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Inclusion criteria
· Participants must have had a body mass index of 18–35 kg/m2.
· Participants could be male or female. Contraceptive use by men or women should have been consistent with local regulations regarding the methods of contraception for those participating in clinical trials.
· Participants must have been non-smokers or ex-smokers (must have quit smoking ≥ 3 months before the screening visit).
· In part 1, participants must have had a pre-bronchodilator forced expiratory volume in 1 second (FEV1) of ≥ 70% predicted normal and no exacerbations requiring systemic treatment or hospitalizations/emergency department visits for asthma in the 12 months before study start.
· In part 2, inhaled corticosteroids and/or long-acting beta-agonists and any additional asthma maintenance controller medications must have been stable for ≥ 4 weeks before the screening visit. Patients must have had a blood eosinophil count of ≥ 150 cells/μL at screening and a fractional exhaled nitric oxide (FeNO) level of ≥ 25 ppb for inclusion.
· In part 2, participants must have had documented evidence of the following in the 5 years before the screening visit: (1) bronchodilator reversibility FEV1 of ≥ 12% and ≥ 200 mL; (2) peak expiratory flow mean daily variability of > 10% over a 2-week period; (3) variability of FEV1 of ≥ 12% and ≥ 200 mL between any two clinical visits; (4) positive bronchial challenge test (fall in FEV1 from pre-challenge of ≥ 20% with standard doses of methacholine or histamine or ≥ 15% with standardized hyperventilation, hypertonic saline or mannitol challenge); and (5) positive exercise test (fall in FEV1 of > 10% and > 200 mL from pre-challenge).
· In part 2, participants must have had a pre-bronchodilator FEV1 of 40–85% predicted normal at screening and at the start of the run-in period.

Exclusion criteria
· Women who were pregnant or breastfeeding or planning to become pregnant during the study.
· Known or suspected hypersensitivity, including anaphylaxis/anaphylactoid reaction following any biologic therapy or known history of drug hypersensitivity to any component of the study drug formulation.
· Evidence of any active clinically important pulmonary disease, other than asthma, in the 5 years before screening.
· History of pulmonary or systemic disease, other than asthma, that was associated with elevated peripheral eosinophil counts.
· History or clinical suspicion of any clinically relevant or active disease or disorder which, in the opinion of the Investigator, could have either put the patient at risk because of participation in the study, influenced the results or the patient’s ability to participate in the study or raised any other safety concerns.
· History of severe coronavirus disease 2019 (COVID-19) infection that required hospitalization in the past 12 months or clinical history compatible with long COVID-19 (symptoms beyond 12 weeks of acute infection).
· Confirmed symptomatic COVID-19 infection during screening, the run-in period or before randomization. Patients could have been rescreened once recovered if the infection was not severe. Patients who were asymptomatic with a positive COVID-19 test could have continued if a repeat test was completed according to applicable local guidelines and was negative in the timeframe of the screening window.
· Current malignancy or history of malignancy, except for (1) patients who have had basal cell carcinoma, localized squamous cell carcinoma of the skin or in-situ carcinoma of the cervix were eligible provided that the patient was in remission and curative therapy was completed ≥ 12 months before the date of informed consent and assent, when applicable, was obtained; (2) patients who have had other malignancies were eligible provided that the patient was in remission and curative therapy was completed ≥ 5 years before the date of informed consent.
· Significant history of recurrent or ongoing ‘dry eye’, which had been diagnosed and treated with medications prescribed by an ophthalmologist.
· Diagnosis of Sjögren’s syndrome.
· High risk of infection suggesting abnormal immune function, including history of invasive opportunistic infections (e.g. histoplasmosis, listeriosis, coccidioidomycosis, pneumocystosis, aspergillosis), despite infection resolution or unusually frequent, recurrent or prolonged infections, per Investigator’s judgement.
· History of, or known significant infection or positivity at the screening visit or during the screening period, including hepatitis B or C or human immunodeficiency virus (HIV), that might put the patient at risk during participation in the study.
· Evidence of active tuberculosis in the opinion of the Investigator. 
· Clinically significant lower respiratory tract infection not resolved in the 4 weeks before screening and during the run-in period, as determined by the Investigator.
· Clinically significant upper respiratory tract infection at screening and during the run-in period, as determined by the Investigator.
· A helminth parasitic infection diagnosed in the 24 weeks before the date informed consent was obtained that had not been treated with or had failed to respond to standard of care therapy.
· Any clinically important electrocardiogram abnormalities obtained during the screening/run-in period, which in the opinion of the Investigator could have put the patient at risk or interfered with study assessments.
· Any clinically significant cardiac disease, including: (1) acute coronary syndrome (e.g. acute myocardial infarction, unstable angina), coronary intervention with percutaneous coronary intervention or coronary artery bypass surgery or stroke in the past 6 months; (2) heart failure defined as New York Heart Association class II-IV; (3) untreated high degree atrioventricular block (≥ 3:1 conduction rate or grade III block), significant sinus node dysfunction, pause or tachyarrhythmia requiring treatment; (4) a family history of long QT-syndrome; or (5) hypertrophic cardiomyopathy or clinically significant valvular heart disease.
· Uncontrolled hypertension with blood pressure of > 150/90 mmHg.
· History of life-threatening asthma attack(s) or asthma attack(s) requiring ventilation.
· For part 2 only, a history of three or more severe asthma exacerbations in the 12 months before the screening visit (defined as a worsening of asthma requiring treatment with systemic corticosteroids for ≥ 3 days or hospitalization or emergency room visit due to asthma).
· Daily rescue use of ≥ 8 puffs for ≥ 3 consecutive days at any time during the run-in period of short-acting beta-2 agonists, before randomization.
· History of anaphylaxis that required the use of epinephrine or hospitalization.
· Any clinically significant abnormalities in haematology.
· Aminotransferase or aspartate aminotransferase level ≥ 3 times the upper limit of normal, confirmed by repeated testing during the screening period. Transient increase of aminotransferase/aspartate aminotransferase levels that resolved by the time of randomization was acceptable if, in the investigator’s opinion, the patient did not have an active liver disease and met other eligibility criteria.
Exclusionary prior and concomitant therapy
· Systemic corticosteroid used in the 6 weeks before the screening visit, screening period and during the run-in period.
· Participants who had previously received elarekibep.
· Treatment with marketed or investigational biologicals, such as monoclonal antibodies or chimeric biomolecules, in the 6 months or 5 half-lives before the screening visit or during the screening or run-in periods. This included, but was not limited to: (1) immunoglobulin E-targeting therapies (e.g. omalizumab); (2) interleukin-5 and interleukin-5 receptor-targeting therapies (e.g. mepolizumab, reslizumab, benralizumab); and (3) interleukin-4 receptor-targeting therapies (e.g. dupilumab).
· Any investigational non-biologic drug in the 60 days (or 5 half-lives, whichever was longer) before the screening visit and during the run-in period.
· Any immunosuppressive therapy (other than systemic corticosteroids) in the 3 months before the screening visit, and the screening and run-in periods.
· Live or attenuated vaccine in the 4 weeks before the screening visit, and the screening and run-in periods.
· Receipt of COVID-19 vaccine (vaccine or booster dose) in the 30 days before randomization.
· Immunoglobulin or blood products in the 4 weeks before the screening visit, and the screening and run-in periods.
· Any immunotherapy in the 3 months before the screening visit and the screening and run-in periods, except for stable maintenance dose allergen-specific immunotherapy started ≥ 4 weeks before the screening visit and expected to continue through to the end of the follow-up period.
· For part 1 only, additional asthma maintenance controller medications in addition to inhaled corticosteroids and long-acting beta-2 agonists (e.g. leukotriene receptor inhibitors, theophylline, LAMA and chromones) in the 3 months before the screening visit and the screening and run-in periods.

PK sampling schedule
In part 1, blood samples for PK measurements were collected from all participants. The sampling schedule was: day 1 pre-dose (−60 min) and post-dose after 1, 2, 3 (± 10 min), 4, 6, 8 (± 20 min) and 12 hours (up to one hour before the next dose); day 28 pre-dose (−60 minutes) and post-dose after 1, 2, 3 (± 10 minutes), 4, 6, 8 (± 20 minutes), and 12 hours (± 1 hour; on day 28, only a single dose of elarekibep was administered). Pre-dose on days 2, 4, 6, 8, 10, 12, 14, 16,  20, 24 (up to 1 hour before the next dose), 29 (24 hours ± 2 hours after day 28 dose), 30 (48 hours ± 2.5 hours after day 28 dose), 32 (96 hours ± 2.5 hours after day 28 dose), 39 (± 6 days), and 56 (± 4 days). For part 1b only, samples were also collected on day 20, 4 hours post-morning dose (± 20 minutes). The PK sampling timepoints could have been amended based on results from Part 1 a/b. An unscheduled PK sample could have been collected in the case of AEs and/or unscheduled safety blood sampling.

For Part 2, blood samples for PK measurements were collected from all participants pre-dose at each visit, including unscheduled visits. Intense sampling could have been performed in approximately 25% of participants per treatment arm. Timing of intense samples was: day 1, post-dose after 1, 2, 3 (± 10 minutes), 6, and 8 hours (± 20 minutes); day 21, 4 hours post-morning dose (± 20 minutes); and day 28 (last dose), post-dose after 1, 2, 3 (± 10 minutes), 6, 8 (± 20 min), 24 (± 2 hours), 48 (± 2.5 hours), and 96 hours (± 2.5 hours; single dose of AZD1402 only on last day of dosing). PK sampling timepoints could have been amended based on results from Part 1 a/b. An unscheduled PK sample could have been collected in the case of AEs and/or unscheduled safety blood sampling.


Statistical methods
The analysis sets used were: (1) the full analysis set, which included all participants who were randomized and received any study drug (participants were evaluated according to the treatment assigned at randomization); the full analysis set was used for all analyses of baseline demographic and clinical characteristics and efficacy data; (2) the safety set (SS), which included all participants who were randomized and received at least one dose of the study drug or placebo, with patients evaluated according to the treatment assigned at randomization; the PK (3) analysis set, which included those in the SS who had detectable PK data, with no major protocol deviations considered to impact the analysis of PK data and was used for all PK analyses; and (4) the immunogenicity set, which included all participants in the SS with at least one post-treatment ADA result (positive or negative), which was used for all ADA analyses. The exception was any analysis of the relationship between ADA and PK, in which case the immunogenicity set instead comprised all those in the PK set. 

All confidence intervals (CIs) were two-sided 95% CIs unless stated otherwise. P-values were nominal. Descriptive statistics were calculated for PK parameters and FeNO levels. For PK, analysis was carried out using actual elapsed times determined from the PK sampling and dosing times recorded in the database. If actual elapsed times were missing, nominal times could have been used. Nominal sampling times were used for interim PK parameter calculations. Serum concentrations were listed and summarized by treatment and PK day and TE-ADA status using appropriate descriptive statistics. For the immunogenicity data, ADAs were summarized as categorical variables and immunogenicity titre was summarized descriptively as a continuous variable. The change from baseline in FEV1 was analysed using mixed models for repeated measures with treatment group, week (1 to 4), country, baseline FEV1 and treatment-by-week interaction as fixed effects and with patient as a random effect. In this model, weeks 1 to 4 corresponded to visits 4 to 7. The overall treatment effect and treatment difference over the 4-week treatment period were estimated using LS means and the difference in LS means on the treatment factor, along with the standard errors, 95% CIs and the p-value corresponding to the between-treatment group difference.

FeNO was analyzed on a natural log scale and results were back-transformed to a linear scale. The change from baseline in FeNO was calculated by subtracting the log-transformed FeNO value at baseline from the log-transformed post-baseline value. Hence, treatment effects, differences and associated CIs were presented in terms of geometric LS means ratios. Percentage change from baseline in FeNO at each week and the mean over the treatment period were summarized by treatment group. 

For the ACQ-6, a summary by treatment group (different doses of elarekibep and placebo) in terms of values at baseline and mean over the treatment period, as well as change from baseline and its mean over the treatment period, was presented. Information from ACQ-6 assessments was also listed. The mean over the treatment period was calculated from the patients’ mean measurements of all assessments performed while patients were on treatment. Also, the number and percentage of patients with a decrease in ACQ-6 score of ≥ 0.5 (responders) over the treatment period for each treatment group were described.

All statistical analyses were conducted using SAS® version 9.4. PK parameters were calculated using Phoenix® WinNonlin version 8.3.5 or a later version in a secure and validated environment (Certara). 



Supplemental Table S1 Baseline demographics and clinical characteristics of the study population with uncontrolled moderate-to-severe asthma (part 2)
	
	Elarekibep 1 mg
(n = 4)
	Elarekibep 3 mg
(n = 9)
	Elarekibep overall
(n = 13)
	Placebo
(n = 9)

	Age, years, n
	4
	9
	13
	9

	Mean (SD)
	60.3 (10.2)
	61.3 (6.5)
	61.0 (7.4)
	61.7 (6.6)

	Age group, years, n (%)
	
	
	
	

	18–64
	3 (75.0)
	6 (66.7)
	9 (69.2)
	6 (66.7)

	65–75
	1 (25.0)
	3 (33.3)
	4 (30.8)
	3 (33.3)

	Sex, n (%)
	
	
	
	

	Female
	2 (50.0)
	6 (66.7)
	8(61.5)
	4 (44.4)

	Male
	2 (50.0)
	3 (33.3)
	5 (38.5)
	5 (55.6)

	Race, n (%)
	
	
	
	

	Black or African American
	0
	0
	0
	0

	Native Hawaiian or
Other Pacific
Islander
	0
	0
	0
	0

	American Indian or
Alaska Native
	0
	0
	0
	0

	Asian
	0
	1 (11.1)
	1 (7.7)
	0

	White
	4 (100.0)
	8 (88.9)
	12 (92.3)
	9 (100.0)

	Other
	0
	0
	0
	0

	Ethnicity, n (%)
	
	
	
	

	Hispanic or Latino
	0
	0
	0
	0

	Not Hispanic or
Latino
	4 (100.0)
	9 (100.0)
	13 (100.0)
	9 (100.0)

	BMI, kg/m2, n
	4
	9
	13
	9

	Mean (SD)
	26.15 (2.68)
	27.31 (4.00)
	26.96 (3.57)
	26.64 (1.90)

	Smoking history, n (%)
	
	
	
	

	Current
	0
	0
	0
	0

	Former
	0
	 4 (44.4)
	4 (30.8)
	2 (22.2)

	Never
	4 (100.0)
	 5 (55.6)
	9 (69.2)
	7 (77.8)

	Number of exacerbations in defined perioda, n (%)
	
	
	
	

	0
	0
	0
	0
	0

	1
	4 (100.0)
	6 (66.7)
	10 (76.9)
	7 (77.8)

	2
	0
	3 (33.3)
	3 (23.1)
	2 (22.2)

	CRP, mg/dL, n
	4
	9
	13
	9

	Mean (SD)
	0.185 (0.154)
	0.326 (0.315)
	0.282 (0.277)
	0.243 (0.102)

	Blood eosinophil count, 109/L, n
	4
	9
	13
	9

	Mean (SD)
	0.323 (0.219)
	0.410 (0.139)
	0.383 (0.162)
	0.280 (0.173)

	Median (min, max)
	0.290 
(0.11, 0.60)
	0.390 
(0.22, 0.62)
	0.390 
(0.11, 0.62)
	0.210 
(0.08, 0.59)

	Blood eosinophil count group, cells/µL, n (%)
	
	
	
	

	< 300
	2 (50.0)
	 2 (22.2)
	4 (30.8)
	6 (66.7)

	≥ 300
	2 (50.0)
	7 (77.8)
	9 (69.2)
	3 (33.3)

	Pre-BD FEV1, L, n
	4
	9
	13
	9

	Mean (SD)
	2.145 (0.461)
	1.967 (0.509)
	2.022 (0.483)
	2.028 (0.621)

	Median (min, max)
	2.135 
(1.706, 2.603)
	1.835 
(1.394, 3.038)
	1.835 
(1.394, 3.038)
	2.111 
(1.363, 3.252)

	FeNO, ppb, n
	4
	9
	13
	9

	Geometric Mean
	52.70
	54.39
	53.86
	39.17

	Median (min, max)
	51.25 
(34.5, 86.0)
	55.50 
(31.0, 112.0)
	55.50 
(31.0, 112.0)
	36.50 
(27.0, 65.5)

	ACQ-6 scoreb, n
	4
	9
	13
	9

	Mean (SD)
	2.20 (0.39)
	2.14 (0.45)
	2.16 (0.42)
	2.28 (0.62)

	Median (min, max)
	2.15 (1.8, 2.7)
	2.00 (1.5, 2.8)
	2.00 (1.5, 2.8)
	2.00 (1.7, 3.7)

	Morning PEF (L/min)c, n
	4
	9
	13
	9

	Mean (SD)
	320.70 (150.97)
	295.65 (66.00)
	303.35 (93.53)
	347.04 (129.52)

	Median (min, max)
	271.50 (207.3, 532.5)
	298.00 (222.2, 391.6)
	298.00 (207.3, 532.5)
	339.29 (192.3, 614.9)

	Evening PEF (L/min)d, n
	4
	9
	13
	9

	Mean (SD)
	330.14 (151.01)
	344.62 (65.89)
	340.17 (92.97)
	341.41 (129.96)

	Median (min, max)
	286.29 (210.0, 538.0)
	357.00 (269.7, 476.5)
	345.14 (210.0 538.0)
	339.14 (180.3 598.6)

	Daily asthma symptoms scored
	4
	9
	13
	9

	Mean (SD)
	0.98 (0.73)
	0.71 (0.43)
	0.79 (0.52)
	0.88 (0.66)

	Median (min, max)
	0.75 (0.4 2.0)
	1.00 (0.0 1.1)
	1.00 (0.0 2.0)
	1.00 (0.0 2.0)



aDefined period refers to the 12-month period preceding the patient enrolment in the study
bBaseline is the ACQ-6 score at day 1
cBaseline is the mean over the morning assessments from day −6, to day −1 and the day 1 pre-dose assessment
dBaseline in the mean over measurements on the 7 days prior to day 1
ACQ-6 = asthma control questionnaire 6, BD = bronchodilator, BMI = body mass index, CRP = C-reactive protein, FeNO = fractional exhaled nitric oxide, FEV1 = forced expiratory volume in 1 second, SD = standard deviation


Supplemental Table S2 Summary of incidence of TEAEs in patients with uncontrolled moderate-to-severe asthma (part 2)
	
	TEAEs by decreasing frequency

	
	Elarekibep 1 mg (n = 4)
	Elarekibep 3 mg (n = 9)
	Elarekibep overall
(n = 13)
	Placebo
(n = 9)

	Any AE
	3 (75.0)
	5 (55.6)
	8 (61.5)
	6 (66.7)

	Any AESI
	2 (50.0)
	2 (22.2)
	4 (30.8)
	5 (55.6)

	Any SAE
	0
	1 (11.1)
	1 (7.7)
	0

	Any AE leading to treatment discontinuation
	0
	0
	0
	0

	Any TEAE leading to study withdrawal
	0
	0
	0
	0

	TEAE grade
	
	
	
	

	Mild
	3 (75.0)
	1 (11.1)
	4 (30.8)
	5 (55.6)

	Moderate
	0
	3 (33.3)
	3 (23.1)
	1 (11.1)

	Severe
	0
	1 (11.1)
	1 (7.7)
	0

	Preferred term
	
	
	
	

	COVID-19a
	1 (25.0)
	 1 (11.1)
	2 (15.4)
	0

	Asthma
	0
	2 (22.2)
	2 (15.4)
	0

	Rhinitis allergic
	0
	2 (22.2)
	2 (15.4)
	0


Data are presented as n (%). Patients with multiple occurrences are counted once per system organ class and preferred term, regardless of the number of occurrences. The table includes AEs with an onset on or after the first dose of study drug through to last follow-up (day 56), and is sorted by decreasing frequency of events for those receiving elarekibep. The listed TEAEs occurred in ≥ 2 patients who received the study drug
AE = adverse event, COVID-19 = coronavirus disease-19, SAE = serious adverse event, TEAE = treatment-emergent adverse event



Supplemental Table S3 Summary of ADA responses in patients with controlled moderate asthma (part 1)
	ADA category
	Elarekibep
1 mg
(n = 11)
	Elarekibep
3 mg
(n = 10)
	Elarekibep 10 mg
(n = 12)
	Placebo
(n = 16)

	ADA positive at baseline and/or post-baseline
(ADA prevalence)
	
	
	
	

	na/Nb (%)
	10/11 (90.9)
	10/10 (100.0)
	8/12 (66.7)
	0/16

	Medianc (min, max)
	1280.0 (10, 5120)
	360 (10, 5120)
	320 (40, 5120)
	-

	TE-ADA positived
(ADA incidence)
	
	
	
	

	n/Na,e (%)
	10/11 (90.9)
	10/10 (100.0)
	8/12 (66.7)
	0/16

	Median c (min, max)
	1280.0 (10, 5120)
	360 (10, 5120)
	320 (40, 5120)
	-

	Treatment-induced ADA positived
	
	
	
	

	n/Na,e (%)
	10/11 (90.9)
	10/10 (100.0)
	8/12 (66.7)
	0/16

	Medianc (min, max)
	1280.0 (10, 5120)
	360 (10, 5120)
	320 (40, 5120)
	-

	Treatment-boosted ADA positive,d n/Na,f (%)
	0/11
	0/10
	0/12
	0/16

	TE-ADA negative,d
n/Na,e (%)
	0/11
	0/10
	0/12
	0/16

	Both baseline and post-baseline positive, n/Na,f (%)
	0/11
	0/10
	0/12
	0/16

	Only baseline positive, n/Na,g (%) 
	0/11
	0/10
	0/12
	0/16

	ADA persistently positiveg
	
	
	
	

	n/Na,f (%)
	10/11 (90.9%)
	9/10 (90.0%)
	8/12 (66.7%)
	0/16

	Medianc (min, max)
	1280 (10, 5120)
	640.0 (20, 5120)
	320.0 (40, 5120)
	-

	ADA transiently positiveh 
	
	
	
	

	n/Na,f (%)
	0/11
	1/10 (10.0%)
	0/12
	0/16

	Medianc (min, max)
	-
	- 
	-
	-


If a patient has more than one non-missing titre during the study, the maximum titre for each patient is summarized.
aRepresents the number of patients satisfying the conditions of the specified ADA category.
bN represents the number of patients with any ADA result at baseline and/or post-baseline.
cThe median of maximum titres is calculated based on the maximum titre for each patient with a positive ADA test within each treatment group (including both baseline and post-baseline measurements).
dTE-ADA positive is defined as the sum of treatment-induced ADA positive (ADA negative at baseline and post-baseline ADA positive) and treatment-boosted ADA positive (ADA positive at baseline and boosted the pre-existing titre level during the study period). TE-ADA negative is defined as ADA positive, but does not fulfil the definition of TE-ADA positive. ADA incidence is the proportion of TE-ADA+ patients in a population.
eN represents the number of patients with at least one post-baseline ADA assessment.
fN represents the number of patients with an ADA result at baseline and at least one post-baseline assessment.
 gN represents the number of patients with an ADA result at baseline.
hADA persistently positive is defined as ADA negative at baseline and ADA positive at more than two post-baseline assessments (with ≥ 16 weeks between first and last positive) or ADA positive at last post-baseline assessment. ADA transiently positive is defined as ADA negative at baseline, having at least one post-baseline ADA positive assessment and not fulfilling the conditions of ADA persistently positive. ADA is defined as positive when titre measurements are reported as ≥ 10 (minimum required dilution)
ADA = anti-drug antibodies, TE = treatment emergent




Supplemental Table S4 Summary of ADA responses in patients with moderate-to-severe uncontrolled asthma (part 2)
	ADA category
	Elarekibep 1 mg
(n = 4)
	Elarekibep 3 mg
(n = 9)
	Placebo
(n = 9)

	ADA positive at baseline and/or post-baseline (ADA prevalence)
	
	
	

	na/Nb (%)
	4/4 (100.0)
	6/9 (66.7)
	0/9

	Medianc (min, max)
	240.0 (20, 1280)
	400 (80, 2560)
	-

	TE-ADA positive (ADA incidence)d
	
	
	

	n/Na,e (%)
	4/4 (100.0)
	6/9 (66.7)
	0/9

	Medianc (min, max)
	240.0 (20, 1280)
	400 (80, 2560)
	-

	Treatment-induced ADA positived 
	
	
	

	n/Na,e (%)
	4 /4 (100.0)
	6/9 (66.7)
	0/9

	Medianc (min, max)
	240.0 (20, 1280)
	400 (80, 2560)
	-

	Treatment-boosted ADA positived, n/Na,f (%)
	0/4
	0/9
	
0/9

	TE-ADA negatived, n/Na,e (%)
	0/4
	0/9
	0/9

	Both baseline and post-baseline positive, n/Na,f (%)
	0/4
	0/9
	0/9

	Only baseline positive, n/Na,g (%) 
	0/4
	0/9
	0/9

	ADA persistently positiveh
	
	
	

	n/Na,f (%)
	4/4 (100.0)
	6/9 (66.7)
	0/9

	Medianc (min, max)
	240.0 (20, 1280)
	400 (80, 2560)
	-

	ADA transiently positiveh, n/Na,f (%)
	0/4
	0/9
	0/9


If a patient has more than one non-missing titre during the study, the maximum titre for each patient is summarized.
aRepresents the number of patients satisfying the conditions of the specified ADA category.
bN represents the number of patients with any ADA result at baseline and/or post-baseline.
cThe median of maximum titres is calculated based on the maximum titre for each patient with a positive ADA test within each treatment group (including both baseline and post-baseline measurements).
dTE-ADA positive is defined as the sum of treatment-induced ADA positive (ADA negative at baseline and post-baseline ADA positive) and treatment-boosted ADA positive (ADA positive at baseline and boosted the pre-existing titre level during the study period). TE-ADA negative is defined as ADA positive, but does not fulfil the definition of TE-ADA positive. ADA incidence is the proportion of TE-ADA+ patients in a population.
eN represents the number of patients with at least one post-baseline ADA assessment.
fN represents the number of patients with an ADA result at baseline and at least one post-baseline assessment.
 gN represents the number of patients with an ADA result at baseline.
hADA persistently positive is defined as ADA negative at baseline and ADA positive at more than two post-baseline assessments (with ≥ 8 weeks between first and last positive) or ADA positive at last post-baseline assessment. ADA transiently positive is defined as ADA negative at baseline, having at least one post-baseline ADA positive assessment and not fulfilling the conditions of ADA persistently positive. ADA is defined as positive when titre measurements are reported as ≥ 10 (minimum required dilution).
ADA: anti-drug antibodies, TE: treatment emergent


Supplemental Table S5 Summary of secondary efficacy endpoints (part 2)
	
	Elarekibep 1 mg
(n = 4)
	Elarekibep 3 mg
(n = 9)
	Placebo
(n = 9)

	Mean morning PEF over the treatment perioda, L/min
	
	
	

	Mean
	341.37 (156.45)
	317.05 (57.71)
	341.50 (113.64)

	Change from baseline 
	20.67 (8.58)
	21.40 (37.83)
	−5.54 (24.17)

	Mean evening PEF over the treatment perioda, L/min
	
	
	

	Mean 
	344.34 (144.88)
	336.87 (71.60)
	343.28 (121.20)

	Change from baseline 
	14.20 (10.37)
	−7.75 (25.79)
	1.87 (19.27)

	Week 4 daily mean asthma symptom score (AM/PM)
	
	
	

	Mean 
	0.75 (0.65)
	0.78 (0.39)
	0.83 (0.54)

	Change from baseline 
	−0.23 (0.26)
	0.07 (0.26)
	−0.04 (0.37)

	Mean of daily mean  symptom scores over the treatment period 
	
	
	

	Mean 
	0.88 (0.48)
	0.73 (0.41)
	0.81 (0.54)

	Change from baseline 
	−0.10 (0.27)
	0.02 (0.22)
	−0.07 (0.32)


All values are presented as mean (SD) or change from baseline (SD).
aMean change from baseline over the treatment period was defined as the post-dosing value minus the baseline value. Baseline was the mean of measurements taken during the 7 days before day 1. The treatment period mean was calculated from the patients’ mean of all assessments performed while patients were on treatment.
PEF = peak exploratory flow, SD = standard deviation


Supplemental Table S6 Ethics committee approvals
	Country 
	Site no.  
	Name and address of IEC/IRB 
	Date of Approval  

	Australia 
	0301 
	Bellberry Human Research Ethics Committee (HREC)
123 Glen Osmond Road, Eastwood South Australia 5063
	15 Feb 2021

	Australia 
	0302 
	Bellberry Human Research Ethics Committee (HREC)
123 Glen Osmond Road, Eastwood South Australia 5063
	19 May 2021

	Australia 
	0303 
	Bellberry Human Research Ethics Committee (HREC)
123 Glen Osmond Road, Eastwood South Australia 5063
	07 May 2021

	Canada 
	1001 
	Advarra
372 Hollandview Trail Suite 300 Aurora, ON, L4G 0A5
	03 Oct 2022

	Canada 
	1003 
	Advarra
372 Hollandview Trail Suite 300 Aurora, ON, L4G 0A5
	12 May 2022

	Germany 
	2601 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	Germany 
	2603 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	Germany 
	2604 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	Germany 
	2606 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	Germany 
	2607 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	Germany 
	2608 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	Germany 
	2610 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	Germany 
	2611 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	Germany 
	2612 
	Ethikkommission der Landesärztekammer Hessen
Hanauer Landstraße 152, 60314 Frankfurt
	13 Sep 2021

	United Kingdom 
	2801 
	East of England - Cambridgeshire and Hertfordshire Research Ethics Committee
2 Redman Place, London, EC20 1JQ
	13 May 2022

	United Kingdom 
	2802 
	East of England - Cambridgeshire and Hertfordshire Research Ethics Committee
2 Redman Place, London, EC20 1JQ
	13 May 2022

	United Kingdom 
	2803 
	East of England - Cambridgeshire and Hertfordshire Research Ethics Committee
2 Redman Place, London, EC20 1JQ
	10 Oct 2022

	United Kingdom 
	2805 
	East of England - Cambridgeshire and Hertfordshire Research Ethics Committee
2 Redman Place, London, EC20 1JQ
	10 Oct 2022

	Hungary 
	3303 
	Medical Research Council Ethics Committee for Clinical Pharmacology (MRC ECCP)
1054 Budapest, Alkotmány u. 25.
	21 Sep 2021

	Hungary 
	3306 
	Medical Research Council Ethics Committee for Clinical Pharmacology (MRC ECCP)
1054 Budapest, Alkotmány u. 25.
	21 Sep 2021

	Poland 
	5702 
	Komisja Bioetyczna przy Okregowej Izbie Lekarskiej w Bialymstoku
ul. Swietojanska 7, 15-082 Bialystok
	15 Sep 2021

	Poland 
	5703 
	Komisja Bioetyczna przy Okregowej Izbie Lekarskiej w Bialymstoku
ul. Swietojanska 7, 15-082 Bialystok
	15 Sep 2021

	Poland 
	5704 
	Komisja Bioetyczna przy Okregowej Izbie Lekarskiej w Bialymstoku
ul. Swietojanska 7, 15-082 Bialystok
	15 Sep 2021

	Poland 
	5705 
	Komisja Bioetyczna przy Okregowej Izbie Lekarskiej w Bialymstoku
ul. Swietojanska 7, 15-082 Bialystok
	15 Sep 2021

	Poland 
	5706 
	Komisja Bioetyczna przy Okregowej Izbie Lekarskiej w Bialymstoku
ul. Swietojanska 7, 15-082 Bialystok
	15 Sep 2021

	Poland 
	5708 
	Komisja Bioetyczna przy Okregowej Izbie Lekarskiej w Bialymstoku
ul. Swietojanska 7, 15-082 Bialystok
	15 Sep 2021

	Korea, Republic Of 
	6002 
	Ajou University Hospital Institutional Review Board, 164, Worldcup-ro,
Yeongtong-gu, Suwon-si,
Gyeonggi-do
	04-Feb-2022

	Korea, Republic Of 

	6003 
	Seoul St. Mary’s Hospital, The Catholic University of Korea IRB (Institutional Review Board)
222, Banpo-daero, Seocho-Gu, Seoul, 06591
	06 Oct 2021

	Korea, Republic Of 
	6004 
	The Catholic University of Korea, Eunpyeong St. Mary’s Hospital IRB
1021, Tongil-ro, Eunpyeong-gu, Seoul, 03312
	06 Oct 2021

	Korea, Republic Of 
	6006 
	Korea University Hospital IRB
148, Gurodong-ro, Gurogu, Seoul, 08308
	11 Nov 2021

	Korea, Republic Of 
	6007 
	Korea University Hospital IRB
73 Goryeodae-ro, Seongbuk-gu, Seoul, 02841
	08 Sep 2021

	Korea, Republic Of 
	6009 
	Chungbuk National University Hospital IRB
776, 1 sunhwan-ro, Seowon-gu, Cheongju-si, Chungcheongbuk-do, 28644
	07 Feb 2022

	Korea, Republic Of 
	6010 
	Gachon University Gil Medical Center Institutional Review Board
21, Namdongdaero 774beon-gil, Namdong-gu, Incheon, 21565
	10-May-2022

	Spain 
	7003 
	CEIm de Euskadi (Comité de Ética de la Investigación con medicamentos)
Dirección de Investigación e Innovación Sanitarias
C/ Donostia-San Sebastián, 1 – 01010 Vitoria-Gasteiz
	09 Nov 2021

	Spain 
	7004 
	CEIm de Euskadi (Comité de Ética de la Investigación con medicamentos)
Dirección de Investigación e Innovación Sanitarias
C/ Donostia-San Sebastián, 1 – 01010 Vitoria-Gasteiz
	09 Nov 2021

	Spain 
	7005 
	CEIm de Euskadi (Comité de Ética de la Investigación con medicamentos)
Dirección de Investigación e Innovación Sanitarias
C/ Donostia-San Sebastián, 1 – 01010 Vitoria-Gasteiz
	09 Nov 2021

	Taiwan 
	7406 
	Kaohsiung Medical University Chung-Ho Memorial Hospital IRB
No. 100 Tzyou 1st Road, Kaohisung City 807, Kaohisung City
	16 Sep 2022

	Ukraine 
	7701 
	Ethics Committee at Medical Center of Limited Liability
Company “Harmoniya krasy”
USREOU code 38611580. 4, O. Pchilky St., off. 12, Kyiv
	17 Dec 2020

	 
	 
	Ethics Committee at Medical Center of Limited Liability
Company “Arensia Exploratory Medicine”
12 Chornovola Str., Kyiv, 01135
	16 Nov 2022


 IEC, independent ethics committee; IRB, institutional review board
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Supplemental Fig. S1 Geometric mean serum concentrations of elarekibep 1 mg, 3 and 10 mg doses versus nominal time on day 1 and day 28 (semi-logarithmic linear scale) in patients with controlled moderate asthma (study part 1)

Data are geometric mean drug concentration ± the geometric SD. Values were calculated by taking the mean and SD of the log-transformed PK concentrations, converting them to the original scale using exponentiation as follows:
Geometric mean − geometric SD (gSD): exponential function (mean[log(PK concentration)] − SD[log(PK concentration)])
Geometric mean + gSD: exp(mean[log(PK concentration)] + SD[log(PK concentration)])
Exp = exponential function, gSD = geometric standard deviation; PK = pharmacokinetic.
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Supplemental Fig. S2 Geometric mean trough concentrations (ng/mL) of elarekibep 1 mg and 3 mg doses versus study day (semi-logarithmic scale) in patients with moderate-to-severe uncontrolled asthma (study part 2)

Trough concentration is the observed lowest drug concentration reached before the next dose is administered (pre-dose).
Data are geometric mean drug concentration ± geometric SD. Values were calculated by taking the mean and SD of the log-transformed PK concentrations, converting them to the original scale using exponentiation as follows:
Geometric mean − gSD: exp(mean[log(PK concentration)] − SD[log(PK concentration)])
Geometric mean + gSD: exp(mean[log(PK concentration)] + SD[log(PK 
Exp = exponential function, gSD = geometric standard deviation; PK = pharmacokinetic.
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