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Table 1. Patient background at baseline (Teze Ll4t)

Total N=76
Age 57.7+13.2
Sex, Female 56.8%
BMI, kg/m? 245+37
Smoking index 298 + 524
Age of onset, years 33.9+21.1
Adult-onset asthma 68.8%
Atopic asthma 81.8%
FEV4, L 220+0.71
FEV1/FVC, % 68.0+ 144
FEV1, %predicted 90.2+258
Va5, %opredicted 38.6+33.3
MMF, %predicted 5161371
FeNO, ppb 57.3+64.0
Blood Eosinophils, ul 4714 +5834
Blood Neutrophils, pl 4776.3£2125.7
Total serum IgE, 1U/ml 1140.8 +2740.7
Comorbidities
Seasonal AR 60.3%
Perennial AR 44.7%
GERD 40.0%
CRS 38.0%
Hypertension 234%
Atopic Demmatitis 22.2%
ECRS 20.3%
AERD 13.0%
Depression 3.7%

AR: allergic Rhinitis, CRS: Chronic Rhinosinusitis, ECRS: Eosinophilic Chronic Rhinosinusitis,
AERD: Aspirin Exacerbated Respiratory Disease



Fig. 1 fE L= WFHIRFI%
n %
1 47 58.0
2 18 22.2
3 10 12.4
4 5 6.2
5 1 1.2
122 m3 84 u5
Table 2. Treatment sequence stratified by number of used biologics
Number of used drugs Treatment Sequence
1 (N=47,58.0%) O (8) M (13) B 4) D (17) T(5)
O—M 4) M—D (2) B—O (1) D—-M(1)
2 (N=18, 22.2%) Oo—-D(1) M—B (1) B—D (1) D—-T (1)
0—-B(1) M—T (1) BT (1)
O—-T(5)
O—D—-T(3) M—B—M (1) B—D—0O (1)
3 (N=10, 12.4%) 0—B—-D(2) M—B—D (2)
0—-B->T(1)
4 (N5, 5.2%) 0—M—0—-B (1) O—D—-M—T (1)
O0—-M—B—D (2) O—D—-T—D (1)
5(N=1,1.2%) O—-M—-D—-M—-B (1)

O: Omalizumab, M: Mepolizumab, B: Benralizumab, D: Dupilumab, T: Tezepelumab. The treatment
sequence shown in red character indicates that the drug was used retroactively to the date of approval.
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Fig. 4 Best responseZE(ZE>1=BE T

n %
1st line 41 60.3
2nd line 16 23.5
3rd line 6 8.8
4th line 4 59
5th line 1 1.5

= 3rd line 4th line 5th line

2nd line

1stline

Table 3. Clinical background of patients with best response by 1%t line therapy

Omalizumab Mepolizumab Benralizumab  Dupilumab P
Best response by 1%t <
_ 529 (17.2%) 11/20 (65.0%)  4/8 (50.0%)  15/19 (79.0%)
line therapy, N, % 0.001
Age, years 5761134 66.9+7.6 60.3+10.1 53.3+ 131 <0.05
Female Sex, % 60.0 727 25.0 60.0 043
Age of Onset 36.0+22.6 434+198 325+222 36.3+20.2 0.76
Smoking index 00+0.0 2750+433 2933+2203 181111822 0.072
FEV4, L 274+0.76 1.52+045 217 +£0.00 227+0.77 0.078
FEV1, %predicted 110.1+16.2 7471212 781100 91.3+30.0 0.25
MMF, %predicted 104.0+£525  21.2+132 332+00 542+370 <0.05
FeNO, ppb 218+98 105.0+106.3 150.0+1669  76.2+39.3 0.16
Blood Eosinophils, /ul 191 £ 331 942 + 875 720+519 452 + 360 0.089
Serum total IgE, 1U/m 3131415 430+ 365 3303+2748 3018 £4909 0.1
Comorbidities
Perennial AR, % 40.0 36.4 0 417 0.48
Seasonal AR, % 80.0 455 250 76.9 0.14
Atopic dermatitis, % 0 91 0 40.0 0.078
CRS, % 0 455 250 64.3 0.1
AERD, % 0 9.1 0 4.7 0.076
Hypertension, % 0 455 25.0 0 <0.05

AR: allergic Rhinitis, CRS: Chronic Rhinosinusitis, AERD: Aspirin Exacerbated Respiratory Disease
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WIZ, BR Z7s LIS, WA GRTD~N—2 T A VA1 L= (Fig. 6A - C, Table 4),
F9IREER] (Notreached) Tld, FHIIET (Fig. 6A), RAFIEIVDZWMHENZH Y (Table 4), M2
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Dupi TiZ, CRS CUfRERIERISIESR (ECRS)DA =D @ -7 (Fig. 6A),

Teze ClE, FRAFSENGENEHRIZAL G- (Table 4),
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Table 4: Patient backgrounds stratified by best response drug

Omalizumab | Mepolizumab | Benralizumab | Dupilumab | Tezepelumab | Not- Reached P
N 5 14 9 25 15 13

Age 576+134 64.0+9.7 622+13.7 | 556+128 | 564+137 53.3+3.6 0.33

Sex, Female 60.0% 64.3% 22.2% 60.0% 60.0% 61.5% 0.41
BMI 219+23 240+32 26.1+5.3 239+25 241+34 241+34 0.35
Ageofonset | 36.0+22.6 38.3+20.8 436+224 | 306+206 | 395+155 184+238 | 0.15
Adult onset 60.0% 78.6% 66.7% 66.7% 93.3% 38.5% 0.059
Sl 0 281+378 276 + 162 158+ 173 258 + 595 858 £ 1051 | <0.05
Atopic asthma 100.0% 88.9% 85.7% 73.7% 80.0% 100.0% 0.57
FEV4, L 274+0.76 1.78£0.68 248+0.94 2.30+0.73 2.32+0.57 2.03+0.70 0.30
FEV4, %pred | 110.1£140 | 75.1+18.9 97.4+36.1 99.2+28.6 95.8+18.2 76.2+27.6 | 0.086
Vs, Y%opred 946+56.7 16.8+13.0 32.4+29.8 36.9+26.4 50.3+32.9 33.7£30.7 | <0.05
MMF, %pred | 104.0+525 | 23.1+13.6 43.5+46.3 55.6+34.1 67.6+33.6 4284299 | <0.05
FeNO, ppb 218+19.8 | 858+1058 | 156.5+157.7 | 728+41.0 | 349+268 170+95 | <0.05
Eos, /ul 191+ 31 998 + 818 711 £ 1052 465 + 334 266 + 291 365 + 361 <0.05
Neu, /ul 3490 + 1797 4226+ 1093 3387 + 1256 3919 + 1664 5255 +1913 4335+ 1193 0.16
IgE, IU/ml 313+415 1518 + 3258 792 £728. 2355 £4521 410+ 598 1095 + 2366 0.34

Comorbidities

GERD 50.0% 30.8% 33.3% 42.9% 46.7% 38.5% 0.95
Perennial AR 40.0% 30.8% 22.2% 50.0% 40.0% 75.0% 0.17
Seasonal AR 80.0% 46.2% 33.3% 78.3% 53.3% 61.5% 0.15
AD 0% 28.6% 0% 28.0% 13.3% 38.5% 0.19

CRS 0% 35.7% 22.2% 58.3% 33.3% 30.8% 0.15

ECRS 0% 21.4% 22.2% 34.8% 6.7% 154% 0.29

AERD 0% 71% 0% 27.3% 71% 15.4% 0.22
Depression 0% 0% 0% 4.0% 13.3% 0% 0.36
HTN 0% 57.1% 44.4% 9.1% 20.0% 7.7% <0.01

AR: Allergic rhinitis, AD: Atopic dermatitis, CRS: Chronic Rhinosinusitis, ECRS: Eosinophilic Chronic Rhinosinusitis,
Eos: Eosinophils, GERD: Gastroesophageal reflux disease, HTN: hypertension, Neu: Neutrophils, SI: Smoking

Index. As for biomarkers, patients not using continuous oral corticosteroids were analyzed.
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Table 5. Baseline factors contributing to the effectiveness of switching from IL-5-targeted therapy to

dupilumab
Odds Ratio 95% Cl p
Age of Onset 0.0292 0.0007 -1.148 <0.05
Exacerbation / year 84.043 1.144 -6174.186 <0.01
Blood Eosinophils 0.0493 0.0002 -11.595 0.2041
Serum total IgE 0.0012 0.0000 -1961.981 0.1969
CRS 3.333 0.612-18.150 0.1555
Perennial AR 5.333 0.928 -30.644 0.0536
GERD 5.000 0.866 -28.861 0.0644

AR: Allergic rhinitis, CRS: Chronic Rhinosinusitis, GERD: Gastroesophageal reflux disease
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WraETE L CD, AEEL, BRI EMEETHMASFTEEN & D DERRET 572010, B FRER 2 x5 &
BB GIANAA T D ERNZIT D R E R A 3 L7 (Fig. 8).
IREVFERRORERIRF- DT, ACT 2 23 MDEERRNY 16.7% L i B, 20 AORHETIT 41.7%23
%ﬁjz L7z, RUOCHEEEHE R RN 85.8% & K0 - 7= (Fig. 8), %FEV: = 80%(3 63.2% T, OCS#H7 L
13 73.5% CEERl T & TV, RRRAVTIARERNRIT, b s 72 JGL 2024 £ TlE 3.2%. PGAM 2024
EFTH 121%I2 & EE o7,
WIT, R=RTA b BHIERIAD AL » FEANIIT DR A iz L7z (Table 6), ACT,

FEV,, #E OCS BEOW TN L ABICKE L TBH T, EERRIN R CTh D701, ISkl ~AA
I ENTZZ EAVRIE ST,
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Table 6. Comparison of index between at the time of baseline and last switching

Baseline At the time of last switching p
ACT, score 15.2+1.3 16.6+1.1 0.500
FEV1, Y%opredicted 947+59 86.1+6.4 0.700
Exacerbation, /year 3.88+0.69 2.72+0.70 0.411
OCS dose, mg/day 2.65+0.90 349+1.29 0.547
Blood Eosinophils, /uL 407.6 £ 106.1 15791544 0.036
Serum total IgE, 1U/ml 581.9+317.7 280.5+83.7 0.333
FeNO, ppb 279+56 34.1+6.3 0.637

Data are shown as Mean + SEM, paired t-test. Oma (N=10), Mepo (N = 6), Benra (N =11), Dupi (N = 6),
Teze (N=1).
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ZHET, 24BN T, FAIDAA » F RN 508 9 BT DU IHEEGRD bd, 728z
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BEBIT. Oma IT5HE AR 260U, MEREERED MR, Type 2 /31 A ~— A1 —DMEDOEF,
Mepo <° Benra %, &l CHEYERECEIMTES G35 0 | AEAHHERE CAHERERN 2\ VEFE . Dupi I354ET
AR, AD, CRS 72 £'® Type 2 RO AP NEH, Teze IFAFIET, Type 2 EEDHHFI 72 <
Type 2 /3 F=—H—bIKETHHEE, LWV oI/ ST A SHviz, WHEEIL, AhEEl a2 8inL
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Dupi 2% 5- 87203, BERIOREREIE, 231.83+£53.3 /11 (FRE 128 (0- 1242)/ u DTH Y, 1,000/
pl PLETEG-SNTSEFNE 1 BlOHRTh o7z, #5441 FRORIIAREEIL. 607.8+133.2/ul (F
JUE 268 (0- 3744)/ 1) EHINL T’ BrllAHBERMERBOFIEIIGRD DRI o Tz, IHEERIERIR D
FEIE B HE SIVTUIND DS, AEES 1,000/ 11 LU Tdiud, M2 Dupi 222N TE 5 2 LAVR
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Table 7. RAM VARV REBHEY HR—RFMUNHITHEEERDFELED

Not -
Oma Mepo Benra Dupi Teze
reached
BR ERE 17.2% 55.0% 50.0% 79.0%
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ACE . -
3 #IgE BiE
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5&)6tt$ - 0 - 0 . 0 R 0 . 0 N (o]
FAEFHTS
ZHiE AR, EEFRIE
BELE HTN HTN D3
24ZRD HER % z CRS,AD % RARIES oty
ECRS 4>
FTO M HERE 1t line fEfI&
H | JIE
BR ;%% e 1Bl
(FEV4, MMF) m—
. FhERR S
INAF o
g EEES  GESRME  BIOESE R
FeNO &

AR: Allergic rhinitis, AD: Atopic dermatitis, CRS: Chronic Rhinosinusitis, ECRS: Eosinophilic Chronic Rhinosinusitis,
HTN: hypertension.
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