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	Committee:
	Northern B Health and Disability Ethics Committee

	Meeting date:
	05 February 2019

	Meeting venue:
	Ministry of Health, Level 3,Rangitoto Room, Unisys Building, 650 Great South Road, Penrose, Auckland



	Time
	Item of business

	12:00pm
	Welcome

	12:05pm
	Confirmation of minutes of meeting of 04 December 2018

	12:30pm
	New applications (see over for details)

	12:30 – 12:55pm
12:55 – 1:20pm
1:20 – 1:45pm
1:45 – 2:10pm
2:10 – 2:35pm
2:35 – 3:00pm
3:00 – 3:25pm
3:25 – 3:50pm
3:50 – 4:15pm
4:15 – 4:40pm
4:40 – 5:05pm
5:05 – 5:30pm
	i 19/NTB/11		
ii 19/NTB/10		
iii 19/NTB/13		
iv 19/NTB/12		
v 19/NTB/5		
vi 19/NTB/7		
vii 19/NTB/8		
viii 19/NTB/9		
ix 19/NTB/1		
x 19/NTB/2		
xi 19/NTB/3		
xii 19/NTB/4		

	5:30pm
	General business:
Noting section

	5:45pm
	Meeting ends


 
	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  
	 

	Mrs Maliaga Erick 
	Lay (consumer/community perspectives) 
	01/07/2015 
	01/07/2018 
	Present 
	 

	Mrs Stephanie Pollard 
	Non-lay (intervention studies) 
	01/07/2015 
	01/07/2018 
	Present 
	 

	Miss Tangihaere Macfarlane 
	Lay (consumer/community perspectives) 
	20/05/2017 
	20/05/2020 
	Present 
	 

	Mrs Kate O'Connor 
	Lay (ethical/moral reasoning) 
	14/12/2015 
	14/12/2018 
	Present 
	 

	Dr Nora Lynch 
	Non-lay (health/disability service provision) 
	24/07/2015 
	24/07/2018 
	Present 
	 

	Mrs Leesa Russell 
	Non-lay (intervention studies), Non-lay (observational studies) 
	14/12/2015 
	14/12/2018 
	Present 
	 

	Mr John Hancock 
	Lay (the law) 
	14/12/2015 
	14/12/2018 
	Present 
	 

	Mrs Jane Wylie 
	Non-lay (intervention studies) 
	20/05/2017 
	20/05/2020 
	Present 
	 


 

Welcome
 

The Chair opened the meeting at 12:00 p.m. and welcomed Committee members.

The Chair noted that the meeting was quorate. 

The Committee noted and agreed the agenda for the meeting.


Confirmation of previous minutes


The minutes of the meeting of 4 December 2018 were confirmed.



New applications 


	 1  
	Ethics ref:  
	19/NTB/1 
	 

	 
	Title: 
	Vibration therapy for toddlers with cerebral palsy 
	 

	 
	Principal Investigator: 
	Mrs Alena Adaikina 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	07 February 2019 
	 


 
Alena Adaikinia and Paul Hoffman were present by teleconference for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. The study investigates whether toddlers at high risk of cerebral palsy can tolerate vibration therapy and whether it has an effect on muscle function. 

2. Related to a study on older children 19/NTB/2. 

Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

3. The Committee queried how recruitment would work. The Researcher stated cerebral palsy was sometimes not present at birth and many young children are ‘at risk’ of it rather than immediately diagnosed. The Researcher explained that from various services (e.g. Starship hospital, the neonatal service) they would collect approximately 20 ‘high risk’ children to determine how well toddlers tolerate the vibration plate and whether it has an effect on muscle function. 

4. The Committee queried a mention of congenital myopathy. The Researcher apologised for this error and confirmed the study would only involve young children with a diagnosis of or high risk for cerebral palsy. 

5. The Committee queried when the study would take place. The Committee reasoned it would be sensible to perform the toddler study after the research on older children, as that way if unexpected effects on older children were discovered it would be wise not to involve the younger children. The Researcher agreed. 

6. The Committee queried whether parents would be aware their child was at “high risk” of cerebral palsy before they read it on the Participant Information Sheet. The Researcher stated there was the expectation that their colleagues referring the parents would have spoken to them first, and they will likely be aware anyway due to symptoms present. The Researcher clarified they would ideally prefer to recruit children on the more severe end of the spectrum. 

7. The Committee noted some of the questions (e.g. disrobing and toilet use) on the questionnaire were inappropriate for toddlers. The Researcher agreed and explained it was a validated questionnaire for older children as one did not exist for toddlers. The Researcher stated they can modify the questions. 

8. The Committee queried the prevalence of cerebral palsy in Māori. The Researcher stated there was no data to suggest a difference between ethnicities. The Researcher estimated the overall risk to be about 1/1000 births and characterised it as a general risk of brain development regardless of ethnic background. 

9. The Committee queried whether ethnicity data would be collected. The Researcher stated it would as ideally they would want a sample representative of the New Zealand population. 

10. The Committee queried whether Māori consultation had been undertaken. The Researcher confirmed this was in progress and would be submitted. 


The Committee requested the following changes to the Participant Information Sheet and Consent Form: 

11. The Committee requested an amendment to the pronouns to “you and your child”. The Committee reasoned that parents would technically be minor participants as some information about their health and attitudes would be collected. The Researcher agreed. 

12. The Committee requested specialised terms (e.g. “anabolic agents”, “control period”, “glucocorticoids“, “erythema” etc.) are clarified so the document is easier to read and understand.  

13. The Committee requested a thorough review to correct any typos and spelling errors. 

14. The Committee requested any references to the Central HDEC to be amended to the Northern B HDEC. 

15. The Committee requested the study sponsor and their address be identified on the front page. 

16. The Committee requested the inclusion of emergency contact details such as who to contact should their child have an injury at home (e.g. fall off the plate and suffer a facial injury). The Committee requested clear information on how to deal with common accidents or who to contact (e.g. 111 for an emergency or another contact for general medical advice). 

17. The Committee suggested a statement stressing the importance of adult supervision on the plate and that it is not a toy. 


Decision 


This application was provisionally approved by consensus, subject to the following information being received:


· Please amend the protocol so that it is clear that the study with younger children commences after the work with older children has concluded. 
· Please provide evidence of Māori consultation and how cultural issues that may arise for Māori participants in the study will be managed (Ethical Guidelines for Intervention Studies paragraph 4.7).
· Please provide an updated Participant Information Sheet and Consent form, taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).


This following information will be reviewed, and a final decision made on the application, by Mrs Maliaga Erick and Dr Nora Lynch. 


	 2  
	Ethics ref:  
	19/NTB/2 
	 

	 
	Title: 
	Vibration therapy for children with cerebral palsy 
	 

	 
	Principal Investigator: 
	Mrs Alena Adaikina 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	31 January 2019 
	 


 
Alena Adaikinia and Paul Hoffman were present by teleconference for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. The study investigates if vibration therapy is effective at improving muscle function for children with cerebral palsy. 

2. The study investigates whether 20 Hz or 25 Hz frequencies are more effective for this purpose. 


Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.


3. The Committee queried the purpose of the study. The Researcher responded that research with adolescents with cerebral palsy showed vibration therapy dramatically improved function such as balance and the ability to stand up independently. The Researcher cited international studies that suggested younger subjects may have a greater response so the Researcher wished to determine if younger children could receive the same or better outcomes. The Committee requested that the protocol be updated to include all of this information. The Researcher agreed. 

4. The Committee requested independent peer review. The Researcher responded that a colleague in Australia with expertise in bone health will be able to complete it. 

5. The Committee queried involvement of the manufacturer of the vibration plates. The Committee enquired whether the plates were on loan from the manufacturer. The Researcher stated they were not and had been bought in full with no ongoing costs. 

6. The Committee queried any commercial interest the manufacturer may have. The Researcher stated they would not be receiving any data or acknowledgement during or after the study. The Researcher stated they would have access to any published results just as any layperson but confirmed no manufacturer involvement at any stage.  

7. The Committee queried the primary outcome measure. The Researcher stated it was a six minute walk time. The Committee requested a track-changes update to the protocol to include this. The Researcher agreed. 

8. The Committee queried the design of the study and suggested a delayed start. The Researcher stated they wanted to have as much of a control group as possible to get baseline data. The Researcher stated they would like to have a control group all the way through but due to small recruitment numbers they are unable to. The Committee queried why recruitment was challenging. The Researcher stated there was a high prevalence of cerebral palsy but access to willing participants and their families was difficult. The Researcher agreed that they were trying to answer two questions at once (i.e. is vibration therapy effective and if so what frequency is effective). 

9. The Committee queried why 20 Hz and 25 Hz were the frequencies chosen. The Researcher responded that it was based on data from Russia on using vibration therapy to improve healing and function in injured athletes. The Researcher explained it was then adapted to treat young adults, adolescents and post-menopausal women. 

10. The Committee queried what attention participants would have with from the Researchers within the 12 week control period. The Researcher confirmed there would be no interaction between recruitment and treatment at 12 weeks. The Researcher confirmed there would be no visits during this time. The Researcher stated there would be a diary to record how many (if any) falls during the period. 

11. The Committee queried the frequent bone density measures and asked the Researcher if they believed there would be any valid measurable difference in eight weeks. The Researcher stated they believed there would be. The Committee asked why five tests and not twice. The Researcher stated they wanted to determine a rate of change and that young children can have dynamic bone change.

12. The Committee queried the burden on the children and their families for the bone density scans. The Researcher stated it was necessary for inclusion. The Committee considered the additional scans unnecessary and not part of clinical practice. 

13. The Committee queried how long the children would be required to use the vibration plate. The Researcher stated it would be several times per week (either at home or school) for an alternating period of three minutes on, three minutes off for a total of eighteen minutes (9 on, 9 off). 

14. The Committee requested information on the study’s internal safety monitoring committee. The Committee asked who would be on it and what its processes would be. The Researcher stated it would consist of the CI, a professor in Australia, one of the physiotherapists in Australia. The Researcher stated Alena Adaikinia would be the point of contact for all families and physiotherapists. The Researcher stated they would plan to meet on a quarterly basis but would meet more frequently in the occurrence of a serious adverse event. 

15. The Committee noted the peer review indicated there could be issues with compliance. The Committee queried how the Researcher would manage this. The Researcher stated if any children did not want to be part of the study they may stop at any time and this would be made clear to them and the parents. The Researcher stated the study’s objective was about improving quality of life and they would not want to impose something on a child they did not want to do. 

16. The Committee queried the prevalence of cerebral palsy in Māori. The Researcher stated there was no data to suggest a difference between ethnicities. The Researcher estimated the overall risk to be about 1/1000 births and characterised it as a general risk of brain development regardless of ethnic background. 

17. The Committee queried whether ethnicity data would be collected. The Researcher stated it would as ideally they would want a sample representative of the New Zealand population. 

18. The Committee queried whether Māori consultation had been undertaken. The Researcher confirmed this was in progress and would be submitted. 


Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

19. The Committee queried the involvement of schools and asked whether a signed agreement was in place. The Researcher stated the schools have been involved in the design and are eager to participate but was unaware of written documents signed. The Committee asked if the schools were mainstream. The Researcher stated they were not and were special disability schools. 

20. The Committee queried the process for serious adverse events. The Researcher stated this was not formally devised yet. 

21. The Committee queried the process for halting the study, such as two serious adverse events of the same nature. The Committee requested this be added to the protocol. 

The Committee requested the following changes to the Participant Information Sheet and Consent Form: 

22. The Committee requested an amendment to the pronouns to “you and your child”. The Committee reasoned that parents would technically be minor participants as some information about their health and attitudes would be collected. The Researcher agreed. 

23. The Committee requested specialised terms (e.g. “anabolic agents”, “control period”, “glucocorticoids“, “erythema” etc.) are clarified so the document is easier to read and understand.  

24. The Committee noted the assent document was generally good but suggested it be split by age (e.g. 5-11 and 11+) as older children may feel patronised by juvenile language. 

25. The Committee requested a thorough review to correct any typos and spelling errors. 

26. The Committee requested any references to the Central HDEC to be amended to the Northern B HDEC. 

27. The Committee requested the study sponsor and their address be identified on the front page. 

28. The Committee requested the inclusion of emergency contact details such as who to contact should their child have an injury at home (e.g. fall off the plate and suffer a facial injury). The Committee requested clear information on how to deal with common accidents or who to contact (e.g. 111 for an emergency or another contact for general medical advice). 

29. The Committee suggested a statement stressing the importance of adult supervision on the plate and that it is not a toy. 


Decision 


This application was provisionally approved by consensus, subject to the following information being received:


· Please submit an updated protocol in a track-changes document. 
· Please provide evidence of Māori consultation and how cultural issues that may arise for Māori participants in the study will be managed (Ethical Guidelines for Intervention Studies paragraph 4.7).
· Please provide an updated Participant Information Sheet and Consent form, taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).


This following information will be reviewed, and a final decision made on the application, by Mrs Maliaga Erick and Dr Nora Lynch. 






	
3  
	Ethics ref:  
	19/NTB/3 
	 

	 
	Title: 
	CARMEN CD 307 
	 

	 
	Principal Investigator: 
	Dr Benjamin Griffiths 
	 

	 
	Sponsor: 
	PPD Global Ltd (New Zealand Branch) 
	 

	 
	Clock Start Date: 
	24 January 2019 
	 


 
Marina Dzhelali and Dr Benjamin Griffiths were present by teleconference for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. A phase 3 randomized, double-blind, placebo-controlled, parallel-group efficacy and safety study of SHP647 as induction therapy in participants with moderate to severe Crohn’s Disease.

2. Follow-on study of 19/NTB/4. 

Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

3. The Committee raised concern over the prospect of participants who responded well to the placebo being randomised to treatment. The Researcher stated as it was only a 12 week period it would be a disservice to participants on the placebo arm to designate them as ‘placebo responders’ and so they should stay on it. The Researcher stated it would allow participants who had a limited response to be randomised to receive active treatment. 

4. The Committee noted the information that suggested there was no substantial difference in efficacy between 25 mg and 75 mg doses and was not concerned about this aspect compared to taking a participant off the active treatment and onto placebo.

5. The Committee noted it had accepted the rebuttal for the sister-study on ulcerative colitis that there was a 50% chance of those in remission to lapse out of remission within 12 months. The Committee queried whether this would be applicable to Crohn’s. The Researcher stated they predicted the relapse rates could be worse for participants with Crohn’s due to the nature of the disease. 

6. The Committee accepted the randomisation as reasonable and considered that even if participants were randomised from active treatment to placebo there would be rescue therapy available. The Researcher stated this ‘maintenance phase’ is becoming standard practice. The Committee stated it was not convinced that wanting a control is an ethically sound reason for withdrawing treatment. The Committee stated that not knowing the effects of withdrawing treatment is a better reason. The Researcher clarified that participants would still be receiving standard treatment and only the study drug would be halted. 




Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

7. The Committee queried the procedure around blinding and pregnancy. The Researcher agreed it was a concern and that the sponsor would like HDEC’s opinion. The Committee stated it would not be fair to the participant to keep them blind and unaware of whether they had been taking an experimental drug until after the pregnancy. The Researcher stated any pregnancies would require follow-up. 

8. The Committee queried the follow-up of any pregnant participants. The Researcher stated they believed it would only follow the participant up until the point of birth and would not collect subsequent information on the baby. The Committee requested this be clarified and explained on the pregnant participant PISC. 

9. The Committee noted the Researcher’s MPS certificate had expired and requested an updated version is supplied.


The Committee requested the following changes to the Participant Information Sheet and Consent Form: 


10. The Committee expressed concern at the heading “Information for Māori” as this could be potentially marginalising. The Committee suggested the Researcher revise this section, noting the information was applicable to anyone who shared the belief. 

11. The Committee requested removal of the references to genetic testing in the above as this is not relevant to this study

12. The Committee requested an increase to the font size to assist readability.

13. The Committee requested the amount of blood taken in ‘tablespoons’ as well as millilitres. 

14. The Committee requested removal of the requirement that participants need to withdraw in writing. Participants can withdraw in New Zealand at any time verbally and for any reason. 

15. The Committee requested the removal of “the law does require” on page 7 unless this is specifically referencing New Zealand law. 

16. The Committee requested clarification on the type of sedation to be used for the colonoscopy in Wellington and Dunedin ( e.g. conscious sedation).

Decision 


This application was provisionally approved by consensus, subject to the following information being received:


· Please provide an updated Participant Information Sheet(s) and Consent form(s), taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).
· Provide an updated MPS certificate

This following information will be reviewed, and a final decision made on the application, by Ms Kate O’Connor and Mrs Leesa Russell. 



	 4  
	Ethics ref:  
	19/NTB/4 
	 

	 
	Title: 
	CARMEN CD 306 
	 

	 
	Principal Investigator: 
	Dr Benjamin Griffiths 
	 

	 
	Sponsor: 
	PPD Global Limited (New Zealand Branch)   
	 

	 
	Clock Start Date: 
	24 January 2019 
	 


 
Marina Dzhelali and Dr Benjamin Griffiths were present by teleconference for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. A phase 3 randomized, double-blind, placebo-controlled, parallel-group efficacy and safety study of SHP647 as induction therapy in participants with moderate to severe Crohn’s Disease.

Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

2. The Committee queried the use of placebo. The Researcher responded that participants would also receive standard care so nothing was being withheld. The Committee accepted this. 

3. The Committee queried whether a submission had been made to SCOTT. The Researcher confirmed it had been. 

4. The Committee examined the advertisement material and noted that children 16 years and older can consent for themselves and do not require parental consent (though including the parents would be a courtesy). The Committee suggested advertisements seeking to recruit minors that are able to consent for themselves by targeting the parents may be inappropriate. The Committee noted parents are still legal guardians but the overriding statutory requirement is that an individual can consent for themselves upon reaching 16 years old. 

5. The Researcher explained all of the advertising material had been received from the international sponsor and some material not suitable for a New Zealand context may have been inadvertently included in the application. The Researcher confirmed any inappropriate material would not be used. 

6. The Committee expressed concern that some of the questions in the diary may invite answers indicating severe distress or suicidal ideation. The Committee queried how the Researcher would respond if a participant indicated mental distress in the diary. The Researcher responded that they would be referred  as appropriate. 

7. The Committee queried how this would function and enquired whether the diaries would be completed at home or the study centre. The Researcher explained that some would be done at the study site and the remainder at home. For those at home the Researcher would have access to the response within half an hour of completion. The Researcher stated if any participants expressed signs of mental distress they would follow-up with a phone call and assessed, and if necessary would refer to a crisis team or other mental health care practitioner as appropriate. 

8. The Committee noted that the date of birth is identifiable information and only the year should be sent to the sponsor. 

9. The Committee noted that commercial reasons or financial interests are not an appropriate reason to terminate a study. 


Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

10. The Committee queried the procedure around blinding and pregnancy. The Researcher agreed it was a concern and that the sponsor would like HDEC’s opinion. The Committee stated it would not be fair to the participant to keep them blind and unaware of whether they had been taking an experimental drug until after the pregnancy. The Researcher stated any pregnancies would require follow-up. 

11. The Committee queried the follow-up of any pregnant participants. The Researcher stated they believed it would only follow the participant up until the point of birth and would not collect subsequent information on the baby. The Committee requested this be clarified and explained on the pregnant participant PISC. 

12. The Committee noted the Researcher’s MPS certificate had expired and requested an updated version is supplied.


The Committee requested the following changes to the Participant Information Sheet and Consent Form: 

13. The Committee expressed concern at the heading “Information for Māori” as this could be potentially marginalising. The Committee suggested the Researcher revise this section, noting the information was applicable to anyone who shared the belief. 

14. The Committee requested removal of the references to genetic testing in the above as this is not relevant to this study

15. The Committee requested an increase to the font size to assist readability.

16. The Committee requested the amount of blood taken in ‘tablespoons’ as well as millilitres. 

17. The Committee requested removal of the requirement that participants need to withdraw in writing. Participants can withdraw in New Zealand at any time verbally and for any reason. 

18. The Committee requested the removal of “the law does require” on page 7 unless this is specifically referencing New Zealand law. 

19. The Committee requested clarification on the type of sedation to be used for the colonoscopy in Wellington and Dunedin (?conscious sedation).

Decision 


This application was provisionally approved by consensus subject to the following information being received:


· Please provide updated Participant Information Sheet(s) and Consent form(s), taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).
· Provide an updated MPS certificate.

This following information will be reviewed, and a final decision made on the application, by Ms Kate O’Connor and Mrs Leesa Russell.



	 5  
	Ethics ref:  
	19/NTB/5 
	 

	 
	Title: 
	NP30179 - Phase I Dose Escalation Trial of RO7082859 in patients with R/R NHL  
	 

	 
	Principal Investigator: 
	Professor Peter Browett 
	 

	 
	Sponsor: 
	Roche Products (New Zealand) Limited  
	 

	 
	Clock Start Date: 
	24 January 2019 
	 


 
Professor Browett was not present for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

One member declared a potential conflict of interest and the Committee decided to allow them to stay in the room but not contribute to the decision or participate in discussion. 

Summary of Study

1. A phase I study to investigate the safety, tolerability and pharmacokinetics of increasing doses of RO7082859, administered by IV infusion as a single agent and in combination with obinutuzumab.

Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

2. The Committee requested confirmation that New Zealand would not participate in any Future Unspecified Research and that leftover samples would be destroyed. 

3. The Committee requested confirmation New Zealand would not be participating in the bio-depository for Roche. 

4. The Committee reasoned that as New Zealand was only participating in part 3 of the study that part 2 would need to be completed first. The Committee queried whether part 2 would determine the dose schedule of part 3, and if so requested an update to the Participant Information Sheet to reflect this. 

5. The Committee requested the PISC clarify how many arms / parts / phases of the trial there are internationally. 

6. The Committee noted the MPS certificate for Professor Browett had expired and requested a new one be supplied. 

7. The Committee queried the need for repeat biopsies. The Committee requested clarification on when these are needed and noted the PISC only stated it was at the study doctor’s discretion. The Committee noted these were referred to as mandatory in some places and queried whether participants can opt-out. 

8. The Committee requested the PISC to use plain English and content straight from the protocol could be potentially confusing. 

9. The Committee raised the potential for cultural issues regarding the collection and storage of tissue and requested the Researcher undertake Māori consultation to address these. The Committee requested clear statements regarding these issues to be added to the PISC. 

10. The Committee noted that the date of birth is identifiable information and only the year should be used. 

11. The Committee queried whether PET scans would take place in New Zealand and requested the removal of this information if not applicable. 

12. The Committee queried whether the Researcher was intending to use all of the archival tissue. If so, this would preclude any further histopathological staining. 

13. The Committee queried why there was no reimbursement for the time commitment for the study and suggested the Researcher consider offering koha for participants’ time. 

14. The Committee requested clarification on the criteria for continuing to receive the study drug. 

15. The Committee requested the removal of the wallet card graphic with the caption “Doing now what patients need next”. 


The Committee requested the following changes to the Participant Information Sheet and Consent Form: 

16. The Committee requested a revision of the pregnancy PISC to use the correct pronouns (i.e. “your dose” and not “your partners dose” as it currently reads). 

17. The Committee requested detailed drug information is added, along with a statement regarding the approval status of obinutazumab in New Zealand. 

18. The Committee requested the clause restricting participation in other research be clarified to only forbid participation in clinical trials. 

19. The Committee requested plain English instructions (day 28 may not be clear to participants).

20. The Committee requested a thorough check of the PISC to ensure New Zealand English spelling and terms are used (e.g. “paracetamol” and not “acetaminophen”) and correct any typos (e.g. on page 19 for risks it states “uncommon 1-100 out of 1000”, presumably this ought to be 1-10). 

21. The Committee requested the inclusion of a statement advising participants of their right to access and correct their information in the study. 

22. The Committee requested the inclusion of the Sponsor’s name and address be added to the front page of the PISC. 

23. The Committee requested the inclusion of Māori health support contact information. 

24. The Committee requested “(shingles)” be added in brackets after the mention of Herpes Zoster. 

25. The Committee requested the addition of information on standard risks of radiation exposure and did not consider a statement advising participants to discuss with a radiologist sufficient. 

26. The Committee considered the information on contraceptives minimal and noted that a haematologist may not be the most appropriate expert on reproductive health. The Committee requested the addition of “if this is your usual and preferred lifestyle” to the statement on male abstinence. 



Decision 


This application was provisionally approved by consensus, subject to the following information being received:



· Please provide evidence of Māori consultation and how cultural issues that may arise for Māori participants in the study will be managed (Ethical Guidelines for Intervention Studies paragraph 4.7).
· Please provide an updated Participant Information Sheet and Consent form, taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).



This following information will be reviewed, and a final decision made on the application, by Miss Tangihaere Macfarlane and Mrs Stephanie Pollard.



	 6  
	Ethics ref:  
	19/NTB/7 
	 

	 
	Title: 
	(duplicate) SUBCUTANEOUS TIBIAL NERVE STIMULATION FOR URGENCY URINARY INCONTINENCE: A FOLLOW-ON STUDY 
	 

	 
	Principal Investigator: 
	Dr. Sharon English 
	 

	 
	Sponsor: 
	Valencia Technologies Corp. 
	 

	 
	Clock Start Date: 
	24 January 2019 
	 


 
Stacy Chambliss of Valencia Technologies was present by teleconference for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. The study investigates the safety and efficacy of stimulating the tibial nerve via an implanted device for the management of refractory overactive bladder. 




Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

2. The Committee queried how the application differed from the previously declined study. The Researcher replied that they believed all the concerns raised in the decline letter have been addressed, such as an updated peer review and amended Participant Information Sheet. The Researcher highlighted the new emphasis on ensuring participants understood their options in choosing to participate or not. The Researcher also stated the provision for terminating the study for commercial reasons had been removed, indemnity and insurance certificates had been supplied and Māori consultation had been undertaken. 

3. The Committee expressed concern at the prospect of leaving the device in long-term. The Committee raised the possibility of a participant suffering an injury after the three year threshold and being left without public or private coverage. The Committee suggested a follow-up appointment be added as part of the study design to remove the device. The Researcher agreed. 

4. The Committee noted that removal of the initial device may be complicated by fibrosis and suggested the addition of a statement that this may not be straight forward. The Researcher agreed and stated with variation in healing the physician may decide the other leg would be better. The Researcher stated they would include information on this in the PISC so participants would be aware it is a possibility. 

5. The Committee queried the study’s requirements on contraception. The Committee queried whether it was a strong or standard recommendation against pregnancy. The Researcher responded that it was due to the device as a foreign body and nothing inherently high risk. The Researcher stated it is not a serious concern but the device has not been studied in pregnant women so they are not satisfied it is safe and unwilling to state so. 

6. The Committee queried whether any participants would be of childbearing age. The Researcher responded no as the average age of participants would be 63. The Committee advised that if no participants would be of childbearing age it would have no objections to the removal of the entire section. 

7. The Committee queried the identifiability of data study monitors would have access to. The Committee noted the application stated regulatory bodies would only see de-identified data and raised that study monitors usually check identified data. The Researcher agreed the statement was incorrect and confirmed there was central monitoring and on-site monitoring. The Researcher explained on-site monitors would see the name and ID number and after that point it is de-identified. The Committee requested the researcher update the protocol and tidy up the wording. 

Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

8. The Committee requested MPS certification for Dr Sharon English. The Committee noted the indemnity form had been supplied but stated it required evidence of individual insurance. 

9. The Committee expressed concern at the exclusion criteria, specifically that it allows exclusion on the basis of the physician’s opinion that the participant is “not a good candidate”. The Committee stated it prefers set criteria, as anything arbitrary invites the risk of accusations of bias or discrimination. The Researcher stated it was intended as a ‘catch all’ in case of an issue they had not foreseen. The Committee requested clearly defined inclusion / exclusion criteria in the protocol and suggested this be made clear on the Participant Information Sheet. 

10. The Committee queried the policy for travel reimbursement. The Participant Information Sheet states “reasonable costs” whereas the application form mentioned a “modest stipend”. The Committee queried the specific reimbursement value. The Researcher stated they believed it was $40 per visit. The Committee queried whether “reasonable costs” included mileage, parking or other travel expenses. The Researcher stated they have on occasion pre-approved reimbursement for participants travelling long distances. The Committee advised the Researcher to be clear and if there are a range of options to lay them all out in detail so every participant will know what they are entitled to. 

11. The Committee suggested the Researcher produce a separate Participant Information Sheet and Consent form for participants that may refuse device removal. This separate PISC would state they are refusing removal and understand they will be left without coverage. 


The Committee requested the following changes to the Participant Information Sheet and Consent Form: 

12. The Committee requested the Researcher make it very clear in the Participant Information Sheet that if they refuse to have the device explanted at 2.5 year follow-up visit they would be without cover. 

13. The Committee suggested strong language (i.e. “we intend to remove”) and make the removal of the device part of the consent. The Researcher agreed. 

14. The Committee requested Valencia be identified as the study sponsor on the header along with its physical address. 

15. The Committee identified several typos and spelling errors and requested these be corrected and all the documentation carefully proof-read. 


Decision 


This application was provisionally approved by consensus, subject to the following information being received:


· Please submit an updated Participant Information Sheet and Consent form with an explicit explanation of the follow-up schedule and removal requirement.
· Please submit a Participant Information Sheet and Consent form for participants who refuse removal of the device acknowledging that this will leave them without insurance cover. 
· Please submit an updated protocol in a track-changes document outlining the final follow-up visit and removal of the device. 

This following information will be reviewed, and a final decision made on the application, by Dr Nora Lynch and Mr John Hancock. 
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	Ethics ref:  
	19/NTB/8 
	 

	 
	Title: 
	MRI for neuroinflammation 
	 

	 
	Principal Investigator: 
	Dr Joanne Lin 
	 

	 
	Sponsor: 
	The University of Auckland 
	 

	 
	Clock Start Date: 
	17 January 2019 
	 


 
Dr Joanne Lin was present in person for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. The study investigates whether Magnetic Resonance Imaging can be used to measure neuroinflammation.

2. A vaccine for typhoid will be administered to healthy volunteers to trigger mild neuroinflammation. 

3. These volunteers along with a placebo group will be undergo MRI scans and the results compared to determine how well neuroinflammation can be measured by the MRI. 

4. The MRI scans are for the study objectives only and are not medical diagnostic scans. However if an abnormality is noticed the research team will refer the participant appropriately. 

 
Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

5. The Committee welcomed the Researcher and complimented them on a well prepared application. The Committee thanked the Researcher for their time and for attending in person.

6. The Committee queried whether participants would already be required to receive the Typhoid vaccine or whether this would just be for the purposes of the study. The Researcher confirmed it was only for the study (unless they required one for travel by coincidence). The Researcher explained they were ideally looking for participants who have not been vaccinated recently to ensure a stable immune system. The Researcher confirmed participants would only require a single dose. 

7. The Committee noted the use of placebo and blinding and reasoned this could be problematic for any participants who may travel in the future as they would not know whether they received the vaccine or not. The Committee suggested unblinding participants at the conclusion of the study would be sensible and would not harm the scientific validity. The Researcher agreed. 

8. The Committee queried who would be monitoring safety for the study. The Researcher replied it would be Dr Frederick Sundram, Senior Lecturer and Consultant Liaison Psychiatrist, University of Auckland. The Researcher stated the study would only take place on days Dr Sundram is present. 

9. The Committee queried whether a consultant psychiatrist was qualified to deal with adverse reactions to a vaccination. The Researcher stated they would seek confirmation. The Committee acknowledged Dr. Sundram is a registered medical practitioner but stated it would want clarification that he is comfortable dealing with any adverse events. The Researcher confirmed the on-site nurse would be administering the vaccines as per routine care. 

10. The Committee raised the possibility of incidental findings during the MRI scan. The Committee queried who would be monitoring the scan and what would happen if a lesion were identified. The Researcher stated the official policy was not to routinely review research scans but acknowledged the radiographers may notice something that warrants investigation. The researcher stated there is a process for this. 

11. The Committee stated it was important that participants understood their MRI would not be thoroughly reviewed by a radiologist unless there was an incidental finding. The Researcher stated they would carefully explain to any participants the difference between a diagnostic scan and the scan for research. The Committee suggested it would be helpful to explicitly state this on the Participant Information Sheet, noting it was mentioned on page 4 but could do with revision. The Researcher agreed and confirmed though it was not a diagnostic scan there is an established pathway for referral in the event of an incidental finding. 

12. The Committee queried identifiability of data and whether the MRI images would be stored in a de-identified format. The Researcher confirmed they would be stripped of the NHI and other identifiable information and stored as de-identified images. 

Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

13. The Committee queried the incidental findings pathway and who it would go through. The Committee stated it would not be satisfied at the prospect of the radiographer identifying a lesion then referring the participant back to the GP. The Committee suggested the referral should go straight to a specialist radiologist who would liaise with the GP. The Researcher agreed. 

14. The Committee noted the application stated Māori consultation was not required and queried this, stating it presumed Māori were not being excluded. The Researcher explained they misunderstood the question as they believed it referred to studies specifically designed for Māori participants. The Researcher confirmed Māori could participate if they chose to do so. The Committee suggested the Researcher undertake Māori consultation at their DHB. The Researcher agreed. 

15. The Committee queried recruitment material and whether advertisements for the study existed. The Researcher confirmed they did and agreed to supply these before use. 

16. The Committee queried some of the proposed data collection such as marital status and income. The Researcher explained they were not certain of a standard collection baseline and included them as a precaution. The Committee stated if the information was not relevant to the research there was no need to include it. The Researcher agreed to remove any irrelevant questions.  

17. The Committee noted the application stated it could not do a sample size calculation. The Committee suggested the study Harrison, N.A., et al., Quantitative magnetization transfer imaging as a biomarker for effects of systemic inflammation on the brain. Biol Psychiatry, 2015. 78(1): p. 49-57 could have been useful. The Committee recommended the Researcher consult a statistician. The Researcher agreed. 

The Committee requested the following changes to the Participant Information Sheet and Consent Form: 

18. The Committee noted it was not very clear why participants would be given the vaccine on the Participant Information Sheet. The Committee requested further information on this be added. 

19. The Committee suggested more clarity and information be included on “brain inflammation” as this term could potentially mislead a layperson. 

20. The Committee requested a statement that participants will be advised of the outcome of unblinding to allow plans for future vaccinations / travel be added. 

21. The Committee noted the Participant Information Sheet referred to the “study treatment” and reasoned in this instance the Typhoid vaccine was not treatment per se. The Committee suggested this could be amended to “study injection” or equivalent language. 

22. The Committee advised the Researcher that the Māori cultural statement on page 2 was in the wrong place and would more appropriately belong with the information on samples. The Committee suggested this may also need a new heading as some of the information was generic to everyone’s participation. 

23. The Committee requested generic information on the typhoid vaccine and possible side effects be included. 

24. The Committee requested an explanation of how participants are assigned to placebo or the vaccine (e.g. equal chance, 2:1, etc.). 

25. The Committee requested information on the handling, storage and disposal of any blood samples. 

26. The Committee requested information on the confidentiality of data, where it will be stored, who has access, the rights of participants to access and correct their data, the storage of images etc. 

27. The Committee suggested basic inclusion / exclusion criteria so participants can self-exclude without wasting time (e.g. a recent typhoid vaccine or immunocompromised would exclude participation) would be useful. 

28. The Committee requested and “yes / no” boxes be removed unless these are truly optional (i.e. the participant can answer “NO” and still participate in the study, e.g. informing the GP of abnormal results or wanting to receive a summary at conclusion). 

Decision 



This application was provisionally approved by consensus, subject to the following information being received: 


· Please provide confirmation that Dr. Sundram would be comfortable managing an adverse reaction to the vaccine. 
· Please supply the intended advertisement material. 
· Please provide evidence of Māori consultation and how cultural issues that may arise for Māori participants in the study will be managed (Ethical Guidelines for Intervention Studies paragraph 4.7).
· Please supply an updated protocol with an established referral pathway for incidental findings. 
· Please provide an updated Participant Information Sheet and Consent form, taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).

This following information will be reviewed, and a final decision made on the application, by Miss Tangihaere Macfarlane and Mrs Stephanie Pollard.
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	Ethics ref:  
	19/NTB/9 
	 

	 
	Title: 
	Robotic vaginal mesh removal  
	 

	 
	Principal Investigator: 
	Dr Eva Fong 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	05 February 2019 
	 


 
Dr Eva Fong was present by teleconference for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.


Summary of Study

1. The study investigates whether robotic assisted mesh removal is an effective surgical method for treating mesh injury, compared to standard open surgery. 

Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

2. The Committee complimented the researcher on a well prepared application. 

3. The Committee queried whether the robotic surgery device is already available or is the technology being converted for the study. The Researcher stated the device was already in use for several procedures (e.g. implantations, prostatectomy, nephrectomy) and was well established. The Researcher explained using the device for mesh removal would be a new application for it.  

4. The Committee queried whether the manufacturer of the robotic device would have a commercial interest in finding a new application for it. The Researcher stated they would not and are not involved in the study. The Researcher explained the device already has numerous applications for more common procedures and estimated the few number of mesh removals annually would be of comparatively minimal interest.

5. The Committee noted the device has been successfully trialled in anatomically similar sites and the Researcher has done practice runs on cadavers. The Committee enquired whether this would be sufficient for the disparate nature of complicated mesh removal cases. The Researcher explained they would overcome any potential learning curve by using it for as similar as possible procedures to gain experience with the technology before deploying it for use in complex mesh removal. 

6. The Committee questioned whether there was a basis of comparison between open surgery and the robotic approach. The Researcher stated questionnaires on pain scores could be used. The Researcher stated this research was primarily a ‘proof of concept’ to prove the safety and efficacy of the procedure and not a full comparison between the two methods.

7. The Committee noted the protocol did not provide much detail on outcome analysis and asked how the Researcher intending to analyse the results of the questionnaires. The Researcher explained that they would measure pre and post op outcomes and pain scores.

8. The Committee questioned whether there would be a five year follow-up. The Researcher confirmed there would be and explained a common criticism of surgeries is a lack of overall follow-up. The Researcher noted the follow-up for most published data was within five years and follow-up for most removals does not extend beyond six months. The Committee stated this would be helpful to include in the Participant Information Sheet. The Researcher agreed. 
9. The Committee suggested adverse events should be included during the outcome analysis. The Committee explained both good and bad outcomes could create a formal outcome measure at each post-operative point with a pathway to manage any unexpected or adverse events. 

10. The Committee was unclear on the recruitment of participants as the application indicated they were private patients but that the study was tethered to the Waitemata DHB. The Committee questioned where the patients would be coming from, how they would be recruited and who would be doing the consenting process. The Researcher stated most will be private (and elaborated public were not excluded but the robotic device was only available privately). The Researcher explained the tethering to Waitemata DHB was for the Māori consultation as it was their local DHB. The Researcher stated the consenting process would be undertaken by the practice nurse. 

11. The Committee noted the Researcher’s dual role of clinician and researcher and highlighted the potential conflict of interest that could arise. The Committee stated the initial contact would be best not to come from the Researcher and would more appropriately come from someone not connected to the study. The Researcher agreed and stated a urology specialist colleague of theirs would be a suitable choice.

12. The Committee queried the cost of the surgery for participants as it was being done privately. The Researcher stated there would not be costs to the participant as most received funding by ACC due to mesh injury. 

13. The Committee queried whether a participant who required the surgery but refused to participate in the study would be expected to pay any charges for the hospital stay or recovery costs. The Researcher confirmed they would not as everything was covered by ACC. 

14. The Committee enquired about mesh removal funding and whether everyone was entitled to ACC cover. The Researcher answered they were not as some had private insurance or were outside of the local DHB.

15. The Committee asked the Researcher to confirm that the offer of receiving the surgery without charge would not unduly influence someone to participate in the study. The Researcher confirmed this, stating that if they refused to participate they would still get the mesh removal by open surgery funded by ACC.

16. The Committee queried identifiability of data and data storage. The Researcher stated the data would not be kept in the DHB database as most of the participants will come through the private system. 


17. The Committee noted the procedure around confidentiality was satisfactory. The Committee sought assurance that data would be collected in a de-identified fashion and held against a separate key in a confidential database. The Researcher confirmed that it would. 


Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

18. The Committee noted the monitoring of adverse events was intended to be done through regular hospital reporting channels. The Committee explained in an intervention trial it expects adverse events to be collected specifically for the study on data collection forms. The Committee requested the protocol define adverse events and serious adverse events and their management.

19. The Committee similarly noted that the standard hospital data monitoring committee may not be adequate. The Committee suggested more specialised review at defined time-points would be sensible as this was a new surgical technique. To mitigate the risk of identifying a systemic problem at the end, the Committee reasoned interim independent review could be useful. The Researcher agreed and stated they would consult with the initial Peer Reviewers.  

20. The Researcher queried whether a consumer would be necessary on the data monitoring committee. The Committee stated this was not a requirement and peers interested in the trial and a statistician to help with analysis would be sufficient. 

21. The Committee noted the PILL questionnaire appeared to be modified from a student survey (with questions referring to student health and semesters) and suggested this be revised.  


The Committee requested the following changes to the Participant Information Sheet and Consent Form: 

22. The Committee noted the Participant Information Sheet was succinct and contained appropriate information. The Committee suggested it could do with slightly more detail so the participants would fully understand what is intended as the concept of “robotic assisted surgery” could be potentially misleading. The Committee suggested clarification around “keyhole surgery” and an assurance that a human surgeon would be performing the procedure and not a “robot”. 

23. The Committee considered the phrase “collateral damage” to be potentially emotive and endorsed its replacement with “complications”. The Committee further suggested the qualifier of “we expect” to be added to amend the sentence from a matter-of-fact statement. 

24. The Committee noted it was not very clear which questionnaires would be used when and requested this be clarified. 

25. The Committee suggested the removal of italicised text to aid readability. 

26. The Committee considered the procedure to be reasonably high risk and recommended the word “unlikely” be removed when discussing an adverse outcome  

27. The Committee suggested information on the length of hospital stay and recovery could be added, as well as how this would differ from standard care. 

28. The Committee requested the name and address of the study sponsor (Urology Institute) is added to the header of the Participant Information Sheet. 

Decision 

This application was provisionally approved by consensus, subject to the following information being received:

· Please provide terms of reference for the data monitoring committee. 
· Please supply updated questionnaires and clarify the outcomes.
· Please provide an updated Participant Information Sheet and Consent form, taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).


This following information will be reviewed, and a final decision made on the application, by Mrs Jane Wylie and Mr John Hancock.
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	Ethics ref:  
	19/NTB/10 
	 

	 
	Title: 
	Incidence of invasive skin cancer in renal transplant recipients in Christchurch, New Zealand 
	 

	 
	Principal Investigator: 
	Dr Harmony Thompson 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	24 January 2019 
	 


 
Dr Harmony Thompson was present by teleconference for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. The study investigates a screening tool by examining rates of skin cancer in renal transplant recipients. 

Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

2. The Committee queried whether the screening tool was in use during the time of the proposed dataset. The Researcher stated it was not. 

3. The Committee queried when the screening tool was first used. The Researcher stated the end of 2018. The Researcher explained the hospital did not have a screening programme in place for some time and only had intermittent screening when a dermatologist was present. 

4. The Committee stated it considered the study observational research and not an audit. The Committee reasoned that a tool cannot be audited if it has not been used. 

5. The Committee queried why the Researcher was not seeking consent for the use of identifiable health information. The Researcher stated this was due to the fact that many participants would be deceased and they did not want to burden or distress families by contacting them. 

6. The Committee stated a large number of individual participants was not in itself a reason to not seek consent, but acknowledged that in some studies the public interest in the research would outweigh the need for individual privacy. The Committee stated in this case it believed the public interest threshold was met, as the public would want confidence in a DHB’s cancer screening programme.


Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

7. The Committee expressed concern that the participant pool may have been compromised by its design. The Committee explained that some skin cancers (e.g. melanoma) can remain undetected for some time. Therefore the sample could potentially contain an over-representation of participants older than 50 with > 5 years post-transplant because these people would have had tumours captured more frequently than those outside of the screening criteria. 

8. The Committee advised the Researcher that they would need their local DHB to take sponsorship of the study, they would need an independent peer review of the scientific validity and would need formal Māori consultation. 

9. The Committee advised that the protocol needs further work. The Committee requested formal documentation on how to store data and maintain confidentiality, how data will be stored and for how long, who has access to the stored data, and at what point is the NHI stripped and the data de-identified. 

10. The Researcher stated the data would be de-identified after the study write-up. The Committee stated ideally it would be de-identified at the point of collection and stored with a unique study code.

11. The Committee advised that data is required to be stored for ten years, not two. 

12. The Committee considered that renal disease may be more prevalent in Māori and so Māori participants may be overrepresented. The Committee advised that the study would need to address this and suggested this could be managed through Māori consultation. 

13. The Committee requested the collection and analysis of ethnicity data. The Committee suggested the Researcher consider whether the screening tool has been appropriate for Māori and whether access to it is measurably better or worse for Māori. 

14. The Committee requested the names and contact information of any co-investigators. 

15. The Researcher stated the current protocol differed from that initially submitted to HDEC. The Committee advised that the updated protocol would need to be supplied and any further amendments would be required to go through the post-approval process. 

16. The Committee reiterated that the study was observational research and recommended the Researcher consult the Ethical Guidelines for Observational Research available on the HDEC website (http://www.neac.health.govt.nz/moh.nsf/indexcm/neac-resources-publications-ethicalresearchguidelines)

17. The Committee recommended the researcher consult a statistician to assist with design and analysis.

18. The Committee requested independent peer review. 


Decision 


This application was provisionally approved by consensus, subject to the following information being received:


· Please provide evidence of Māori consultation and how cultural issues that may arise for Māori participants in the study will be managed (Ethical Guidelines for Intervention Studies paragraph 4.7).
· Please provide an updated Participant Information Sheet and Consent form, taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).
· Please provide an updated protocol as track changes. It may be helpful to consult a statistician on the analysis plan
· 

This following information will be reviewed, and a final decision made on the application, by Miss Tangihaere Macfarlane and Mrs Leesa Russell.
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	Ethics ref:  
	19/NTB/11 
	 

	 
	Title: 
	Tuberculosis infection in Māori - Prison 
	 

	 
	Principal Investigator: 
	Prof. Philip Hill 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	24 January 2019 
	 


 
Professor Philip Hill was present by teleconference for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. The study investigates the prevalence of latent tuberculosis in a sample population of Māori prisoners at a single corrections facility. 

2. Any participants who test positive for latent TB will be offered treatment.

3. Long-term care and follow-up treatment will be passed over to the local DHB.

Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

4. The Committee noted this was a resubmission of an earlier application it was unable to approve. The Committee recognised the application had narrowed in scope and questioned the reasoning for the specific prison as a research site. The Researcher stated the overall research has not narrowed in scope, but has been divided into three sub-projects with differing timelines and ethical criteria. The Researcher explained that this sub-study has come to HDEC due to the potentially vulnerable nature of the prison population. The Researcher stated the other sub-studies that did not involve vulnerable participants were being managed through the dominion of the University. 

5. The Committee queried the prison’s stance on the study and if it approved of its methods, particularly recruitment. The Researcher stated there was a long consultation process but, subject to HDEC approval, the Ministry of Justice has agreed to the study. The Researcher explained the main issue for the Ministry of Justice was ensuring the project would run smoothly and so intended to review progress after 50 participants were recruited. Please advise the committee of the results of this review.

6. The Committee queried the Ministry of Justice review and what it would involve. The Committee enquired whether the review would check on individual participants or only the research team. The Researcher stated they were not certain what process the Ministry intended but believed it would likely involve both. 

7. The Committee queried how the study would approach prisoners. The Committee noted the application stated a list of Māori prisoners would be obtained from the prison. The Researcher confirmed this. The committee requests that only a deidentified or coded list of potential participants are released by the prison to the researcher so that they can make their pool.

8. The Committee requested clarification on how potential participants would be randomly selected from this list and whether it would be before or after questions regarding iwi, date of birth and TB status. The Researcher stated they would be randomly selected before as the study would operate on the assumption that the list supplied by the prison will closely resemble the actual population, or at least be accurate enough to not compromise the selection process. The Researcher stated they had discussed the likelihood of misclassification by prison staff and had been told it should not be a major issue. 

9. The Researcher clarified that potential participants would be approached from the list provided by the prison. The Researcher explained that it would be after this approach any information regarding iwi and TB status would be voluntarily offered. The Committee was satisfied the process was an initial screening and subsequent eligibility check. 

10. The Committee enquired whether the question about the Māori electoral roll was necessary. The Researcher stated one of the sister sub-studies was on the electoral roll. The Researcher clarified it was looking at how to identify populations who would not be captured by pulling electoral roll data. The Researcher stated it would be practical to learn whether participants were on the electoral roll to determine if they would have been ‘captured’ if they were out in the community rather than prison. 

11. The Committee queried the proposed data storage and confidentiality. The Committee was not certain whether all the data would be held under study code and asked how medical records would be accessed to acquire previous X-rays or TB treatment. The Researcher stated this would be done by the study nurse or local DHB doctor at the prison once permission had been granted to access records. The Researcher confirmed any information extracted would only be identifiable by a study code and no data would be stored with potentially identifiable information. The Researcher stated the linking dataset would be stored separately. 

12. The Committee questioned the practicalities on avoiding stigma in the prison. The Committee was concerned should the test be positive and a participant required treatment it would be difficult to maintain privacy. The Researcher stated the confidentiality around health problems should be no different to any other health issue a prisoner may have, and if they were seen going to the health clinic it would not differ from visiting for any other reason. The Researcher stated they believed the probability of a prisoner being diagnosed with active TB as close to zero. The Researcher clarified they would estimate 1 – 2% of individuals who entered the study would be likely to require preventative treatment. 

13. The Committee queried the process if a participant tests positive but does not meet the criteria for preventative treatment. The Researcher cited the protocol which states they will be informed of this and the risks of TB and their general practitioner sent a letter with the information. The Committee noted that prisoners are unenrolled from general practice upon incarceration. The Researcher stated there is a local GP involved in the study who serves the prison and that they or the equivalent medical care practitioner would be notified along with the prison authorities. 

14. The Committee expressed concern that if the local practitioner was also involved with the study this could present a potential conflict of interest. The Researcher stated they were not officially a co-investigator and are primarily there for the prisoners’ healthcare. The Committee advised that any disclosure of a positive result would need the consent of the participant.

15. The Committee queried whether Māori researchers were involved in the study. The Researcher confirmed this and advised that the study nurse is Māori. 


Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

16. The Committee noted the protocol made no mention of liver function tests when proposing to treat those with latent TB. The Committee raised the concern that a prison population would likely have a higher prevalence of hepatitis, drug use and the risk of disturbed liver function (excluding any other side effects) would be high. The Researcher stated there was an unclear boundary between the study’s objectives and healthcare obligations of the local DHB. The Researcher stated they have aligned the indications of latent infection with the New Zealand guidelines and the DHB have agreed to take responsibility for making the final decisions and healthcare monitoring of any participants who begin treatment. The Committee stated if the decision to treat is part of the research process then there should be a disclosure of the adverse effects of treatment and information on the monitoring. 

17. The Researcher stated they were open to suggestions on how to manage the handover to the DHB. The Researcher stated they did not believe the issue of long-term healthcare follow-up was an obligation of the research team. The Committee advised any handover to the DHB would have to be formally documented and explained to participants. The Committee suggested a flowchart of the handover process and clear information on when the research ends and DHB care begins would be useful in the Participant Information Sheet. 

18. The Committee queried the funding source for the study. The Researcher stated it was received from the Health Research Council. The Committee advised the researcher to invite their institutional Research Office on board as a sponsor. 

19. The Committee queried the formal Māori consultation, noting this had been undertaken with Ngāi Tahu. As the study location has shifted significantly north the Committee enquired whether there was equivalent consultation. The Researcher stated he was uncertain as there were multiple ongoing correspondents. The Researcher stated he did not believe the Waikato DHB would be adequate. The Committee considered as the study was targeting Māori in a sensitive area perhaps something more substantial than the standard DHB process is appropriate. The Researcher agreed. 


The Committee requested the following changes to the Participant Information Sheet and Consent Form: 

20. The Committee advised further reassurances on the statement regarding the decision to participate not having an impact on healthcare received. The Committee suggested adding that it will also not have an impact on the participants prison stay, relationships with the prison facility staff etc. 

21. The Committee requested detailed information regarding blood tests, monitoring and data collection on tests. 

22. The Committee requested more information on X-ray outcomes. 

23. The Committee requested a clause granting permission to contact the general practitioner / prison doctor as appropriate. 

24. The Committee requested the inclusion of Māori health support contact information.  

25. The Committee requested a statement advising participants of their right to withdraw from the study at any time and for any reason. 

26. The Committee requested additional information on All of info is kept confidential – should state who, which agency and who and limits, clear for prisoners

27. The Committee requested any material intended for use in recruitment of those with low literacy (flip chart images, illustrations etc.) be supplied. 

28. The Committee requested the addition of a statement advising that the appropriate public health unit would be notified in the result of a positive TB test.
 
29. The Committee requested an explanation of the risks with injection such as irritation and skin infection.  

30. The Committee requested the addition of an ACC statement. The Committee suggests the following example supplied on the HDEC website: 

“If you were injured in this study, you would be eligible to apply for compensation from ACC just as you would be if you were injured in an accident at work or at home. This does not mean that your claim will automatically be accepted. You will have to lodge a claim with ACC, which may take some time to assess. If your claim is accepted, you will receive funding to assist in your recovery.

If you have private health or life insurance, you may wish to check with your insurer that taking part in this study won’t affect your cover.”


Decision 


This application was provisionally approved by consensus, subject to the following information being received:

· Please provide evidence of Māori consultation and how cultural issues that may arise for Māori participants in the study will be managed (Ethical Guidelines for Intervention Studies paragraph 4.7).
· Please provide an updated Participant Information Sheet and Consent form, taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).
· Please supply any material (e.g. images) supporting those with low literacy to consent.
· Please submit an updated protocol detailing both the process of how the prison should release their list for the purposes of recruitment and the process of the handover of long-term care to the DHB.

This following information will be reviewed, and a final decision made on the application, by Mrs Maliaga Erick and Mrs Jane Wylie.
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	Ethics ref:  
	19/NTB/12 
	 

	 
	Title: 
	Review of cases of Scedosporium or Lomentospora mould infections. 
	 

	 
	Principal Investigator: 
	Dr Arthur Morris 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	24 January 2019 
	 


 
Dr Arthur Morris was present in person for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. The study investigates cases of infection by Scedosporium or Lomentospora and will submit the data to an international registry in Australia. 

Summary of resolved ethical issues 

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.

2. The Committee welcomed the Researcher and thanked them for taking the time to attend in person. 

3. The Committee queried how a patient would suspect they may have a mould infection. The Researcher stated it was rare, with the spores pervasive in the environment and frequently inhaled. The Researcher explained if an individual were susceptible (such as being immunocompromised or exposed to infection following trauma) the mould could cause a severe infection. 

4. The Researcher explained though the disease was rare the presentation was well understood, with a couple of antifungal treatments with decent activity and potentially one with promising activity on the horizon. The Researcher cited a previous study with a 40% mortality rate and stated the new antifungal treatments may improve outcomes but progression data is required to present to Pharmac in order to fund the new treatments. 

5. The Committee noted the Researcher was seeking to provide data to the registry without patient consent. The Researcher explained though there would be relatively few patients they estimated approximately 35% may be deceased. The Committee stated the Observational Guidelines allow justification for the use and disclosure of data without consent provided it meets certain criteria. 

6. The Researcher outlined difficulty in tracking down and contacting deceased participant’s families as well as the discomfort or distress this may cause them. This distress may also be applicable to surviving participants. The Committee accepted this and also noted the public interest for research and treatment for these dangerous infections. 

7. The Committee queried the privacy and confidentiality of the international registry. The Committee enquired whether information would be provided de-identified. The Researcher confirmed that it would. The Researcher explained study codes would be used (e.g. “NZ01, NZ02”) and the data would be stripped of NHI or other identifiable information. The Researcher confirmed the identifiable information would be kept securely at their medical laboratory. 

8. The Committee queried whether any publication involving the supplied data could be potentially identifiable. The Committee raised the concern that any participants or their families could identify themselves. The Researcher stated they would not be able to. The Researcher explained that due to the ubiquitous nature of the infections the data would not be differentiated by geographical location. The Researcher confirmed the data would not be presented as “New Zealand versus Australia” or city-by-city comparisons. 

9. The Committee queried whether any domestic publication in New Zealand could be potentially identifiable. The Researcher confirmed it would not.  

10. The Committee raised potential cultural issues with the use and disclosure of unconsented data of deceased individuals. The Committee queried formal consultation with Māori. The Researcher stated this was being undertaken through ADHB with a Māori adviser. 

11. The Committee queried rates of infection among ethnicities and whether it was more prevalent in one population than another. The Researcher stated there was no data to suggest ethnicity was a relevant factor in susceptibility to the infection. 

12. The Committee requested ADHB be identified as the sponsor as the DHB research office will maintain responsibility for the study. 

13. The Committee queried whether independent peer review had been undertaken. The Researcher confirmed that it had and supplied the review. The Committee assessed and accepted this. 

14. The Committee requested confirmation that the only biological samples to be sent would be of the moulds themselves with no human tissue present. The Researcher confirmed this. 

Decision 

This application was approved by consensus.
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	Ethics ref:  
	19/NTB/13 
	 

	 
	Title: 
	Oral Zoledronate Dose-Finding Study 
	 

	 
	Principal Investigator: 
	Prof Ian Reid 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	24 January 2019 
	 


 
Professor Ian Reid was not present for discussion of this application.

Potential conflicts of interest

The Chair asked members to declare any potential conflicts of interest related to this application.

No potential conflicts of interest related to this application were declared by any member.

Summary of Study

1. The study investigates the dosage of a new formula to treat osteoporosis and osteopenia in postmenopausal women.

Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.

2. The Committee queried whether the drug was similar (or the same) to the existing formula. 

3. The Committee requested any pre-clinical data to support the above question. 

4. The Committee requested any pharmacokinetics data. 

5. The Committee noted the biosimilar claim and disagreed, reasoning that biosimilar studies compare two drugs at the same time. 

6. The Committee queried the intellectual property status. The Committee noted the University would need commercial trial insurance and to be designated as the trial Sponsor. 

7. The Committee queried commercialisation and requested information regarding this. 

8. The Committee requested a copy of the Investigator’s Brochure supplied to SCOTT as well as any response. 

9. The Committee queried why the database would be kept identifiable and not de-identified with a study code. 

10. The Committee requested evidence of formal Māori consultation. 


The Committee requested the following changes to the Participant Information Sheet and Consent Form: 


11. Please include a statement advising that this is the first time this product formulation has been tested in humans.

12. Please expand the information provided on dosages, detailing how the dose will go from 20-40 to 60 mg in progressive cohorts if necessary. 

13. Please provide information stating that participants deemed at risk of vitamin D deficiency will be given a dose of vitamin D three days before the study medication. 

14. Please include information on possible side effects (such as inflammatory eye disease which has been rarely seen with other oral bisphosponates and jaw avascular necrosis which has been seen with IV zolendronate)

15. Please correct the wording on transport reimbursement to indicate that travel costs will be met.

16. Please include a statement indicating that there is the possibility that the study may be a step towards commercialisation and that there will be no financial benefits for participants in the supporting studies. 

17. Please remove the “yes / no” tick boxes from the consent form unless it is for something that is truly optional (i.e. the participant can answer “NO” and still take part in the study). 


Decision 


This application was provisionally approved by consensus, subject to the following information being received:


· Please provide responses for the Committee’s queries as above.
· Please provide any pharmacokinetics data and the investigator’s brochure submitted to SCOTT as well as any responses from it.
· Please provide evidence of Māori consultation and how cultural issues that may arise for Māori participants in the study will be managed (Ethical Guidelines for Intervention Studies paragraph 4.7).
· Please provide an updated Participant Information Sheet and Consent form, taking note of the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).

This following information will be reviewed, and a final decision made on the application, by Mr John Hancock and Mrs Stephanie Pollard. 





General business

1. The Committee noted the content of the “ noting section” of the agenda.

2. The Chair reminded the Committee of the date and time of its next scheduled meeting, namely:

	Meeting date:
	05 March 2019, 12:00 PM

	Meeting venue:
	Ministry of Health, Level 3,Rangitoto Room, Unisys Building, 650 Great South Road, Penrose, Auckland



	The following members tendered apologies for this meeting.


3. Problem with Last Minutes

The minutes of the previous meeting were agreed and signed by the Chair and  Co-ordinator as a true record.

4. Matters Arising


5. Other business


6. Other business for information


7. Any other business




The meeting closed at 5:30 pm. 
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