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Table S1. Main inclusion and exclusion criteria for eligibility to enter the study 

Inclusion criteria Exclusion criteria 

Provision of signed and 

dated, written informed 

consent prior to any study 

specific procedures 

History of any clinically significant disease or disorder which, 

in the opinion of the investigator, may have either put the 

subject at risk because of participation in the study, or 

influenced the results of the subject’s ability to participate in 

the study 

Healthy male or non-

pregnant, non-lactating 

female subjects aged 18–55 

years with suitable veins for 

cannulation or repeated 

venepuncture 

History or presence of clinically significant gastrointestinal, 

hepatic or renal disease, or any other condition known to 

interfere with absorption, distribution, metabolism or excretion 

of drugs 

Body mass index of 18.5–

35.0 kg/m2, and weighing ≥50 

kg and ≤100 kg, as measured 

at screening 

Any clinically significant illness, medical/surgical procedure, 

or trauma within 4 weeks of the first administration of IMP 

Had regular bowel 

movements (i.e., average 

stool production of ≥1 and ≤3 

stools per day) 

Subjects with Gilbert’s syndrome or subjects with a history of 

cholecystectomy or gallstones 

Willing and able to 

communicate and participate 

in the whole study 

Subjects who had a pregnant partner 

Agreed to adhere to the 

contraception requirements 

Any confirmed clinically significant abnormalities in clinical 

chemistry, hematology or urinalysis as judged by the 

investigator 

Demonstrated the ability to 

use the study inhalation 

device properly 

Any confirmed clinically significant abnormal findings in vital 

signs or 12-lead ECG as judged by the investigator 
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 Any positive result at screening for serum HBsAg, HCV Ab or 

HIV 

 Had received any other new chemical entity (defined as a 

compound which has not been approved for marketing) within 

3 months of the first administration of IMP in this study. The 

period of exclusion began 3 months after the final dose. Note: 

subjects consented and screened, but not randomized in this 

study or a previous Phase I study were not excluded 

 Plasma donation within 1 month of screening or any blood 

donation/loss of >500 mL of blood during the 3 months prior 

to screening 

 History of severe allergy/hypersensitivity or ongoing 

allergy/hypersensitivity, as judged by the investigator or 

history of hypersensitivity to drugs with a similar chemical 

structure or class to velsecorat or the formulation excipients 

including lactose. Hay fever was allowed unless it was active 

 Current smokers and those who had smoked within the last 

12 months. A breath carbon monoxide reading of >10 ppm at 

screening and admission 

 Current users of e-cigarettes and nicotine replacement 

products and those who had used these products within the 

last 12 months 

 Females of childbearing potential who were pregnant or 

lactating (all female subjects must have had a negative urine 

pregnancy test at screening and admission). A woman was 

considered of childbearing potential unless she was 

permanently sterile (hysterectomy, bilateral salpingectomy 

and bilateral oophorectomy) or was post-menopausal (had no 

menses for 12 months without an alternative medical cause 

and a serum LH concentration >8 IU/L and an FSH 

concentration ≥40 IU/L) 
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 Confirmed positive screen for drugs of abuse at screening or 

admission to the clinical unit or positive screen for alcohol at 

screening or admission to the clinical unit 

 Herbal preparations/medications were not allowed throughout 

the study. These herbal medications included, but were not 

limited to, St. John's wort, kava, ephedra (ma huang), gingko 

biloba, dehydroepiandrosterone, yohimbe, saw palmetto and 

ginseng. Subjects were to stop using these herbal 

medications 14 days prior to administration of velsecorat 

 Use of any prescribed or non-prescribed medication including 

antacids, H2 antagonists, proton pump inhibitors, analgesics 

(other than paracetamol/acetaminophen up to 4 g/day, 

hormone replacement therapy and hormonal contraception), 

vitamins and minerals during the 14 days prior to 

administration of velsecorat or longer if the medication has a 

longer half-life. Exceptions may have applied on a case by 

case basis, if considered not to interfere with the objectives of 

the study, as agreed by the PI and sponsor’s medical monitor 

 Known or suspected history of alcohol or drug abuse within 

the past 2 years or regular alcohol consumption in males >21 

units per week and females >14 units per week (1 unit = ½ 

pint beer, or a 25 mL shot of 40% spirit, 1.5 to 2 Units = 125 

mL glass of wine, depending on type) 

 Subjects who were study site employees, or immediate family 

members of a study site or sponsor employee 

 Subjects who had previously been enrolled in this study 

 Radiation exposure, including that from the present study, 

excluding background radiation but including diagnostic x-

rays and other medical exposures, exceeding 5 mSv in the 

last 12 months or 10 mSv in the last 5 years. No 

occupationally exposed worker, as defined in the Ionizing 
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Radiation Regulations 2017, was permitted to participate in 

the study 

 Subjects who had been enrolled in an absorption, distribution, 

metabolism or excretion study in the last 12 months 

 Judgment by the investigator that the subject should not 

participate in the study if they had any ongoing or recent (i.e., 

during the screening period) minor medical complaints that 

may have interfered with the interpretation of the study data 

or were considered unlikely to comply with the study 

procedures, restrictions and requirements 

 History of infantile bronchiolitis, a history of asthma, adverse 

reaction or allergy to the inhaled medication or any excipients 

 Upper respiratory tract infection (excluding otitis media) within 

14 days of the first study day, or lower respiratory tract 

infection within the last 3 months 

 Subjects who are unable to demonstrate their ability to fulfil 

the physical demands of the study 

 Failure to satisfy the investigator of fitness to participate for 

any other reason 

ECG, electrocardiogram; FSH, follicle-stimulating hormone; HBsAg, hepatitis B surface antigen; HCV Ab, 

hepatitis C virus antibody; HIV human immunodeficiency virus; IMP, investigational medicinal product; LH, 

luteinizing hormone; mSv millisievert 
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Figure S1. Study design: Sampling schedule for collecting blood (plasma) samples 

 

*Discharge 

ǂThe inhaled velsecorat dose was administered approximately 15 minutes before the start of the 14C-velsecorat IV infusion. The IV infusion was administered over 1 h 



Manuscript number: DMD-AR-2021-000632R1 

†After 24 h, the IV and inhaled samples coincided 


