Supplementary figures

After treatment Before treatment Std. Mean Difference Std. Mean Difference
__Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed. 95% ClI

2.1.2 atopic dermatitis

Guitman-Yassky 2018 3,713 4,248 24 3,868 4,248 27 124% -0.04 [-0.59, 0.51) =

Olesen 2019 3,959 4324 20 5,798 7,746 33 121% -0.27 [-0.83,0.29) —

Simpson 2020 (1) 442956 589965 76 5,056.34 5899.65 82 385% -0.11 [-0.42,0.21) —.T

Simpson 2020 (2) 402949 699391 69 4.808.14 6,993.91 84 37.0% -0.11 [-0.43,0.21) — T
Week 4  Subtotal (95% Cl) 189 226 100.0% -0.12[-0.31,0.07] <>

Heterogeneity: Chi*=0.38,df=3 (P=0.94), F=0%

Test for overall effect Z=1.20 (P =0.23)

Total (95% Cl) 189 226 100.0% -0.12[-0.31,0.07) q

Heterogeneity. Chi*=0.38,df=3 (P=0.94), F=0%
Test for overall effect Z=1.20 (P =0.23)
Test for subaroun differences: Not aoolicable

After treatment
2.2.2 atopic dermatitis
Simpson 2020 (1) 3,29285 5,899.65
Simpson 2020 (2) 3,291.26 6,993.91
Subtotal (95% CI) 149

Week 8 Heterogeneity: Chi*=0.13, df=1 (P = 0.72); F= 0%
Testfor overall effect Z= 2,27 (P=0.02)

Total (95% CI) 149
Heterogeneity: Chi*=0.13,df=1 (P=0.72),F=0%
Testfor overall effect Z=2.27 (P=0.02)

Test for subaroun differences: Not annlicable

After treatment Before treatment

Study or Subgroup Mean SD Total Mean SD
431AD
Olesen 2019 4588 6,437 24 5,798 7,746
Simpson 2020 (1) 2,998.53 5,899.65 77 5,056.34 5,899.65
Simpson 2020 (2) 2,498.16 6,993.91 72 480814 6,993.91
Subtotal (95% CI) 173

Week 12 Heterogeneity: Chi*= 0.36, df= 2 (P = 0.84); F=0%
Test for overall effect: Z= 2.98 (P = 0.003)
4.3.2 Asthma
Castro 2018 (1) 29956 81775 631 46096 817.75
Castro 2018 (2) 217.68 701.4 632 41508 701.4
Subtotal (95% ClI) 1263

Heterogeneity: Chi*=1.11,df=1 (P=0.29), F=10%
Test for overall effect: Z=5.99 (P < 0.00001)

Total (95% Cl) 1436
Heterogeneity: Chi*=1.88, df=4 (P = 0.76), F= 0%
Test for overall effect: Z= 6.66 (P < 0.00001)

Before treatment

77 5,056.34 589965
72 480814 699391

Test for subaroun differences: Chi*= 042 df=1{(P=052. F=0%

Figure s1. Subgroup analysis by diseases
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Week 16

Week 24

Week 52

After treatment Before treatment
Study or Subgroup Mean SD _Total Mean SD
441 AD
Blauvelt 2018 55449 809.86 89 2,031.57 340075
Guttman-Yassky 2018 1179 4,248 21 3,868 4,248
Simpson 2020 (1) 2,278.47 5,899.65 77 5,056.34 589965
Simpson 2020 (2) 2,344.38 6,993.91 72 480814 699391
Subtotal (95% CI) 259
Heterogeneity. Chi*=1.35,df=3 (P=0.72),; F=0%
Test for overall effect: Z= 5.60 (P < 0.00001)
4.4.2 CRSWNP
Bachert 2016 79.5 97.3 30 139.7 136.3
Subtotal (95% ClI) 30

Heterogeneity: Not applicable
Test for overall effect: Z=1.91 (P = 0.06)

Total (95% CI) 289
Heterogeneity. Chi*=1.35, df= 4 (P = 0.85), F=0%

Test for overall effect: Z=5.92 (P < 0.00001)

Test for subaroun differences: Chi*= 000 df=1 (P=096) F=0%
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97
27
82
84
290

30
30

320
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IV, Fixed, 95% Cl IV, Fixed, 95% CI
303%  -0.58(-0.88,-0.29] —
76%  -062[1.21,-0.04]
26.3%  -0.47[-0.78,-0.15) —
26.0%  -0.35[-0.67,-0.03] —
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After treatment Before treatment Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.5.2 asthma
Castro 2018 (1) 21536 817.75 631 46096 817.75 631 496% -0.30[-0.41,-0.19] s
Castro 2018 (2) 20468 7014 632 41508 7014 632 496% -0.30[-0.41,-0.19] La
Subtotal (95% ClI) 1263 1263 99.2% -0.30 [-0.38, -0.22] ’
Heterogeneity: Chi*= 0.00, df=1 (P=1.00); F=0%
Test for overall effect: Z=7.50 (P < 0.00001)
3.5.3 aspirin-exacerbated respiratory disease (AERD)
Mustafa 2020 576 903 10 183.27 293.92 11  0.8% -0.54 [-1.42,0.33]
Subtotal (95% Cl) 10 1 0.8% 054[1.42,033] ————
Heterogeneity: Not applicable
Testfor overall effect. Z=1.22 (P =0.22)
Total (95% CI) 1273 1274 100.0% -0.30 [-0.38, -0.22] *
Heterogeneity: Chi*= 0.29, df = 2 (P = 0.86); "= 0% 45 o o3

Test for overall effect: Z= 7.57 (P < 0.00001)
Test for subaroun differences: Chi*=029 df=1 (P=059 F=0%

After treatment Before treatment Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.7.1 asthma
Castro 2018 (1) 14756 817.75 631 46096 817.75 631 501% -0.38 [-0.49,-0.27) ——
Castro 2018 (2) 12028 7014 632 41508 7014 632 499% -0.42 [-0.53,-0.31) —i—
Subtotal (95% CI) 1263 1263 100.0% -0.40 [-0.48, -0.32] -
Heterogeneity: Chi*=0.21, df=1 (P = 0.65); F=0%
Test for overall effect: Z= 9.99 (P < 0.00001)
Total (95% CI) 1263 1263 100.0%  -0.40 [-0.48,-0.32] >

B Az - - R= + t + +
Heterogeneity: Chi*= 0.21, df=1 (P = 0.65), F=0% 05 025 0 095 05

Test for overall effect: Z=9.99 (P < 0.00001)
Test for subaroun differences: Not annlicable



After treatment Before treatment Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD_Total Mean SD _Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 200mg qw
Guttman-Yassky 2018 3713 4248 24 3,868 4,248 27 12.4% -0.04 [-0.59, 0.51)
Subtotal (95% CI) 24 27 12.4% -0.04 [-0.59, 0.51]
Heterogeneity. Not applicable
Test for overall effect: Z=0.13 (P = 0.90)
1.1.2 300mg q2w
Olesen 2019 3,959 4324 20 5,798 7.746 33 121% -0.27 [-0.83, 0.29] - 1
Subtotal (95% CI) 20 33 124%  -0.27[.0.83,0.29) e —
Heterogeneity: Not applicable
Test for overall effect: Z=0.95 (P = 0.34)
1.1.3 200mg or 300mg g2w
Simpson 2020 (1) 442056 589965 76 5056.34 5899.65 82 385% -0.11[-0.42,0.21) — &
Week 4 Subtotal (95% CI) 76 82 385% -0.11[-0.42,0.21] —i—
Heterogeneity: Not applicable
Test for overall effect: Z= 0.66 (P =0.51)
1.1.4 300mg g4w
Simpson 2020 (2) 4,029.49 6,993.91 69 480814 6,993.91 84 37.0% -0.11[-0.43,0.21) — T
Subtotal (95% CI) 69 84 37.0% -0.11[-0.43,0.21] ""
Heterogeneity: Not applicable
Test for overall effect: Z= 0.68 (P = 0.50)
Total (95% CI) 189 226 100.0% -0.12[-0.31,0.07] ‘r
Heterogeneity, Chi*= 0.38, df= 3 (P = 0.94); F= 0% _0"5 0 055
Test for overall effect: Z=1.20 (P = 0.23) ) ’
Test for subaroun differences: Chi*= 038 di=3(P=0984) F=0%
After treatment Before treatment Std. Mean Difference Std. Mean Difference
Total n Total IV, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 200mg or 300mg q2w
Simpson 2020 (1) 3,29285 589965 77 5,056.34 589965 82 505% -0.30[-0.61,0.02) ——
Subtotal (95% CI) 14 82 50.5% -0.30 [-0.61,0.02) ——
Heterogeneity: Not applicable
Test for overall effect: Z= 1.86 (P = 0.06)
Week 8 1.2.2 300mg qéw
Simpson 2020 (2) 3,291.26 6,993.91 72 4,808.14 6,993.91 84 495% -0.22 [-0.53,0.10) ——
Subtotal (95% CI) 72 84 49.5% -0.22 [-0.53, 0.10] “"‘
Heterogeneity: Not applicable
Testfor overall effect Z=1.34 (P=0.18)
Total (95% CI) 149 166 100.0%  -0.26[.0.48,.0.03] i
Heterogeneity: Chi*= 013, df=1 (P=0.72); F= 0% 05 025 0 035 05

Test for overall effect Z= 2.27 (P =0.02)
Testfor subaroup differences: ChF=013.df=1 (P =0.72.F=0%

After treatment Before treatment Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD _Total Mean SD_Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
1.3.1 200mg q2w
Castro 2018 (1) 29956 B817.75 631 46096 817.75 631 43.7% -0.20 (-0.31,-0.09) ——
Subtotal (95% CI) 631 631 43.7% -0.20 [-0.31, -0.09] -
Heterogeneity: Not applicable
Test for overall effect: Z= 3.50 (P = 0.0005)
1.3.2 300mg q2w
Castro 2018 (2) 21768 7014 632 41508 701.4 632 436% -0.28[-0.39,-0.17] —=—
Olesen 2019 4,588 6,437 24 5,798 7.746 33 19% -0.17 [-0.69, 0.36)
Subtotal (95% CI) 656 665 45.5% -0.28 [-0.38,-0.17] -
Heterogeneity: Chi*= 0.18, df=1 (P = 0.67), F= 0%
Test for overall effect: Z= 5.00 (P < 0.00001

Week 12 ' <0000
1.3.3 200mg or 300mg q2w
Simpson 2020 (1) 298653 589965 77 5,056.34 5,899.65 82 54% -0.35 [-0.66,-0.04) -
Subtotal (95% CI) 77 82 54%  -0.35[-0.66,-0.04] o=
Heterogeneity: Not applicable
Test for overall effect Z= 218 (P=0.03)
1.3.4 300mg géw
Simpson 2020 (2) 2,498.16 6,993.91 72 4,808.14 6,993.91 84 53% -0.33[-0.65,-0.01) S
Subtotal (95% CI) 72 84 53% -0.33 [-0.65, -0.01] e
Heterogeneity: Not applicable
Test for overall effect: Z= 2.03 (P = 0.04)
Total (95% CI) 1436 1462 100.0% -0.25[-0.32, -0.18] .
Heterogeneity: Chi*= 190, df= 4 (P = 0.75), F= 0% _0"5 -D.'25 0 n_is 0:5

Test for overall effect Z= 6.66 (P < 0.00001)
Test for subaroun differences” Chi*=172 di=3P =063 F=0%

Figure s2. Subgroup analysis by doses

Wecek 16

Week 24

Week 52

After treatment Before treatment Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD_Total Mean SD _Total Weight IV, Fixed. 95% Cl IV, Fixed, 95% CI
1.3.1 200mg qw
Guttman-Yassky 2018 1,179 4,248 21 3,868 4,248 27T 76% -0.62 [-1.21,-0.04) -
Subtotal (95% CI) 21 27 7.6% -0.62 [-1.21, -0.04] ————
Heterogeneity: Not applicable
Testfor overall effect Z=2.09 (P = 0.04)
1.3.2 300mg qw
Bachert 2016 795 97.3 30 139.7 136.3 30 9.9% -0.50 [-1.02,0.01] e — |
Blauvelt 2018 55449 809.86 89 2,031.57 3,400.75 97 30.3% -0.58 [-0.88,-0.29) ——
Subtotal (95% CI) 119 127 40.1% -0.56 [-0.82, -0.31] -
Heterogeneity: Chi*= 0.07, df=1 (P=0.79), F= 0%
Testfor overall effect Z= 4.33 (P < 0.0001)
1.3.3 200mg or 300mg q2w
Simpson 2020 (1) 2,278.47 5899.65 77 5,056.34 5,899.65 82 26.3% -0.47 [-0.78,-0.15) -
Subtotal (95% CI) 7 82 263%  -0.47[0.78,-0.15] o
Heterogeneity. Not applicable
Test for overall effect: Z= 2.91 (P = 0.004)
1.3.4 300mg g4w
Simpson 2020 (2) 2,344.38 6,993.91 72 4,808.14 5,993.91 84 26.0% -0.35[-0.67,-0.03) ——
Subtotal (95% CI) 72 84 26.0% -0.35[-0.67, -0.03]) ’
Heterogeneity. Not applicable
Test for overall effect Z=2.17 (P = 0.03)
Total (95% CI) 289 320 100.0% -0.49 [-0.65, -0.33] ‘
Heterogeneity: Chi*= 1.35, df= 4 (P = 0.85), F= 0% . 58 b o2
Test for overall effect Z=5.92 (P < 0.00001) :
Test for subaroun differences’ Chi#F=128 df=3{P=073) F=0%
After treatment Before treatment Std. Mean Difference Std. Mean Difference
r I Mean Total Mean Total igh IV, Fixed, 95% CI IV, Fixed, 95% Cl|
1.5.1 200mg q2w
Castro 2018 (1) 21536 B17.75 631 46096 81775 631 496% -0.30 [-0.41,-0.19] L3
Subtotal (95% CI) 631 631 49.6% -0.30 [-0.41,-0.19] *
Heterogeneity: Not applicable
Test for overall effect: Z= 5.30 (P < 0.00001)
1.5.2 300mg g2w
Castro 2018 (2) 20468 701.4 632 41508 7014 632 496% -0.30 [-0.41,-0.19] L
Mustafa 2020 57.6 90.3 10 18327 293.92 1 0.8% -0.54 [-1.42,0.33] —
Subtotal (95% CI) 642 643 50.4% -0.30 [-0.41, -0.19] *
Heterogeneity: Chi*=10.29, df=1 (P = 0.59); F= 0%
Test for overall effect: Z=5.41 (P < 0.00001)
Total (95% CI) 1273 1274 100.0% -0.30 [-0.38, -0.22] L ]
Heterogeneity: Chi*= 0.29, df= 2 (P = 0.86); F= 0% 1 n 5 0 015 1
Test for overall effect: Z=7.57 (P < 0.00001) '
Test for subaroun differences: Chi*= 000 df=1 (P =087 F=0%
After treatment Before treatment Std. Mean Difference Std. Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.7.1 200mg g2w
Castro 2018 (1) 14756 817.75 631 46096 81775 631 501% -0.38[-0.49,-0.27) —i—
Subtotal (95% CI) 631 631 50.1% -0.38 [-0.49, -0.27] -
Heterogeneity: Not applicable
Test for overall effect: Z= 6.74 (P < 0.00001)
1.7.2 300mg q2w
Castro 2018 (2) 12028 701.4 632 41508 7014 632 499% -0.42[-0.53,-0.31) —@—
Subtotal (95% CI) 632 632 49.9% -0.42 [-0.53,-0.31] e
Heterogeneity: Not applicable
Test for overall effect: Z=7.39 (P < 0.00001)
Total (95% CI) 1263 1263 100.0% -0.40 [-0.48, -0.32] -
Heterogeneity: Chi*= 0.21, df= 1 (P = 0.65); = 0% } t 1 t
Test for overall effect: Z= 9.99 (P < 0.00001) 08 025 0 025 0.5
Test for subaroun differences: Chi*= 021 df=1 (P = 065 F=0%



After treatment Before treatment Std. Mean Difference Std. Mean Difference
i 2 i 'S 2 i 2 ™ o
2‘:"1’ Roch ARarey e e e e After treatment Before treatment Std. Mean Difference Std. Mean Difference
Guttman-Yassky 2018 3713 4284 24 3,868 4248 27 12.4% -0.04 [0.59, 0.51] :t:t:xR%'TSutﬁroup Mean SD_Total Mean SD _Total Weight IV, Fixed, 95% CI IV, Fixed. 95% CI
Simpson 2020 (1) 442956 529965 76 505634 589965 82 385%  -0.11[-0.42,0.21] — =
; _ hert 201 79. 7. 1397 136 ; -0.50 [-1.02, 0.01
Simpson2020(2) 402949 609391 69 480814 699391 84 37.0%  -0.11[0.43,021] — e a0 Gibe SIS EUOE ST BEe ISRt e "
Subtotal (95% Cl 169 193 87.9%  -0.10[-0.30,0.11 < - - 031.57 3,400. : .98 0.88,-0.
Hite?oae(neitv' C:li’= 0.06, df= 2 (P = 0.97); F= 0% t ) Guttman-Yassky 2018 1179 4248 21 3368 4248 27 76%  -0.62[-1.21,-0.04)
Testm?ove rall ofoct Z= 0.93 (P= 036) Simpson 2020 (1) 2,278.47 589965 77 5056.34 589965 82 263%  -0.47[-0.78,-0.15) —
BT : Week 16 Simpson 2020 (2) 234438 6,993.91 72 420814 699391 84 260%  -0.35[-0.67,-0.03 —
Week 4 2.1.2 Single-arm Subtotal (95% Cl) 289 320 100.0%  -0.49 [-0.65,-0.33] -
Olesen 2019 3950 4324 20 5798 7,746 33 121%  -0.27[083,029] —_— ol il i e e
Subtotal (95% Cl) 20 33 124% -0.27 [-0.83, 0.29] e estfor overall effect: 2= 5.92 (P < 0. )
Heterogeneity: Not applicable Total (95% CI) 289 320 100.0%  -0.49 [0.65,-0.33] >
Testfor overall effect: Z=0.95 (P = 0.34) Heterageneity: Chi*= 1.35, df= 4 (P = 0.85); F= 0% t + t +
Total (95% CI) 189 226 1000%  -0.12[0.31,0.07] - Test for overall effect Z= 5.92 (P < 0.00001) o ose a2 &
R . - : L L L Test for subaroun differences: Not annlicahle
Heterogeneity: Chi*=0.38, df= 3 (P=0.94), F= 0% _'1 _0' 5 l'J 0'5 1'
IZE: 1{;: gl’ji’:r':jﬁze;;;:;c'zg_ (2520_203; 3 e 1 (P 087 Fe 0% After treatment Before treatment Std. Mean Difference Std. Mean Difference
- ' . B B Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed. 95% CI
After treatment Before treatment Std. Mean Difference Std. Mean Difference 254 RCT -
Study or Subgroup Mean SD Total __ Mean SD _Total Weight IV, Fixed, 95% Cl IV. Fixed, 95% Cl Castro 2018 (1) 21536 817.75 631 46096 817.75 631 496%  -030[041,-0.19
221 RCT Castro 2018 (2) 20468 7014 632 41508 7014 632 496%  -0.30[0.41,-019] =
Simpson2020 (1)  3,202.85 5899.65 77 5056.34 589965 82 505%  -030(061,002 — M TRRENR brars Y IR TN ¢
Simpson 2020 (2)  3,291.26 699391 72 4,808.14 6,993.91 84 495%  -0.22[-0.53,0.10] —a— Heterogeneity. Chi*= 0.00, df=1 (P = 1.00); F= 0%
Subtotal (95% CI) 149 166 100.0%  -0.26 [-0.48,-0.03] g Testfor overall effect: Z= 7.50 (P < 0.00001)
Week 8 Heterogeneity: Chi*=0.13, df= 1 (P=0.72); F= 0% Week 24 Pr—
Testfor overall effect: Z= 2.27 (P=0.02) .2.2 dingle-arm
Mustafa 2020 576 903 10 183.27 29392 11 08% -0.54 [-1.42,0.33)
Total (95% Cl) 149 166 100.0%  -0.26 [-0.48,-0.03] ~l—— Subtotal (95% Cl) 10 1 0.8% 0.54[1.42,033] — ———
Heterogeneity: Chi*=0.13, df=1 (P = 0.72); F= 0% o5 o3 o ok Heterogeneity: Not applicable
Test for overall effect: Z=2.27 (P=0.02) ’ ' ' Test for overall effect: Z=1.22 (P=0.22)
Test for subaroun differences: Not annolicable
After treatment Before treatment Std. Mean Difference Std. Mean Difference SR Sen gy T T . ¢
: ¢ ity = = = ‘R= t + +
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2.31RCT it Wi e .
Castro 2018 (1) 29956 817.75 631 46096 817.75 631 437%  -0.20 [0.31,-0.09) —-— Tostmr subman SRrances; Chfs 170, o=t PR 050 P
Castro 2018 (2) 21768 7014 632 41508 7014 632 43.6% -0.28 [-0.39,-0.17] = After treatment Before treatment Std. Mean Difference Std. Mean Difference
Simpson 2020 (1) 2,998.53 5,899.65 77 5,056.34 589965 82 54% -0.35 [0.66,-0.03) Study or Subgroup Mean SD_Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed. 95% CI
Simpson 2020 (2)  2,498.16 6,993.91 72 4,808.14 6,99391 84 53%  -0.33[-0.65,-0.01] > 264 RCT
:u:)to!al (9;%'3:1 e P-oaz-lwoz% 1429 981%  -0.25[-0.32,-0.18] Castro 2018 (1) 147.56 817.75 631 46096 817.75 631 501%  -0.38[-0.49,-0.27) ——
Te f;"f’e""r'“’l'l ﬁ' Zm B8 i 0'00'001)-) = Castro 2018 (2) 12028 7014 632 41508 7014 632 499%  -0.42[-0.53,-0.31) ——
Week 12 o oreveraliefiect £= 6 : Subtotal (95% CI) 1263 1263 100.0%  -0.40 [-0.48,-0.32] -
2.3.2 Single-arm Week 52 Heterogeneity: Chi*=0.21, df=1 (P = 0.65); F= 0%
Olesen 2019 4588 6437 24 5798 7746 33 19%  -0.17 [0.69,0.36] Test for overall effect Z= 9.99 (P < 0.00001)
Subtotal (95% CI) 24 33 19%  -0.17[-0.69,0.36 e —
Heterogenelty: Not applicable [ ] Total (95% Cl) 1263 1263 100.0%  -0.40[-0.48,-0.32) >
Test for overall effect: Z= 0.61 (P = 0.54) ?et?;ogeneitvl:l C:i’: 2.219, gfg:(; (P;J;ggz;)l’: 0% 0-5 _0.125 5 0.:25 0?5
estior overall efiect. £=4. < U.
Total (95% CI) 1436 1462 100.0% -0.25[-0.32,-0.18] @ Test for subaroun differences: Not annlicable
Heterogeneity: Chi*= 1.88, df= 4 (P = 0.76); F= 0% o5 03 0 035 03

Figure s3.

Test for overall effect: Z= 6.66 (P < 0.00001)
Test for subaroun differences: Chi*= 010 df=1 (P=075 F=0%

Subgroup analysis by study types



