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	Study Title
	Elucidating the fundamental mechanisms of autoimmunity

	
	PI
	Simon Jiang

	
	Ref
	2022/ETH00689

	
	Reviewer
	Robert Schmidli

	What is your recommendation for this item?

	 FORMCHECKBOX 
Approve without changes  FORMCHECKBOX 
Approve out of session with changes  FORMCHECKBOX 
Not Approve and resubmit

	Review 

	1. Research Merit and Integrity (NS1.1):

	Does the research proposal ask a relevant/worthwhile research question? 
	Yes/No

	Aims to use gene-forward approach to elucidate new mechanisms of autoimmune disease. Aims to identify rare genetic variants that contribute to autoimmune & inflammatory diseases, and study disease mechanisms.

	Has the researcher justified the need for this research? 
	Yes/No

	Yes

	Will the proposed methodology answer the research question(s)?  
	Yes/No

	PIs are 2 nephrologists, rheumatologist. 4 hospitals involved – ACT, NSW, Qld, Vic. Subjects with autoimmune diseases and family members (mainly unaffected). Analysis includes whole exome, whole genome sequencing etc, phenotyping of PBMCs, serological & inflammatory markers. Candidate genes can be examined by expression in cell lines, CRISPR-edited mice. Analyses of other family members for similar characteristics. Most lab work done at JCSMR. Inclusion criteria – primarily immune-mediated disease eg. SLE, seronegative arthritis, sarcoidosis, scleroderma, RA. 
· Type 1 and 2 diabetes are mentioned in PICF for parents but not patients. Will these patients be included? Please clarify.

· Investigators from JCSMR are not named. Protocol should include names of laboratory collaborators and areas of expertise.

	Is the protocol following good clinical practice?
	Yes/No

	Subjects will be given choice to receive results of investigations.
· Immortalised cell lines and other patient-derived reagents could be commercialised. It should be spelt out that participants will not benefit financially from samples taken during the study. Statement on P2 (sample collection) should be expanded.

	Are the power calculations, indicating the number of recruits required, accurate?
	Yes/No

	1000 patients, 2000 unaffected relatives. Inclusion criteria are quite open-ended and may result in small numbers of patients with certain conditions.

	Is the proposed statistical analysis robust and accurate enough to deal with the data generated?
	Yes/No

	Not stated. Will use bioinformatics. Presumably uses well-established techniques

	Are the drug safety issues fully addressed?
	Yes/No

	N/A

	Are the risks to recruits detailed in the proposal listed fully and completely in the PICF?
	Yes/No

	Yes.  PICF deals with ethical issues with genetic testing eg. life insurance, paternity etc.

· Title suggests that the study aims to unravel the cause of all autoimmunity and is potentially misleading

· Background section of PICF is rather technical
· Description of production of immortal cell lines could cause unnecessary alarm to participants, and could be omitted
· Benefits of study could include early identification and intervention of unrecognised disease in “unaffected” relatives

	Suggested Comments to the Researcher from HREC 

	RMI (NS1.1)

· See bullet points above

	Do you have comments for the HREC to consider against any of the other NS criteria?
	Yes/No

	Justice (NS1.4)

· 

	Beneficence (NS1.6)

· 

	Respect (NS1.10)

	General Comments on Risks and Benefits
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