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Assess and treat severe asthma phenotypes
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EFk: 2TRERMAHEMES (GINA) $3125 L ERAMTOERE Sy it~ :
SR 57 BRI RE IR 8 K PREEE PR (o St s IR B st L 6b —_— >
Confirmation of diagnosis if necessary ~ Assess the o during high-dose
Symptom control and modifiable 1CS treatment (or lowest possible dose of OCS)
Adults and adolescents risk factors (including lung function) eonae akdon e B
>12 years C biditi Is fe What factors may predict
Personalised asthma management hiskesabiohs Yypuuhwy !150 el pL- ‘lndlo' for patients with Lt et fou et Heipones o
Assess, adjust, review Inhaler technique and adherence Inflommation? r o anti-ig
; : : Fas220 symptom control on L &b 2
for individual patient needs Symptoms Fetiont preferencesand gols w20 poandly high-dose ICS-LABA, wio: | * kin prick ¥
i . swtum eosinophils 22%, testing or specific IgE ® 2260 cells-ul 1+ Extend trial to
Exacerbations or " have eosinophilic or 6-12 months
i 3 g Note: these . serum o 2]
Side ehiects Treatment of modifiable risk factors the criterio :;: ot ARapC IO oY :“o':: st 'ﬁ M:d eht Funo 220ppb
Lung function i Ammab:llnkally ge range
Patient satisfaction and comorbidities odd-on biologic allergen-driven andjor +need maintenance OCS +Allergen-driven symptoms+ uncleor
Nonpharmacological strategies therapy (see 6b) +Exacerbations n last year @ R, - ——
Asthma medications (adjust d P «Need for maintenance OCs  * Consider local payer o 4 4 no onse ol | feligible: Giod
Education and skills training @ and M Anti-IL5] Anti-ILSR Ly trialfor o osthma Y% >
apast 24 months response?
and F gy up to 3x, on Lheasienss Is i What factors may predict and assess
lowest possible OCS dose)  When choosing between | o1 /anii 1 SR for goodasthma responseto | response
& avahabie Miscapley severe onti-1LS/SR? >
SRE ELIEVER «Also consider cost, eosinophilic asthma? n
i foose k idities/dil ol i +Higher blood
(uack 1). Usmg ICS formoterol STEPS 1-2 dosing frequency, inlastyear ® el v "
As-needed low-dose ICS-formoterol and treat/refer os appropriate ro«n(;c oriv)
as reliever reduces the risk of : Y 1 patient preference
exacerbations compared with — e + Consider. CHC, CRF, 165, 165, IghL gk hengel. ol  Phop b b""’"s - Consider
using a SABA reliever f | precipitins; chest radiography and/or HRCT chest; D¢ v €.g. 150 cells-uL or 300 cells-ul-? previous years+ swl(r"ha 4
+ Skin prick testing or specific IgE for relevant allergens, +Adult-onset asthmas-+ toa different
if not already done no 4 no type 2-targeted
Which biologic «Nasal sise+ therapy, if
+ Other directed testing (e.g. ANCA, CT sinuses, BNP, is oppropriate % eligible
e and . echocardiogram) based on clinical suspicion 1o stort first? mmm;: for Whot foctors may predict
; ; IL4R .. for severe good asthma response
Vi STEP1 STEP2 l"’"""" e G soclelpsycholoplonl smpport esinophilic/type20sthma?  fo antiIL4R? -
(track 2) Be'ore consndermg a Take ICS whenever Low-dose i ( )
regimen with SABA reliever, SABA taken maintenance ICS I : s 2 « Exacerbations in last year @ . «Higher blood eosinophils+++ >
check if the patient is likely to be or clinicol trial (if appropriate) . ’ «Blood eosinophils 2150 cells-ul-? « Higher F ot ++
adherent with daily controller l Of Fano 225 ppb @
. or because of need for
Other controller options Low-dose ICS whenever Medium-dose ICS, or Add LAMA or LTRA or Add azithromycin (adults) or BRI 0CS S
for either track SABA taken, or daily LTRA,  add LTRA, or add HDM SLIT, or switch to LTRA; add low-dose OCS < «
or add HDM SLIT HDM SLIT high-dose ICS but consider side-effects Eligible for none? ® Check locol eligibility criteria for specific biologic

Return to section 63

therapies as these may vary from those listed
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> Mg L Rk miaAd k& (TSLP) 2 —# B FamieN & 284 wWiBi fmie R T, ERETIH8E. mE. TEWPWRIAMGE, TR
A8 E R 2B TSLP. 5 Fis2A min B -F (delL-5. IL-13) ~F), TSLPAFA LA iAR T, SEMT KM, The @i, ek
Mo "ERRMA IS, XA S A EWALAFTSLP AR A &7 Erm el A de b, BE5HR2A L DIRENRELK., BEABSWHILEFIER L
B, EoEH ) Ll A e FTSLPARF A&, B 5%R fiek = EAL R 6454740 %, MR T E69 &% Ll LR A 46 T 2 F TSLPE & F-mRNAZK
%@%o Ei TSLP{%%E% Ei TSLPT%E%MWE%

Allergens Cytokines Cigarettes Viruses Bacteria Fungi Tryptase] Triggers
@ @00 . - {é}  al 'ﬁ\ &

Gut Epithelial Cells Lung Epithelial. Cells Keratinocytes
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Downstream Cellular Network & Effector Cytokines

oxaoL
(no 1L-12)

-5
IL-13- 14

I-4-1L-5
IL-13 - 19

Cells co-expressing
TSLPR and IL-7Ra

Histamine
Leukotr, * TNF-a

VEGF + TGF-§
(remodelling)
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> Tezepelumab (Tezspire) & 4cit/AZIEA T K9 AR EHKTSLPE 4L, 2021512 2 £ 3R $LIEIT12% BRA L&V F RN T B4 vd 69 58N Y+ 08
I3, 20255 B KFDADLEY R 125 BOA L ABRISRI ARG M 5 5 J ¥ 5 8 FICRSWNP. 2025 Tezspire2 SRAEE S X 18. 041 £ L, RFbHEK
£948%, 2026-F3F 45iFFIL 40 (Tezspire) EWRMARETIE, 2 ARAFN2Y BALE Y FE B Fm i ia77 . 53 RAE R
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Tezepelumab (TSLP# ) BEEF RV ER el mes, BARALHRTERRELE M EE KF

> ZeNAVIGATORIG R 3#AFF ¥, BH IR 1B ETezspireid J7 A A L REF| L H 42528, + B4 RALB2R N %05 &M RAF
WFNE AR, 2RETER/BFML, 548 —K210mgTezspireis /7 T 4£ %% &ML K VEER (AAER) [&AK56%, 72 & €M wm o it 0 9 &
P, BHECERR M A mAe<B00AN e /ul 89 B, Tezspired& 3 M Y 4vm &AM, REM AR, gt RGEEMXAETRE ST @
HITH—BHE,

28T 10614

Bl : Tezepel umabfEB#H EF: Tezepel umabjRyTIEHENAV | GATORIIE PR 3HATT I 455R

AIRWAY EPITHELIAL CELL (allergens/PAMPs — TSLP Subgroup Tezepelumab  Placebo Rate Ratio (95% CI)
- elease) no. of patients/annualized rate
of asthma exacerbations
Overall 528/0.93 531/2.10 —— 0.44 (0.37-0.53)
Eosinophil count at baseline (cells/ul)
TSLPR <300 309/1.02 309/1.73 —— 0.59 (0.46-0.75)
Tezepelumab (CRLF2) =300 219/0.79 222/2.66 — = 0.30 (0.22-0.40)
Fab (1gG2A) x Eosinophil count at baseline (cells/ul)
<150 138/1.04 138/1.70 — - 0.61 (0.42-0.88)
= — (cD127) 150 to <300 171/1.00 171/1.75 —. 0.57 (0.41-0.79)
S8 # fnfz‘;ie P e e 300 to <450 99/0.92 95/2.22 — 041 (0.27-0.64)
CELL MEMBRANE =450 120/0.68 127/3.00 —— 0.23 (0.15-0.34)
TSLP contact residues: Eosinophil count at baseline (cells/ul)
<150 138/1.04 138/1.70 —a— 0.61 (0.42-0.88)
0. Arg™ - Cys™ =150 390/0.89 393/2.24 - 0.39 (0.32-0.49)
AB-loop (60-68) + aD C- FENO at baseline (ppb)
term (153-158) <25 213/1.07 220/1.57 N 0.68 (0.51-0.92)
IC,, = 1.4 nM (AMG-157) / 1.7 nM (Fab) - Crystal structure resolved at 2.3 =25 309/082  307/2.52 —u— 032 (0.25-0.42)
A . PDB 5J13 FeEnoO at baseline (ppb)
<25 213/1.07 220/1.56 —— — 0.68 (0.51-0.92)
25 to <50 158/0.87 151/2.20 — 0.40 (0.28-0.56)
Ternary complex (TSLP-TSLPR-IL-7Ra) NOT FORMED =50 151/0.75 156/2.83 — 0.27 (0.19-0.38)
[ JAK1/JAK2 transphosphorylation PREVENTED Allergic status at baseline
Positive for any perennial allergens 339/0.85 341/2.03 —— 0.42 (0.33-0.53)
Negative for all perennial allergens 184/1.09 177/2.21 —— 0.49 (0.36-0.67)
Long-form TSLP (159 aa): pro-inflammatory; upregulated by o 05 10 20 40
allergens/PAMPs/viruses
Short-form TSLP (63 aa): homeostatic — NOT inhibited by tezepelumab Tezepelumab Better Placebo Better




3o @ |L-5/IL-5RM&{k o2 ey B8 & B4k, Mfohie i & B ) X B BAR M

> ¥er IL-5/IL-5R1z 5838 T Ak vR B H KA B, RAFM AR Y X BB RM, R EFTEIL-S/IL-5REROIE: (1) £af%t
. GSKAF KA By 5 — K IL-5F L & A A 2R 2 402015F 3k k., BB E 848 B, 2024-F H 4 34K 51482410 £ 71, 20255 4 34K ik
26,5110 % 7o £ A2 0B it P Ao B IR P 89 IL-5 R ke Bk My S Fo 38, 6 S R BISEBR P PO 3F P % fo % K EGPA. CRSwNP.,
COPD% i . (2) AZAIZKEI: 2009 £RMETE R ABRLELEREMILE DO IL-5TK a A, &3 FuRiR B e Ja A F 89
minEER AT EREmil AR AT, MRFGRRE, R EFHEDGERE ML, 201755118 £ £ 3K, 20245587 B N3k, 20254
A ERE9. 8L E L. BATE2GAIKERAABAIKERI AN B RERD T, £AAKERLHE T XAF — KL TEH,
KBRS Y 77 XA RTIKREFA —k, ZEH8— KT iz4t,

B3R : AZARTRFIDK A HE PO FEHEE RTE ER: HAFIBkEMAATEFEERMSTREES (Ph: 2Em)
R 20.00 -
125 BVA LB M4 tmin & R0y = Tokvh BE W 6757 2024458
25.00
Az AmAlskar O I CERUILEMAEED T Rk EF 6 M HG T 2025734 oo |
AT P R R fn e K B EEGPA 2025412 A '
JILE (6FE12% ) & BBk tm s og s 87 20258 f] 15.00 |
ElFR: GSKEAFIBREER IR HE R E 10.00 F
B P 3 St i)
SEER P IS A K 2021411 5.00 r
SE B Mk m M E R 202451 0 00 l
GSK E 4% 2 1B pE 2 E K 4k 2 8 P CRSWNP 202551 A ' 2018 2019 2020 2021 2022 2023 2024 2025
KR4 09 VASE BR Pk 4| it R 45 4E 69 COPD 4 574 5 2025512 f = E AR RERR/GSK = AR Ak E S /AZ
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> 20155124 GSKK 2K IL-5/&2 3% 4 % i jkFDASL /& L7, A T12% ZA L@k mie 2 B & B vm &4 0 M m 57877
IL-5, H £ FNETHAGIL-S/IL-5REEQAEMHFETE R FIZ8HL L —K, MEETEREL
B 2542 A GARMME o AR 25 R R AIE 33 2 JAE A A 75 Rt B 28 TEAR & 4 09 ¥ v F 2

N AE B & o vl R AR %o B Ak T 58%F=48%, 4R AA S E %52 EH,
Bl (EEET A TR B IS PRSI

1B E 3 F R A e
hiEfaEK 2 H6NH—%k, MARHAT
e E R Hor ARk, fEEF R 5L A A52)E

End Point

Primary end point

Annualized rate of exacerbations at 52 wk (95% Cl)

Rate ratio (95% CI)

Percent between-group difference in annual rate
(95% Cl)

No. of exacerbations
Secondary end points

Change from baseline in SGRQ score at
52 wk{

Treatment difference (35% Cl)
Change from baseline in ACQ-5 score at 52 wkY
Treatment difference (95% CI)

Change from baseline in prebronchodilator FEV, at
52 wk — liter

Treatment difference (95% Cl)

Change from baseline in asthma nightly symptom

diary at 52 wk|
Treatment difference (95% Cl)

Change from baseline in asthma daily symptom
diary at 52 wk|

Treatment difference (95% Cl)

Annualized rate of exacerbations leading to hospi-
talization or ED visit at 52 wk (95% Cl)**

Rate ratio (95% Cl)
Percent reduction in annual rate (95% Cl)

Number of exacerbations

SWIFT-1
Depemokimab Placebo
(N=250) (N=132)

0.46 111
(0.36t00.58)  (0.86 to 1.43)

0.42 (0.30 to 0.59)
58 (41 to 70)

120 150

-13.03x1.11 -9.67+1.54

-3.36 (-7.11 to 0.39)

-0.8240.07  -0.77+0.09
-0.04 (-0.27 to 0.18)
0.16+0.03 0.1620.04

-0.01 (-0.089 to 0.088)
-1.39+0.12 -1.30+0.17

-0.09 (-0.50 to 0.31)
-133:0.10  -1.25+0.14

-0.08 (~0.42 to 0.26)
NA

NA
NA

P Valuet

<0.001

0.08

SWIFT-2
Depemokimab Placebo
(N=252) (N=128)

0.56 1.08
(0.44100.70)  (0.83 to 1.41)
0.52 (0.36 to 0.73)

48 (27 to 64)

153 167

-14.80+1.04 -12.49x+1.46

-231 (-5.84 t0 1.23)

-0.8140.07  -0.70+0.09
-0.11 (-0.33 t0 0.11)
0.24+0.03 0.1820.04

0.06 (-0.04 to 0.15)
-1.18+009  -0.97+0.13

-0.21 (-0.52 to 0.09)
-1.13+0.08  -0.93:0.11

-0.21 (-0.48 to 0.07)

0.05 011
(0.02100.09)  (0.05 to 0.22)

0.42 (0.16 to 1.13)
58 (13 to 84)
16 18

Pooled Trials
Depemokimab Placebo
PValuet (N=502) (N=260)
<0.001 0.51 111
(0.43100.60)  (0.92 to 1.33)
0.46 (0.36 to 0.59)
54 (41 to 64)
273 317
0.20 -13.92+0.76 -11.04+1.06

-2.88 (-5.43 to -0.32)

~0.81:0.05  -0.73+0.06
-0.08 (-0.24 to 0.07)
0.20+0.02 0.17+0.03

0.03 (-0.04 to 0.09)
NA

NA

0.02 0.09
(0.01100.04)  (0.05 to 0.15)

0.28 (0.13 to 0.61)
72 (3910 87)

21 31
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ExR: BEFLERERSRULBRAMSOEFERBER THRAFTR 200 ¢
180 |
HIREE JE 842> 160
140 |
400 mg (P77 200 mg ¥3 5D 200 mg Q2W 0 |
1 AR Bz J53 e 3% A0 ke Wt iy 28 38 B I o L AR IS 4 B2 4% BB 3 1 77 == 100 ¢
80 |
600 mg (PI7 300 mg y3 417 300 mg Q2W 60 b

QW - ®FEA—K T I I
20 |
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