
Testfor overall effect £=143{F=01%5)

07 085 1.2 15
Favours [Dupilumahb] Favours [Flaceho]



Supplementary Figure 8: A forest plot of any and treatment-emergent adverse events leading to permanent discontinuation.

Dupilumab Placebo Risk Ratio
Study or Subgroup Bvents Total Bwents Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

1.12.1 Any adverse events leading to permanent discontinuation

Bacharier et al. 2021 5 271 2 134 5.8% 1.24 [0.24, 6.24]
Castro etal 2018 B3 1263 289 B34 828% 1.08[0.71, 1.68]
Rape etal. 2018 1 103 4 107 3.2% 0.26 [0.03, 2.28]
Wechsler etal 2021 ] 74 3 74 1.8% 014 [0.01, 272
Wenzel etal. 2013 3 52 3 52 6.3% 1.00[0.21, 473
Subtotal (95% CI) 1763 1001 100.0% 1.01 [0.68, 1.49]
Total events 72 41

Heterogeneity: Tau®= 0.00; Chi*=3.42, df=4 (P=049); F=0%
Testfor overall effect: £=0.03 (P =0.98)

1.12.3 Any treatment-emergent adverse events leading to permanemt discontinuation

Laidlaw et al. 2021 13 260 7T O1BT  822% 1.18[0.49, 2,893
Wenzel etal. 2016 27 611 5 188 478% 1.40[0.5%, 3.57]
Subtotal (95% CI) 871 325 100.0% 1.29 [0.67, 2.46]
Taotal events 40 12

Heterogeneity: Tau®= 0.00; Chi*=0.06, df=1 {P= 081} F=0%
Testfor overall effect: £=0.76 (P = 0.49)
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Supplementary Figure 9: A forest plot of serious and treatment-emergent adverse events.

Dupilumab Placebo Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.13.1 Serious adverse events
Bacharier et al. 2021 13 271 6 134 9.1% 1.07 [0.42, 2.76] B
Castro etal 2018 104 1263 53 B34 B11% 089072, 1.359] '.'
Fape etal 2018 9 103 6 107 a8.2% 1.56[0.58, 4.22] N R —
Wenzel etal. 2013 1 52 3 52 1.6% 0.33[0.04,3.10
Subtotal (95% CI) 1689 927 100.0% 1.01 [0.76, 1.35] &
Total events 127 63
Heterogeneity: Tau®=0.00; Chif=1.71, df=3{P=063), F=0%
Testfor overall effect £=009{F=0.93)
1.13.2 Serious treatment-emergent adverse events

Laidlaw et al. 2021 13 260 7T 167 3F4% 1.19[0.49, 2.93]
Wenzel etal 2016 45 B 5 158 GB2E6% 1.29 [0.65, 2.59]
Subtotal (95% CI) 871 325 100.0% 1.25[0.72, 2.17]
Taotal events a8 16

Heterogeneity: Tau®=0.00; ChiF=0.02, df=1 {P=0.89); F=0%
Testfor overall effect £=081 (F=042

0.01 0.1 1 10 100
Favours [Dupilumahb] Favours [Flaceho]



Supplementary Figure 10: A forest plot of any adverse events leading to death and any treatment-emergent adverse events leading to death.

Dupilumah Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.14.1 Any adverse events leading to death
Castro etal 2018 5 1263 3 B34 B33% 0.84 [0.20, 3.49]
Rape etal. 2018 o103 o107 Mot estimahble
Wechsler et al. 2021 1 74 1] T4 167% 3.00([012, 72.47] =
Wenzel etal 2013 1] a2 1] a2 Mot estimahble
Subtotal (95% CI) 1492 867 100.0% 1.04 [0.28, 3.81] ~eoiiffinee-
Total events 3] 3

Heterogeneity: Tau®=0.00; ChiF=0.92, df=1 (P=047), F=0%
Testfor overall effect: £=0.05 {F = 0.96)

1.14.2 Any treatment-emergent adverse events leading to death

Laidlaw et al. 2021 0 260 0 167 Mot estimable

Wenzel etal 2016 2 BN 0 183 100.0% 1.30[0.06, 26.92] l
Subtotal (95% CI) 871 325 100.0% 1.30 [0.06, 26.92]

Taotal events 2 1]

Heterogeneity: Mot applicable
Testfor overall effect Z=017 (F=0.387)

0.001 0.1 10 1000
Favours [Dupilumak] Favours [Flacehao]



Supplementary Figure 11: A forest plot of upper respiratory tract infection, viral upper respiratory tract infection, and influenza adverse events.

Dupilumab Placebo Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Bvemts Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.15.1 Upper respiratory tract infection
Bacharier et al. 2021 |l 2 18 134 121% 0.896 [0.47, 1.63] B
Castro etal 2018 146 1263 g6 B34 548% 0.85 [0.66, 1.04] |
Laidlaw et al. 2021 9 260 10 167 4 4% 0.58 [0.24,1.349] S
Wechsler etal 2021 4 74 i T4 2.4% 0.&7 017, 1.87] .
Wenzel etal. 2013 7 52 4 52 41% 0.78[0.31,1.893)] —_T
Wenzel etal. 2016 a3 611 28 188 222% 077 [0.82, 1.13)] —&7T
Subtotal (95% CI) 2531 1219 100.0% 0.82 [0.68, 0.99] L ]
Total events 284 158

Heterogeneity: Tau®= 0.00; Chi*=1.593, df=5{FP =091} F=0%
Testfor overall effect £= 212 (P =0.03)

1.15.2 Viral upper respiratory tract infection

Bacharier et al. 2021 33 2 13 134 2448% 1.26 [0.68, 2.30] I
Castro etal 2018 230 1263 124 B34 49.0% 083077, 1.13)] |
Rape etal. 2018 9 103 19 107 191% 0.49[0.23,1.04] —
Wechsler etal 2021 2 74 a T4 5.6% 0.40 [0.08, 2.00] —
Wenzel etal. 2013 3 52 ] 52 1.8% 7.00([0.37,132.23)

Subtotal (95% CI) 1763 1001 100.0% 0.88 [0.59, 1.31] <
Total events rT 161

Heterogeneity: Tau®=0.08; Chi*=6.59, df=4 (P=0.16); F= 39%
Testfor overall effect Z=064 (P =052

1.15.3 Influenza

Castro etal 2018 74 1263 81 B34 523% 073042 1.03] -

Rape etal. 2018 3 103 B 107 182% 052013, 202 —_— T
Wenzel etal. 2016 | B 5 188 294% 1.87 [0.79, 4.891] T
Subtotal (95% CI) 1977 899 100.0% 0.92 [0.46, 1.84] .
Total events 1158 B2

Heterogeneity: Tauw®=0.21; Chi*= 443, df=2 (P=011); F= 55%
Testfor overall effect Z=024 (P =0.81)

0.005 0.1 10 200
Favours [Dupilumahb] Favours [Flacebo]



Supplementary Figure 12: A forest plot of nasopharyngitis, sinusitis, and bronchitis adverse events.

Dupilumab Placebo Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Bvemts Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.16.1 Nasopharynmgitis
Bacharier et al. 2021 a0 ¥ 29 134 39.0% 0.85[0.47, 1.28]
Laidlaw et al. 2021 33 260 24 16T 2T 2% 0.88 [0.54, 1.44]
Wechsler etal 2021 4 74 4 T4 a8.7% 1.00[0.42, 2.38] . E—
Wenzel etal. 2013 7 52 2 52 2.8% 350 [0.76, 16.06]
Wenzel etal. 2016 59 B11 18 188 223% 1.02[0.59, 1.74] T
Subtotal (95% CI) 1268 585 100.0% 0.94[0.73, 1.22]
Total events 158 79

Heterogeneity: Tau®= 0.00; Chi*=3.27, df=4 (P=0451) F=0%
Testfor averall effect: £=0.44 (P = 0.6E)

1.16.2 Sinusitis

Bacharier et al. 2021 8 27 Too134 2F0% 0.64 [0.24, 1.67] — T

Rape etal. 2018 7103 4 107 19.0% 1.82 [0.55, 6.03] R E—
Wenzel etal. 2013 1 52 a 52 6.8% 0.20[0.02, 1.69]

Wenzel etal. 2016 B 611 11 188 471% 0.85[0.44, 1.62) 1'-
Subtotal (95% CI) 1037 451 100.0% 0.82 [0.47, 1.45]

Total events a3 a7

Heterogeneity: Tau®= 0.07; Chi*= 369 df=3 (P=030); F=19%
Testfor overall effect: £= 063 (P = 0.50)

1.16.4 Bronchitis

Bacharieret al. 2021 17 27 14 134 9.6% 0.60[0.31,1.18] —T
Castroetal 2018 144 1263 88 B34 T 0% 0.81[0.63,1.04] B
Rapeetal 2018 7103 6 107 3.9% 1.21[0.42, 3.49] N R —
Weanzel etal. 2016 81 B11 18 158 145% 0.88[0.51,1.52] —
Subtotal (95% CI) 2248 1033 100.0% 0.81 [0.66, 1.00] 4
Total events 219 124
Heterogeneity: Tau®= 0.00; Chi*=1.40, df=3{P=071) F=0%
Testfor averall effect: £=1.97 (P = 0.09)
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Supplementary Figure 13: A forest plot of injection site reaction, eosinophilia, and headache adverse events.

Dupilumahb Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
1.17.1 Injection-site reaction
Bacharier et al. 2021 an - 27 23 134 1898% 1.72[1.14, 2.60] ——
Castro etal 2018 M2 1263 a0 B34 2890% 2.13[1.549, 2.859] -
Laidlaw et al. 2021 B0 260 33 1BTY 222% 117 [0.80,1.70] N
Fape etal 2018 9 103 4 107 3.8% 234 [0.74, 7.39] N e —
Wechsler et al. 2021 4 T4 4 74 28% 1.00[0.26, 3.85) [ E—
Weinstein etal. 2018 B0 244 19 140 167% 1.78[1.11, 2.89] ——
Wenzel etal 2013 14 52 ] 52 5.5% 3.00[1.18, 7.64]
Subtotal (95% CI) 2272 1308 100.0% 1.73[1.37, 2.19] &
Total events 440 138
Heterogeneity: Tau®=003; ChiF=8.38, df=6 (P =0.21); F= 23%
Testfor overall effect £=4.64 (P = 0.00001)
1.17.2 Eosinophilia
Bacharier et al. 2021 16 271 1 134 &00% 781 [1.068,59.03] L
Fape etal 2018 14 103 1 107 &a00% 1454 [1.95 108.61] L
Subtotal (95% CI) 3r4 241 100.0% 10.73 [2.59, 44.43] et
Total events 30 2
Heterogeneity: Tau®=0.00; ChiF=0.18, df=1 (P=067), F=0%
Testfor overall effect £=3.27 (P = 0.001)
1.17.3 Headache
Bacharier et al. 2021 19 27 m 134 9.4% 0.94 [0.45, 1.96] I
Castro etal 2018 g6 1263 81 B34 458% 0.85[0.61,1.18] -
Laidlaw et al. 2021 20 260 16 167 128% 0.80[0.43,1.50 T
Wechsler et al. 2021 10 T4 7 74 B.1% 1.43[0.57, 3.59] N B —
Wenzel etal 2013 G 52 3 52 28% 2.00[0.453, 7.57] —
Wenzel etal 2016 B2 B11 20 188 228% 0.80[0.50,1.29] —
Subtotal (95% CI) 2531 1219 100.0% 0.89 [0.71, 1.11] L 3
Total events 203 107
Heterogeneity: Tau®=0.00; Chif=2.86, df=5 P =072 F=0%
Testfor overall effect £=1.04 (F=0.30)
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Supplementary Figure 14: A forest plot of allergic rhinitis, cough, urinary tract infection, back pain, and erythema adverse events.

Dupilumab Placebo Risk Ratio Risk Ratio
Study or Subgroup Bwvents Total Bwents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.18.1 Allergic rhinitis
Bacharier et al. 2021 16 271 16 134 4048% 0.49 [0.26, 0.96] ——
Castro etal 2018 I8 1263 A B34 504% 0.63[0.40, 1.00] —
Wechsler etal 2021 a 74 1 T4 2.6% 5.00 [0.60, 41.77]
Subtotal (95% CI) 1608 842 100.0% 0.68 [0.35, 1.33] -
Total events B0 43

Heterogeneity: Tau*= 017, Chi*=4.24 df=2 (P=012; F=53%
Testfor averall effect £=1.12 (P = 0.26)

1.18.2 Cough

Bacharier et al. 2021 18 271 9 134 T45% 0.82[0.37,1.83] —q—
Wechsler et al. 2021 1 74 g T4 2545% 0.20[0.02, 1.67] =

Subtotal (95% CI) 345 208 100.0% 0.57 [0.17, 1.96] —‘
Taotal events 16 14

Heterogeneity: Tau®= 0.36; Chi*=1.594, df=1 (P= 022, F= 35%
Testfor overall effect Z=089 (P =0.37)

1.18.3 Urinary tract infection

Castro etal 2018 36 1263 28 634 931% 0.62[0.39 1.01] = B
\Wechsler et al. 2021 3 74 7 74 BO% 1,50 [0.26, 8.72]

Subtotal (95% Cl) 1337 708 100.0% 0.66 [0.42, 1.05] .
Taotal events 39 x|

Heterogeneity: Tau®= 0.00; Chi*=0.89, df=1 {P=0.39); F=0%
Testfor overall effect £=1.75 (P =0.08)

1.18.4 Back pain

Castro etal 2018 55 1263 23 634 957% 1.20[0.74, 1.83] -—
Wechsler et al. 2021 3 74 1 74 43% 3.00[0.32, 28.19]

Subtotal (95% CI) 1337 708 100.0% 1.25[0.78, 1.99] <
Total events a8 24

Heterogeneity: Tau®= 0.00; Chi*= 062, df=1{FP=043); F=0%
Testfor overall effect £= 093 (P =0.39)

1.18.5 Erythema

Bacharier et al. 2021 |l 2 13 134 548% 1.33[0.73, 2.47] —l—
Laidlaw et al. 2021 19 260 14 167 452% 0.87 [0.45, 1.649] —q‘—
Subtotal (95% CI) 531 301 100.0% 1.10[0.70, 1.72]

Total events a4 27

Heterogeneity: Tau®= 0.00; Chi*=0.86, df=1 {P=0.39); F=0%
Testfor overall effect £= 042 (P = 0.68)
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