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CONSORT 2010 checklist of information to include when reporting a randomised trial* 
 


Section/Topic 
Item 
No Checklist item 


Reported on 
page No 


Title and abstract 
 1a Identification as a randomised trial in the title 1 


NOT APPLICABLE; 
RCT not the sole 
source of data in 
manuscript 


1b Structured summary of trial design, methods, results, and conclusions (for specific guidance see CONSORT for 


abstracts) 
4 
NOT APPICABLE; 
RCT not the sole 
source of data in 
manuscript  


Introduction 
Background and 
objectives 


2a Scientific background and explanation of rationale 6-9 
2b Specific objectives or hypotheses 8-9 


Methods 
Trial design 3a Description of trial design (such as parallel, factorial) including allocation ratio 10-11 


3b Important changes to methods after trial commencement (such as eligibility criteria), with reasons NOT APPLICABLE 
Participants 4a Eligibility criteria for participants 10-11 


4b Settings and locations where the data were collected 21 
Interventions 5 The interventions for each group with sufficient details to allow replication, including how and when they 


were actually administered 
10-11, 21 


Outcomes 6a Completely defined pre-specified primary and secondary outcome measures, including how and when 
they were assessed 


10-12 


6b Any changes to trial outcomes after the trial commenced, with reasons No 
Sample size 7a How sample size was determined NOT APPLICABLE; 


Study not 
hypothesis driven. 
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Sample size 
considered 
sufficient to assess 
safety profile.  


7b When applicable, explanation of any interim analyses and stopping guidelines NOT APPLICABLE 
Randomisation:    
 Sequence 


generation 
8a Method used to generate the random allocation sequence 21 
8b Type of randomisation; details of any restriction (such as blocking and block size) NOT APPLICABLE 


 Allocation 
concealment 
mechanism 


9 Mechanism used to implement the random allocation sequence (such as sequentially numbered 
containers), describing any steps taken to conceal the sequence until interventions were assigned 


NOT APPLICABLE 


 Implementation 10 Who generated the random allocation sequence, who enrolled participants, and who assigned 
participants to interventions 


NOT APPLICABLE 


Blinding 11a If done, who was blinded after assignment to interventions (for example, participants, care providers, 
those assessing outcomes) and how 


21 


11b If relevant, description of the similarity of interventions No 
Statistical methods 12a Statistical methods used to compare groups for primary and secondary outcomes 12 


12b Methods for additional analyses, such as subgroup analyses and adjusted analyses NOT APPLICABLE 


Results 
Participant flow (a 
diagram is strongly 
recommended) 


13a For each group, the numbers of participants who were randomly assigned, received intended treatment, 
and were analysed for the primary outcome 


FLOW DIAGRAM 
ATTACHED 
BELOW (PAGE 4) 


13b For each group, losses and exclusions after randomisation, together with reasons FLOW DIAGRAM 
ATTACHED 
BELOW (PAGE 4) 


Recruitment 14a Dates defining the periods of recruitment and follow-up 10-11, 21 
14b Why the trial ended or was stopped NOT APPLICABLE 


Baseline data 15 A table showing baseline demographic and clinical characteristics for each group 28 
Numbers analysed 16 For each group, number of participants (denominator) included in each analysis and whether the analysis 


was by original assigned groups 
10,13 


Outcomes and 
estimation 


17a For each primary and secondary outcome, results for each group, and the estimated effect size and its 
precision (such as 95% confidence interval) 


13-14 


17b For binary outcomes, presentation of both absolute and relative effect sizes is recommended NOT APPLICABLE 







CONSORT 2010 checklist  Page 3 


Ancillary analyses 18 Results of any other analyses performed, including subgroup analyses and adjusted analyses, 
distinguishing pre-specified from exploratory 


NOT APPLICABLE 


Harms 19 All important harms or unintended effects in each group (for specific guidance see CONSORT for harms) NOT APPLICABLE 


Discussion 
Limitations 20 Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses 17-18 
Generalisability 21 Generalisability (external validity, applicability) of the trial findings 17-18 
Interpretation 22 Interpretation consistent with results, balancing benefits and harms, and considering other relevant 


evidence 
15-17 


Other information  
Registration 23 Registration number and name of trial registry 10 
Protocol 24 Where the full trial protocol can be accessed, if available 10 
Funding 25 Sources of funding and other support (such as supply of drugs), role of funders 19 


 


*We strongly recommend reading this statement in conjunction with the CONSORT 2010 Explanation and Elaboration for important clarifications on all the items. If relevant, we also 
recommend reading CONSORT extensions for cluster randomised trials, non-inferiority and equivalence trials, non-pharmacological treatments, herbal interventions, and pragmatic trials. 
Additional extensions are forthcoming: for those and for up to date references relevant to this checklist, see www.consort-statement.org. 
 
 
 
 
 
 
 



http://www.consort-statement.org/
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Figure S1: PHYOX1-Group A study design schematic 


 


 


 


All participants in Group A were enrolled at a single site in the UK. Participants were 


randomized by a centrally administered interactive web response system into 5 sequential 


cohorts (0.3 mg/kg, 1.5 mg/kg, 3.0 mg/kg, 6.0 mg/kg, 12.0 mg/kg), with 5 participants (3 


nedosiran, 2 placebo) in each cohort. The dispensing pharmacist was unblinded to the treatment 


assignment. All participants, investigators, and study personnel were blinded to the treatment 


assignment throughout the safety assessment period. Participants received a single subcutaneous 


dose of DCR-PHXC (nedosiran) or placebo on Day 1. The first 2 participants in each cohort (the 


‘sentinel pair’) received study intervention on the same day (1 nedosiran, 1 placebo). After a 3-


day observation period, if deemed safe and tolerated (with no medically important AEs) by the 


safety review committee (SRC), the remaining participants in the cohort were to be randomized 


(2 nedosiran: 1 placebo) and receive study intervention. Escalation to the next dose cohort only 


occurred after the SRC had reviewed available safety data and made a determination that it was 


acceptable to continue.  


 








Table S1: Inclusion and Exclusion Criteria for PHYOX1-Group A Participants  


Inclusion Criteria  


Healthy volunteers must have met all of the following criteria to be eligible for participation in 
this study. 


1. Participant understood the full nature and purpose of the study, including possible risks 
and side effects, and was willing and able to comply with all study procedures and 
restrictions.  


2. Male or female participants between 18 and 55 years of age, inclusive 


3. Participant must have had a BMI 19.0 to 32.0 kg/m2, inclusive. 


4. Non-smokers, at least 1-month tobacco free, and willing to remain tobacco free 
through end of study (EOS). Participants must also have been free from nicotine-
containing products (e.g., nicotine patch). 


5. Participant must have been otherwise healthy. Healthy status was defined based on the 
opinion of the principal investigator.  


6. Participants must have had hematology and clinical chemistry tests and urine analyses 
within the normal range. 


7. Female and male participants, as well as female partner(s) of male participants who 
were of childbearing potential, must have been willing to use a highly effective and 
approved contraceptive method (s) from the date of informed consent until 12 weeks 
after the last dose of investigational medical product (IMP). 


8. Postmenopausal females: defined as 12 months with no menses prior to Screening 
without an alternative medical cause and a serum FSH in the menopausal range at 
screening visit. 


9. For female participants: a negative pregnancy test at Screening and Day 0 visit. 


 


Exclusion Criteria 


Healthy volunteers meeting any of the following criteria were to be excluded from this study: 


1. Presence of any medical condition or co-morbidities that would interfere with study 
compliance or data interpretation or potentially impact participant safety including, but 
not restricted to: 
a. Severe intercurrent illness 
b. Routine vaccination within 30 days prior to dosing and through EOS visit 
c. Known causes of active liver disease/injury or transaminase elevation (e.g., 


alcoholic liver disease, nonalcoholic fatty liver disease/nonalcoholic 
steatohepatitis) 


d. Physician concerns about excess alcohol consumption 
e. Routine or chronic use of more than 3 grams of paracetamol daily 







f. Any clinically significant (in the opinion of the investigator), age-appropriate 
abnormality in screening data (including serum chemistry, hematology, coagulation 
parameters, blood pressure, pulse rate, and ECG findings) 


2. History of kidney stones 


3. Women who were pregnant, lactating, or planned to attempt to become pregnant during 
this study or within 90 days after last dosing of IMP 


4. Male participants with female partners who were planning to attempt to become 
pregnant during this study or within 90 days after last dosing of IMP 


5. Use of any investigational agent within 90 days before the first dose of study 
medication. If a participant participated in prior siRNA or antibody studies, a washout 
period of at least 6 months before the first administered dose in this study was required. 


6. Strenuous activity, sunbathing, and contact sports within 48 hours (2 days) prior to 
dose administration and through to the EOS visit or Day 29 


7. History of donation of more than 450 mL of blood within 90 days prior to dosing in the 
clinical research center or planned donation less than 30 days after receiving IMP 


8. Plasma or platelet donation within 7 days of dosing and throughout the entire study 


9. History of alcohol consumption exceeding 21 units in male participants, 14 units in 
female participants, per week as determined by the Investigator. Alcohol consumption 
was prohibited 48 hours prior to admission to the clinical facility and until the end of 
study. 


10. Positive screening test for hepatitis B surface antigen, anti-hepatitis C virus antibodies, 
or anti-human immunodeficiency virus 1 and 2 antibodies 


11. History of one or more of the following reactions to an oligonucleotide-based therapy: 
a. Severe thrombocytopenia 
b. Hepatotoxicity 
c. Severe flu-like symptoms leading to discontinuation of therapy 
d. Localized skin reaction from the injection (Grade 3 or higher) leading to 


discontinuation of therapy 
e. Coagulopathy/clinically important prolongation of clotting time 


12. Known hypersensitivity to nedosiran or any of its ingredients 


 





