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Tezepelumab

efficacite) dans I'asthme severe incontrolé, a2 ar = .* By T o

« Extension du suivi des patients des 2 études de phase 3 « NAVIGATOR » et

« SOURCE »

» Résultats : moins d’effets indésirables dans le groupe Tezepelumab (vs.

Placebo), dans les 2 cohortes.

of treatment

NAVIGATOR tezepelumab  SOURCE tezepelumab and
and placebo groups placebo groups
Any adverse event -13:04 (-17-83t0 -8-18)  -22-82 (-34-77 to -10-01)
Any adverse event resulting in death 0-62 (-0-10to 1-44) 1.55 (-2-19to 5-47)
Any serious adverse event -4-59 (-7-69 to -1-65) -4-85 (-14-88 10 4-53)
Any adverse event leading to discontinuation ~ -1.37 (-3-05 to 0-08) -0-45 (-5-62 to 3-74)

Data are difference (95% Cl) in incidence per 100 patient-years for the randomised tezepelumab and randomised
placebo groups, and are from the primary safety analysis dataset.

events

Table 3: Differences between tezepelumab and placebo groups for incidence of on-treatment adverse
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Tezepelumab —— TSLP%(Thymic Stromal Lymphopoietin

Tezepelumab binds specifically to TSLP,
preventing it from binding to its
heterodimeric receptor
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D’aprés Menzies-Gow et Al. Respiratory Research 2020

Menzies-Gow A, Wechsler ME, Brightling CE, Korn S, Corren J, Israel E, Chupp G, Bednarczyk A, Ponnarambil S, Caveney S, Almgvist G, Gotabek M, Simonsson L,
Lawson K, Bowen K, Colice G; DESTINATION study investigators. Long-term safety and efficacy of tezepelumab in people with severe, uncontrolled asthma
(DESTINATION): a randomised, placebo-controlled extension study. Lancet Respir Med. 2023 May;11(5):425-438. doi: 10.1016/S2213-2600(22)00492-1. Epub 2023
Jan 23. Erratum in: Lancet Respir Med. 2023 Mar;11(3):e25.



Ecleralimab, inhaled anti-TSLP, could ameliorate asthma and
attenuate allergen-induced airway responses and inflammation.

Day 84

« Ecleralimab = neutralising antibody fragment against human TSLP

* Randomised, double-blind, placebo-controlled, multicenter allergen
bronchoprovocation study

- 28 subjects, aged 18 to 60, with stable mild atopic asthma, randomised :

+ either 4 mg inhaled ecleralimab 1/j,

s
* either Placebo. e
o
+ Significant results after allergen bronchoprovocation test, at 12w. of trt : =
Diminution of bronchoconstriction induced in late response (3 to 7h after =
allergen bronchoprovocation test), &

- Adverse events : no difference between Ecleralimab and Placebo. = Elderab““zab(“):m

acebo (n=13
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Gauvreau GM, Hohlfeld JM, FitzGerald JM, Boulet LP, Cockcroft DW, Davis BE, Korn S, Kornmann O, Leigh R, Mayers |, Watz H, Grant SS, Jain M, Cabanski M,
Pertel PE, Jones I, Lecot JR, Cao H, O'Byrne PM. Inhaled anti-TSLP antibody fragment, ecleralimab, blocks responses to allergen in mild asthma. Eur Respir J. 2023
Mar 9:61(3):2201193.



Dupilumab

Dans I'asthme modéré a sévere, une valeur élevée de
FeNO est associée a une meilleure réponse au
dupilumab.

2.0 4

B Pooled placebos =% Pooled dupilumab

-
)

D’apreés PELAIA et Al. Vaccines 2022

— * Analyse post-hoc de I'essai de phase 3
« Liberty Asthma Quest » : Dupilumab
vs. Placebo dans I'asthme modéré a
sévere non controlé.
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» Le risque d’exacerbation augmente
avec le FeNO

Estimated annualized event rate of
severe exacerbation
o

0% * Le Dupilumab reduit le risque
8 910 15 20 25 30 40 50 60 7080 98 d’exacerbation, d’autant plus que le
FeNO (ppb) FeNO est élevé

Pavord ID, Deniz Y, Corren J, Casale TB, FitzGerald JM, Izuhara K, Daizadeh N, Ortiz B, Johnson RR, Harel S, Djandji M, Goga L, Crikelair N, Rowe PJ, Busse WW.
Baseline FeNO Independently Predicts the Dupilumab Response in Patients With Moderate-to-Severe Asthma. J Allergy Clin Immunol Pract. 2023 Apr;11(4):1213-
1220.e2.



Un premier pas vers un antagoniste du

recepteur alpha de I'lL-4, par voie
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D’apres PELAIA et Al. Vaccines 2022, modifié.

Etude in vitro de I'effet anti récepteur alpha de I'lL-4 de
I'elarekibep (prolifération de cellules TF-1 induite par I'IL-
4) : Méme effet anti-IL4 in vitro que le dupilumab.

Elarekibep = Anticaline (Lipocaline modifiée) inhalée anti IL-
4Ra, avec forte affinité, grande spécificite, liaison rapide a sa
cible, dissociation lente

L’Elarekibep inhalé diminue I'inflammation allergique

chez la souris

Essai de phase 2 en cours

Matschiner G, Fitzgerald MF, Moebius U, Hohlbaum AM, Gille H, Jensen K, Kirchfeld K, Rattenstetter B, Laforge A, Bel Aiba RS, Ciccotosto J, Nyugen H, Foster
ML, Snouwaert JN, Nguyen M, Koller BH, Matis L, Anderson GP, Olwill SA. Elarekibep (PRS-060/AZD1402), a new class of inhaled Anticalin medicine targeting IL-
4Ra for type 2 endotype asthma. J Allergy Clin Immunol. 2023 Apr;151(4):966-975.



Le risque d’exacerbation severe d’asthme est moindre avec un
traitement a la demande associant albuterol + budesonide, vs.
albuterol seul

- Etude internationale, randomisée, en double aveugle. 3132 patients.

- Le risque d’exacerbation sévere d’asthme était réduit de 26%, dans le groupe Albuterol + Budésonide
160 ug group, vs. Albuterol seul.

- Hasard Ratio 0,74 (0,62 — 0,89) ; p = 0,001
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Papi A, Chipps BE, Beasley R, Panettieri RA Jr, Israel E, Cooper M, Dunsire L, Jeynes-Ellis A, Johnsson E, Rees R, Cappelletti C, Albers FC. Albuterol-Budesonide
Fixed-Dose Combination Rescue Inhaler for Asthma. N Engl J Med. 2022 Jun 2;386(22):2071-2083.



Patients with allergic asthma are at lower risk of severe COVID-19 than
those with non allergic asthma

- Study design: Retrospective cohort analysis based on COVID-19 Optum electronic health record dataset (USA)

« Population: 3195 patients with Covid19 diagnosis and moderate or severe asthma history in 2 cohorts: with allergic asthma
and no allergic asthma

» Qutcome: Numbers of patient deaths from any cause after COVID-19

» Results: Lower risk of death after COVID-19 (HR:0.48; 95% CI 0.28-0.83; P= 0.0087) and smaller proportion hospitalized (13.8% [n
= 217] vs 18.3% [n = 289]; P= 0.0005)

Table 2 ED visits, hospitalizations, and deaths after COVID-19 diagnosis (propensity score—matched study cohorts) Table 3 Hospitalizations and heospitalization outcomes among patients with a COVID-19 diagnosis (propensity score—matched study

cohorts)
Outcome, n (%)? Nonallergic asthma (n=1578) Allergic asthma (n=1578) P value
Qutcome, n (%) Nonallergic asthma (n=1578) Allergic asthma (n=1578) P value
| Death from any cause 38 (2.4) 19(1.2) 00111} — - N
— - T — npatient hospitalization 289(18.3) 217 (13.8) 0.0006°
Death from any cause within 30 days of index date 32 (2.0) 14 (0.9) 00266 o I P, o
1 death (davs) Db 221 (38.0) 16 267) 02887 Asthma hospitalization 211(73.0) 163(75.1) 0.5936°
I O deatn | Al L) 221 (38.0) F120.7) . o o . i P - a
meto dea ays).mean - - ’ Readmission within 30 days 14 (4.8) 8(3.7) 0.5274°
isit or italizz 500 (31.7) 97 (24.8) <0 o )
= | EDvisit or hospitalization 500 (31.7) 392 (24.8) <0.0001 ntensive care unit admission 47 (16.3) 35(16.1) 096772
=1 ED visit 280(17.7) 243(154) 00765 Noninvasive mechanical ventilation 39(135) 26(12.0) 0.6146°
= 1 hospitalization 289(18.3) 217(13.8) 0.0006 nvasive mechanical ventilation 31(10.7) 19(88) 0.4622°
Death from any cause in those with = 1 hospitalization 29 (10.0) 7(32) 00032 Nasal cannula 102 (35.6) 75 (34.6) 0.8016%
Death within 30 days in those with = 1 hospitalization 24(83) 7(32) 0.0083 Extra corporeal membrane oxygenation 0 1(0.5) 0.4289"
COVID-19 coronavirus disease 2019, ED emergency department COVID-19 coronavirus disease 2019
2 Unless otherwise stated ® ¥’ test

b For patients who died P Fisher's exact test

Murphy TR, Busse W, Holweg CTJ, Rajput Y, Raimundo K, Meyer CS, Seetasith A, Gupta S, Igbal A, Kaner RJ. Patients with allergic asthma have lower risk of
severe COVID-19 outcomes than patients with nonallergic asthma. BMC Pulm Med. 2022 Nov 14:22(1):418.



GSP301: Bien tolére, sure et efficace pour traiter les symptomes de
rhinite allergique saisonniere chez I'enfant

GSP 301: spray nasal, combinaison de I’antihistaminique Olopatadine Hydrochloride et du corticosteroide Mometasone Furoate

Type d’étude: Etude de phase 3, controlée randomisée en double aveugle

Population: 446 patients agés de 6 a 12 ans

CJP: Changement de la valeur de base du Total Nasal Symptom Score (rTNSS) apres 14 jours de traitement

Résultats: Augmentation significative du score clinique (LSMD: -0.6; 95% CI,(-0.9 to -0.2); P = .001, significatif dés
0,23)
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GSP 301 Nasal Spray |

Prenner BM, Amar NJ, Hampel FC Jr, Caracta CF, Wu W. Efficacy and safety of GSP301 nasal spray in children aged 6 to 11 years with seasonal allergic rhinitis.
Ann Allergy Asthma Immunol. 2022 Nov;129(5):618-626.e2.



Le DUPILUMAB: efficace jusqu’a 3 ans chez les asthmatiques de type 2
Prouves et non prouves

Etude TRAVERSE: Analyse post-hoc, extension de
I'étude de phase 3 QUEST

Taux d’exacerbation annuel

CJ P: Ta ux d ’exa ce rb atlon ann uel Unadjusted exacerbation rates during QUEST and TRAVERSE
Type 2 with evidence of allergic asthma Type 2 without evidence of allergic asthma
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0-48S: les patients DPL=>DPL passent de 0,484 & 0,345 e e

Sher LD, Corren J, Pavord ID, Daizadeh N, Altincatal A, Soler X, Djandji M, Radwan A, Jacob-Nara JA, Deniz Y, Rowe PJ. Dupilumab long-term efficacy in patients
with non-OCS-dependent asthma with and without evidence of allergic asthma. J Asthma. 2023 Sep;60(9):1767-1774.



Le Dupilumab permet une amélioration de la qualité de vie liee aux
soins chez les enfants asthmatiques de type 2

- Type d’étude: Etude de phase 3, controlée randomisée en

double aveugle, multicentrique basée sur I'étude VOYAGE PAQLQ-la (Qualité de vie liée aux soins )
a) Type 2 population
2.5 Flac:ehn
< CJP: Questionnaire de la qualité de vie liée aux soins g -© -Dupilumab
(PAQLQ-la*) g 20
%E 15 0,47 ___,a%"'_--F "?E_
- Population: 350 patients de 6 a 11 ans avec un asthme de 28 oz Jo
type 2 modeéré a sévere non controlé 25 10 ’
, . . %ﬁ 0.5 Baseline mean+sp:
« Résultats: Modification du LSMD de 0,25 (95% CI 0.00-0.50; = ~ Placebo: 4.35:1.37
p=0.0531) a la semaine 24 et de 0,47 (95% CI 0.22— 0.0:5 Dupilumab: 4.45+1.33
0.72; p=0.0003) a la semaine 52 Baseline 12 24 36 52

*Paediatric Asthma Quiality of Life Questionnaire Interviewer-Administered

Fiocchi AG, Phipatanakul W, Zeiger RS, Durrani SR, Cole J, Msihid J, Gall R, Jacob-Nara JA, Deniz Y, Rowe PJ, Lederer DJ, Hardin M, Zhang Y, Khan AH.
Dupilumab leads to better-controlled asthma and quality of life in children: the VOYAGE study. Eur Respir J. 2023 Nov 2;62(5):2300558.



Une CRP prénatale importante ou une hausse de celle-ci pendant la
grossesse est associe a risque d’'asthme infantile plus important

» Type d’étude: Analyse accessoire de I'étude Vitamin D
Antenatal Asthma Reduction Trial (VDAART)

« CJP: Diagnostique d’asthme d’une rhinite allergique ou

d’'un eczéma avant I'age de 6 ans EMRUEER Py KR i
(95% C) (8506 C)
« Population analysée: 522 femmes et leurs bébés avec
des relevés complets de CRP EryprenatllbgCRP 185(L10-281) O 17%6(t1228) 0 M
- Résultats: Late prenatal log CRP 271 (L.7-459) <001 245(147-418) o0 —H

CRP increase vs decrease 219(1.38-35) <001 206(1.26-3.39) e —i

 -Association significative entre la CRP prénatale
tardive et 'asthme avant 6 ans (OR brute: 2.77 00 4D
(p<0,01); OR ajusté 2,45 (p<0,01))

 -Association significative entre la hausse de CRP
comparée a la baisse de CRP et I'asthme avant 6
ans (OR brute: 2,19 (p<0.01); OR ajusté: 2,06 (p<0,04))

Chen YS, Lee-Sarwar KA, Mirzakhani H, O'Connor GT, Bacharier LB, Zeiger RS, Knihtila HM, Jha A, Kelly RS, Laranjo N, Fichorova RN, Luu N, Weiss ST, Litonjua
AA. The Association of Prenatal C-Reactive Protein Levels With Childhood Asthma and Atopy. J Allergy Clin Immunol Pract. 2022 Dec;10(12):3213-3219.e11.



