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Supplementary materials 

Methods 

Study population 

Patients were excluded from the study if they had a history of life-threatening asthma, any severe 

asthma exacerbation or respiratory infection, concurrent respiratory disease, or were current smokers 

or had smoked within 6 months of screening. Patients were excluded if levels of alanine 

aminotransferase and bilirubin were more than 2 and 1.5 times the upper limit of normal, 

respectively. Patients with a current or chronic history of liver disease or known hepatic/biliary 

abnormalities (with the exception of Gilbert's syndrome or asymptomatic gallstones), a corrected  

QT interval >450 msec, and other laboratory abnormalities or concurrent diseases that may have 

affected their safety or confounded the efficacy results in the event of an exacerbation were also 

excluded. Other exclusion criteria included the following: history of regular alcohol consumption 

within 6 months of the study; history of sensitivity to any components of the study medications or a 

history of drug or other allergy; presence of hepatitis B surface antigen or positive hepatitis C test 

result at screening or within 3 months prior to the first dose of study medication; participation in a 

clinical trial and administration of an investigational product within 30 days, 5 half-lives or twice the 

duration of the biological effect (whichever was longer) prior to beginning treatment period; and 

exposure to more than 4 investigational medicinal products within 12 months before the first dose of 

study medication. 

Patients were excluded if they had any previous treatment with an anti-immunoglobulin E monoclonal 

antibody. Prohibited medications during the study (from screening until the end of Treatment Period 

2) included leukotriene-modifying agents, theophyllines, slow-release bronchodilators, ketotifen, 

nedocromil sodium, orally inhaled sodium cromoglycate and β-adrenergic blocking agents. 

Anticholinergics and regular/chronic treatment with strong inhibitors of cytochrome P450 (CYP) 3A4 or 

CYP2D6 were prohibited from 1 week and 2 weeks, respectively, of screening until the end of 
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Treatment Period 2. Systemic or inhaled corticosteroids, oral or inhaled long acting β2-agonists and 

immunosuppressive medications were disallowed within 12 weeks of the first dose of study 

medication until the end of Treatment Period 2. Nicotine replacement or containing products were 

prohibited within 5 half-lives of the first dose of study medication until the end of Treatment Period 2. 

Withdrawal criteria were defined as safety stopping criteria and efficacy stopping and alert criteria. 

Safety stopping criteria included liver chemistry stopping and increased monitoring criteria, developed 

in alignment with the US Food and Drug Administration premarketing clinical liver safety guidance, 

2009 (http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation 

/Guidances/UCM174090.pdf); corrected QT of >500 msec, uncorrected QT >600 msec or change from 

baseline of corrected QT >60 msec; unacceptable adverse events; clinically significant changes in 

laboratory parameters/electrocardiogram recordings; paradoxical bronchospasm; and pregnancy. 

Efficacy stopping criteria were defined as clinic forced expiratory volume in one second (FEV1) below 

the FEV1 stability limit calculated at randomisation; at least 3 days in which ≥12 inhalations/day of 

salbutamol were used within the 7-day period immediately preceding contact; an asthma 

exacerbation (worsening asthma requiring any treatment [including use of systemic or inhaled 

corticosteroids, and/or emergency room visit or hospitalisation] other than rescue salbutamol). 

Patients were instructed to contact the investigator as soon as possible for further evaluation if they 

experienced 3 days in which the morning or evening peak expiratory flow (PEF) had fallen below the 

PEF stability limit calculated at randomisation. 

 

Results 

Supplementary Table 1. Patient baseline characteristics measured at screening (PD population) 

Characteristic 
Total 

(N=16) 

Predicted normal FEV1, %, mean (range) 72.53 (67.72, 77.33) 

FEV1/FVC, %, mean (range) 67.10 (61.56, 72.64) 

FEV1 reversibility, %, mean (range) 20.09 (14.79, 25.40) 

FeNO, ppb, geo. mean* 26.43 
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Blood eosinophil count, 109/L, geo. mean 0.235 

BMI, body mass index; FeNO, fractional exhaled nitric oxide; FEV1, forced Expiratory Volume in 1 
second; FVC, forced vital capacity; geo, geometric; ppb, parts per billion. 

*Measurements taken at pre-dose Day 1 of Treatment Period 1. 

These data were obtained by post hoc analyses. 
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Supplementary Table 2. Summary of change from baseline in daily FEV1 and PEF, by treatment (ITT 
population). 

Change from 
baseline 

Placebo (N=42) Nemiralisib (N=42) 

n Mean (SD) 95% CI n Mean (SD) 95% CI 

Daily FEV1 (L)       

 Morning 38 0.00 (0.20) -0.07, 0.07 40 0.07 (0.30) -0.03, 0.16 

 Evening 34 0.01 (0.26) -0.08, 0.11 39 0.12 (0.38) -0.01, 0.24 

Daily PEF (L/min)       

 Morning 38 -4.80 (32.44) -15.40, 5.90 40 14.20 (46.11) -0.50, 29.00 

 Evening 34 9.80 (36.05) -2.80, 22.40 39 29.80 (64.28) 9.00, 50.60 

 

CI, confidence interval; FEV1, forced expiratory volume in 1 second; ITT, intent-to-treat; PEF, peak 
expiratory flow; SD, standard deviation. 

Mean baseline (mean of the planned pre-dose measurements on Day 1) FEV1 was 2.547 L and 2.377 L 
for the placebo and nemiralisib groups, respectively. 

Mean baseline PEF was 381.285 L/min and 354.927 L/min for placebo and nemiralisib, respectively. 
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Supplementary Table 3. Summary of plasma nemiralisib pharmacokinetic concentration-time data 
(pg/mL) by study day and time (pharmacokinetic population) 

 

Treatment N Day Planned time n 
No. 

imputed 
Geometric 

mean 

95% CI 

 

Nemiralisib 1000 µg 42 7 Pre-dose 40 2 555.7 (446.2, 692.0) 

14 Pre-dose 40 3 520.7 (380.3, 712.9) 

28 

Pre-dose 38 3 649.2 (519.9, 810.8) 

5–10 min 40 3 1188.8 (990.5, 1426.8) 

2.5–3.5 h 40 3 1170.8 (976.1, 1404.4) 

 
CI, confidence interval. 
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