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	Committee:
	Northern B Health and Disability Ethics Committee

	Meeting date:
	01 October 2019

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



	Time
	Item of business

	1:00pm
	Welcome

	
	Confirmation of minutes of meeting of 06 August 2019.

	1:30pm
	New applications (see over for details)

	
	 i 19/NTB/151
 ii 19/NTB/157
 iii 19/NTB/158
 iv 19/NTB/159
 v 19/NTB/161
 vi 19/NTB/163
 vii 19/NTB/164
 viii 19/NTB/166
 ix 19/NTB/167
 x 19/NTB/169

	
	

	
	

	
	Review of approved studies

	
	

	
	General business:
Noting section of agenda

	…
	Meeting ends




	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  
	 

	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) 
	19/03/2019 
	19/03/2022
	Present 
	 

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

	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 
	 

	Ms Susan Sherrard 
	Lay (consumer/community perspectives) 
	19/03/2019 
	19/03/2022 
	Apologies 
	 


 

Welcome
 
The Chair opened the meeting at 1:00pm and welcomed Committee members, noting that apologies had been received from Mrs Leesa Russell and Ms Susan Sherrard.

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 06 August were confirmed.



New applications 


	 1  
	Ethics ref:  
	19/NTB/151 
	 

	 
	Title: 
	Factorial4VLU 
	 

	 
	Principal Investigator: 
	Professor Andrew Jull 
	 

	 
	Sponsor: 
	N/A
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
Prof Andrew Jull and Angela Wadham were 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

The purpose of the study is to determine if hypochlorous acid wound solution or an exercise regime helps venous leg ulcer (VLU) healing. Participants will be assigned to one of these interventions in conjunction with standard care, or a solely standard care arm which will receive placebo wound solution. The primary outcome is the proportion of participants with a completely healed reference ulcer at 12 weeks.

Summary of resolved ethical issues 

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

1. The Committee queried whether district nurses will be conducting all study visits to participant homes. The Researchers confirmed this, and that a lone worker safety protocol was in place under the DHB.

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 asked that the composition of the placebo be protocolised once this is known.
3. The Committee asked that the 1/4 chance of only receiving standard care be made explicit on the study poster.
4. The Committee advised that it would be appropriate for a koha to be offered to participants for their time.

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

5. Please detail the 4-way randomisation process and make clear that some participants will only receive standard of care.
6. Please include information on the composition of the placebo once this is known.
7. Please add that weekly emails will be sent to some participants or that they will be required to complete an exercise adherence and pain logs.
8. Please make agreement to follow up visits for participants who have withdrawn from the trial intervention,optional via a yes/no tick box in the consent form.
9. Please amend the HDEC reference to NTB (NTA is currently referenced).
10. Please note that HDEC approvals do not expire.

Decision 

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

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee. Please also amend the advertising poster as per the Committee’s request. (Ethical Guidelines for Intervention Studies para. 6.22).
· Please provide information on the composition of the placebo (Ethical Guidelines for Intervention Studies para. 5.41).
· Please consider the Committee’s request that a koha be offered to participants (Ethical Guidelines for Intervention Studies para. 6.34).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mrs Tangihaere MacFarlane and Dr Nora Lynch.

 

	 2  
	Ethics ref:  
	19/NTB/157 
	 

	 
	Title: 
	Genetics of Stuttering 
	 

	 
	Principal Investigator: 
	Prof Lynette Sadleir 
	 

	 
	Sponsor: 
	N/A
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
No Researcher was 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

This study aims to determine genetic factors of stuttering and will build a large sample of individuals who stutter to contribute towards a genome-wide association study.

Summary of outstanding ethical issues

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

1. The Committee advised that whakamā (embarrassment) should be acknowledged as a potential issue for Māori. There should also be consideration of how potential stigmatisation will be managed for the children, as well as for families who believe they have “passed on” stuttering.
2. Regarding the online survey, the Committee asked that the following be addressed: 1) both components of the online survey need a clear statement at the outset which explains that any question can be skipped/left unanswered which is upsetting or the participants do not want to answer, 2) the optional module needs appropriate contact numbers for support organisations, 3) the survey should link to the voice collection script, 4) please explain why this amount and breadth of data is being collected for screening purposes – there are eligibility questions, but many seem irrelevant for people who may not continue to provide a saliva sample.
3. The Committee observed that the requirement for 16 and 17-year-olds to provide informed consent and their parents to complete the questionnaire on their behalf is not consistent with New Zealand Law. Please justify/reflect on why this age-group is not completing the questionnaire for itself. The Committee’s preference is that these participants complete the core questionnaire at least in conjunction with their parents and the Optional Module on their own.
4. The Committee requested that local independent peer review of the protocol be submitted.

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

5. Please add the location of Murdoch Children’s Research Institute and Walter & Eliza Hall Institute of Medical Research to the front-page header.
6. Please amend the second-page header to reflect the correct age group.
7. Please add Māori health/cultural contact details.
8. Please clarify where saliva samples will be stored, for how long, and how they will be destroyed.
9. On the optional future unspecified use form, please clarify where samples will be kept and how long they will be retained.
10. Please information on the ‘kit to spit.’
11. Please provide contact numbers for support organisations.
12. If voice sampling is optional as stated in the protocol and flyer, please state this in the PISC. Also outline how and when voice sampling will be done, and what will happen to recordings.
13. Please add that as analysis will be done at the group level, individual genetic results will not be provided to participants.
14. Please add that a newsletter will be disseminated periodically with general results from the study.
15. Please detail what 'eligibility' for the saliva test means (on page 2) and when they participants be told if eligible, and when the kit will be sent.
16. It is not accurate to say there are no risks with giving saliva, given the small theoretical risk of genetic data leakage. Please address this.
17. The consent to future unspecified research on the main consent form should be changed to an expression of interest/no interest in reading a second optional unspecified research information sheet – consent cannot be obtained for something prior to necessary and sufficient information being supplied.
18. A tick box for consent to contact for future research needs to be accommodated. Consent cannot be assumed.
19. With regard to the Researcher’s contact details, these should be Prof Sadleir’s, not a research assistant.
20. On the assent document, remove the word ‘mistake’ in relation to genes.
21. Please review the documents for typos.
22. Language should be consistent with who is completing the survey, i.e. pronouns must match who is being addressed by the form.

Notes

23. The Committee noted that it would be helpful for the Researchers to attend future meetings to address these issues.

Decision 

This application was declined by consensus, as the Committee required the following information which was considered too complex to be addressed as part of a provisional approval:

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Observational Studies para. 6.10).
· Please address the issues raised by the Committee around the online survey (Ethical Guidelines for Observational Studies para. 5.5).
· Please acknowledge whakamā as a cultural issue upon reapplication. Potential stigmatisation should also be taken into consideration. (Ethical Guidelines for Observational Studies para. 4.6 & 5.5).
· Please address the Committee’s concerns around 16 and 17-year-olds not completing the survey for themselves (Ethical Guidelines for Observational Studies para. 1.9).
· Please provide local and independent peer review (Ethical Guidelines for Observational Studies para. 5.8).


 

	 3  
	Ethics ref:  
	19/NTB/158 
	 

	 
	Title: 
	GATER Trial 
	 

	 
	Principal Investigator: 
	Dr Rajesh Nair 
	 

	 
	Sponsor: 
	Navigate Cardiac Structures, Inc. 
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
Liz Low, Gypsy Francis, Dr Kalathi Thyagarajan (Sponsor), and Tony Mann (CRO) were present via 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

This single-arm study aims to evaluate the safety and efficacy of the GATE valve stent when used for restoration of the tricuspid valve in patients who have moderate to severe tricuspid regurgitation. These patients will have been declined cardiac surgery and have no other intervention available to them.

Summary of resolved ethical issues 

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

1. The Committee observed that this device had been used on a compassionate basis in patients with limited treatment options, and asked after the results of these uses. The Researchers answered that of 39 compassionate procedures performed on 37 patients, 31 adopted a trans-atrial approach while 8 attempted a trans-jugular method. Complications resulted in 1 trans-atrial patient not receiving the device and 4 trans-jugular patients not receiving this. 2 of these trans-jugular patients re-enrolled in the trans-atrial group and were successful.
2. The Committee asked what training New Zealand clinicians will receive in the implantation of the device. The Researchers replied that Dr Nair, the CI, was involved in the animal program as well as the compassionate human application of the device. He therefore understands which patients will and will not benefit from the device and possesses a lot of expertise in this area. It was further clarified that all clinicians involved in this study will have undergone animal studies training and instruction in both the trans-atrial and trans-jugular procedures.
3. The Committee queried the selection process for New Zealand participants. The Researchers explained that Dr Nair will put forward patients for screening with their consent, and that there would be further consent following this process. The Committee asked whether these potential participants will be in a desperate situation, clinically speaking. The Researchers answered that these people will have already exhausted conventional therapy and have been deemed not appropriate for open-heart surgery to repair or replace the valve. Patients’ current treatment is considered insufficient.
4. The Committee inquired whether follow-up at 6 months, which leaves a 5-month period since previous monitoring, was sufficient. The Researchers clarified that this has been the standard in similar studies and that 30-day post-operative monitoring was the critical period. Participants also have the Researchers’ details if contact is required in the interim. The Committee asked whether this was comparable to the clinical situation for aortic valves. The Researchers confirmed that this 6-month follow-up also occurred in the clinical setting.

Summary of outstanding ethical issues

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

5. The Committee noted that the submitted investigator’s brochure was dated from June and asked that a current IB be provided with all bench testing completed.
6. The Committee requested local independent peer review from the New Zealand cardiology community.

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

7. Please advise participants that additional radiation exposure in this study carries with it potential long-term consequences. Please quantify the risks as well as possible, both acute and chronic (e.g. skin cancer and other immeasurable long-term damage to tissue).
8. Please provide a description of the trans-atrial procedure, as wording currently focusses on the trans-jugular approach.
9. Please amend the statement relating to TOE on page 3 of the pre-screening information sheet: “Anaesthesia is generally harder on older patients.” It should be explained why this is the case. This can be removed altogether from the consent to enrol document as the anaesthesia is being given for the valve procedure rather than just for the TOE.
10. Please include the fact that the valve is comprised of equine derived pericardium. This may raise issues for some participants. A tissue statement for Māori is also appropriate here.
11. Please redact the list of potential clinical symptoms that may be relieved. This is wordy and unnecessary, and a general statement will suffice here.
12. Please add the location of Navigate, Inc. to the front-page header.
13. Please specify that x-ray images are being sent to the US sponsor (this is currently in the CF but not PIS). It should also be stated that relevant US laws apply (not international law).
14. Please amend the consent form to state that alerting GPs to participation is not optional, as this should be the case.

Decision 

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

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para. 6.22).
· Please supply an updated IB (Ethical Guidelines for Intervention Studies para. 5.5).
· Please provide evidence of scientific peer review from an independent New Zealand cardiologist (Ethical Guidelines for Intervention Studies para. 5.11).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mrs Tangihaere MacFarlane and Dr Nora Lynch.

 

	 4  
	Ethics ref:  
	19/NTB/159 
	 

	 
	Title: 
	Long-term safety and efficacy of Bimatoprost SR 
	 

	 
	Principal Investigator: 
	Professor Anthony Wells 
	 

	 
	Sponsor: 
	Allergan Australia Pty Ltd 
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
Dr Jesse Gale was present in 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

This is a multicentre phase 3 extension study in patients with open angle glaucoma or ocular hypertension who completed previous phase 3 Bimatoprost SR studies conducted by Allergan and received Bimatoprost SR. If the study eye of eligible patients meets retreatment criteria, then these patients may receive up to 2 additional administrations of Bimatoprost SR. These additional administrations will be of the same dose strength previously received during the lead study.

Summary of resolved ethical issues 

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

1. The Committee inquired after the design of the study. The Researcher replied that all participant in this follow-on study will have completed the 12-month study, most having received two implants at 4-month intervals. The rationale of following these patients for a number of years is to determine which patients receive prolonged benefit from the implant. It was stated that there was no intention to implant further. The Committee responded that the protocol suggested that participants whose inter-ocular pressure increased by more than 20 percent since the previous study would qualify for 2 further implants, but that there was a purely observational group. It was then queried how this extension study differed from the lead-in study follow-up and how participants who are observed only would benefit from inclusion, especially when receipt of study drug is at researcher discretion. The Researcher answered that most people find research follow-up preferable to standard care since this is done in a private setting and will be financed by Allergan. They get the care and attention of close observation and other inclusion benefits associated with research.

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 that local and independent scientific peer review be conducted.
3. The Committee requires acknowledgement that this study will involve use of human tissue – blood, urine, and ocular fluid – and for study documents to be amended accordingly.
4. The Committee noted that the letter provided by Mr Rikihana does not indicate Māori approval but rather raises a number of questions for the Researchers to offer consideration/response to. The Committee asked for this response to be supplied.

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

5. Please review the document for jargon, Americanisation, and complexity. This needs thorough review from a layperson perspective – a flow chart may be useful to outline study processes.
6. Please include a Māori tissue statement. The HDEC website offers standard wording if required.
7. Please provide the location of the Covance laboratory on page 7.
8. Please provide a valid Māori Support contact number, as the number currently listed leads to a CCDHB feedback line. Spelling also needs correcting to ‘Rikihana.’
9. Please remove the panel on the consent form for the legally authorised representative.

Notes

10. The Committee noted that the sentence “Māori have the same right to participate as Non-Māori and therefore will have equal access to any health gains that the study provides” and other such statements are a poor answer to the Māori responsiveness questions in the application form. It is appropriate here to include how the study might benefit Māori (access to research is not a benefit but a right) and identify cultural issues are raised.

Decision 

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

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para 6.22).
· Please provide evidence of local and independent peer review, in line with the HDEC template. This can be found at https://ethics.health.govt.nz/guides-templates-forms-0. (Ethical Guidelines for Intervention Studies para. 5.11).
· Please acknowledge/clarify the involvement of human tissue in this study (Ethical Guidelines for Intervention Studies para. 5.41).
· Please address the cultural issues for the study as raised in the letter from Mr Rikihana (Ethical Guidelines for Intervention Studies para. 4.9).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mrs Kate O’Connor and Mrs Jane Wylie.



	 5  
	Ethics ref:  
	19/NTB/161 
	 

	 
	Title: 
	Balloon Angioplasty versus Shockwave Intravascular Lithotripsy for calcified coronary stenoses 
	 

	 
	Principal Investigator: 
	Dr Seif El-Jack 
	 

	 
	Sponsor: 
	N/A
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
Bernard Wong and Hector Gonzales were 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

This study will compare the safety and efficacy of the novel Shockwave Intravascular Lithotripsy device with that of conventional balloon angioplasty in the treatment of calcified coronary stenoses.

Summary of resolved ethical issues 

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

1. The Committee queried whether potential participants would be in a position of vulnerability or be frightened at the point of consent. The Researchers answered that these will be people who have experienced a cardiac event or have had angina, but that patients whose condition is time-critical will not be recruited.
2. The Committee inquired why patient identifiers such as date-of-birth were being collected on the information and consent documents. The Researchers explained that these identifiers are retained in order to keep track of participants’ PISCFs as these are stored confidentiality and separately from other trial data and become part of the patient record.
3. The Committee queried the Researchers’ relationship with the device manufacturer, and what was being offered in return for sponsorship. The Researchers explained that they were offering access to final publication. Once sponsorship is confirmed the Researchers agreed to submit this to HDEC as an amendment with the relevant details.
4. The Committee asked what follow-up was in place for participants. The Researchers replied that there would be clinical follow-up and that this was not research-specific.

Summary of outstanding ethical issues

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

5. The Committee advised that the informed consent process should be arranged in the opposite way as it had been presented in this application. That is, potential participants should be provided the full unabridged PISCF pre-randomisation at least a day prior to surgery – this extra consent to research was not considered overly burdensome even in conjunction with standard of care consent documents. After having read the document, a member of the study team who is familiar with the protocol can go through this with the patient prior to the angiogram. These patients will be agreeing to randomisation if eligible for participation. Patients who are scheduled for surgery that same day should be excluded from the study, as there will be insufficient time to obtain fully informed consent. Following surgery, patients can then be informed via a standard information document that they were eligible for and enrolled in the study,. Patients who were not eligible should also be notified that this is the case.

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

6. Please increase the font size of the document.
7. Please remove participants’ enrolment code and study number from the one-page consent form, as this is currently linked with patient identifiers.

Notes

8. The Committee drew the Researchers’ attention to 2 comments from Dr Helen Wihongi in her review of the study. Dr Wihongi had advised that Māori consultation is formally required for this study and that institutional factors play a role in Māori access to research, not only social ones. Neither of these points were echoed in the application form.
9. The Committee commended the data provided on the internal monitoring committee, as well as the description of the process for deciding on a suitable calcified coronary lesion.

Decision 

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

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para. 6.22).
· Please update the informed consent process in line with the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para. 5.41 & 6.22).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mr John Hancock and Dr Nora Lynch.

 

	 6  
	Ethics ref:  
	19/NTB/163 
	 

	 
	Title: 
	MASTERSTROKE - The Study 
	 

	 
	Principal Investigator: 
	Dr Douglas Campbell 
	 

	 
	Sponsor: 
	Auckland District Health Board 
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 

Dr Douglas Campbell, Davina McAllister, and Ade Ayeni were 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

This randomised controlled trial attempts to identify the superiority of an augmented systolic blood pressure management pathway over current standard care in ischaemic stroke patients undergoing clot retrieval.

Summary of resolved ethical issues 

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

1. The Committee asked for a clear argument, pursuant to Right 7(4) of the Code of Health and Disability Consumers’ Rights, as to why this non-consensual research would be in the participants’ best interests; that is, that participation would be better than non-participation for these stroke patients. The Researchers explained that this study will necessitate constraining participants’ blood pressure range within a narrow margin. Harm comes to patients both from low and very high blood pressure, so this level of regulation is beneficial. In standard clinical care there are multiple factors which impact the clinician’s ability to maintain balanced blood pressure. This research will prioritise restraining the range of systolic blood pressure, and it will therefore be in the patients’ best interest to be placed in this study over standard care. There will be additional inclusion benefits such as monitoring by anaesthetists. 
2. The Committee noted a comment from the HRC peer reviewer which stated that they couldn’t reproduce the Researchers’ sample size calculations. The Researchers clarified that this was a misunderstanding of the modelling of the sample size.

Summary of outstanding ethical issues

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

3. The Committee asked that results from the pilot study be provided.
4. The Committee asked that the best interest argument which has been given orally to the Committee be formally stated in writing.



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

5. Please amend the Best Interest Statement (clinician’s form) to state that enrolment in the research into BP control during clot retrieval is in the patient’s best interest, not the clot retrieval procedure which is SOC. Page 2 also references clot retrieval, but the best interest reference needs to be the control of blood pressure within tight ranges.
6. Please amend the families’ information sheet to state that there are legal reasons for whānau not being asked to decide participation, as opposed to stress or unavailability.
7. On the follow-up consent form to be signed once the participant is competent, please note that consent cannot be withdrawn as this was never provided. The final declaration must therefore mention the withdrawal of participation rather than consent. Please amend the typo on page on page 2 which states there will be up to 50 participants enrolled – this should be 550.

Notes

8. The Committee noted that it is important to acknowledge the tapu nature of the head with relation to clot retrieval from the brain. It will also be important to maintain open lines of communication with He Kamaka Oranga/Dr Helen Wihongi throughout the process.

Decision 

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

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para. 6.22).
· Please provide results from the pilot study (Ethical Guidelines for Intervention Studies para. 5.41).
· Please formally state the best interest argument in writing (Code of Health and Disability Consumers’ Rights Right 7(4)).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mr John Hancock and Mrs Jane Wylie.


	 7  
	Ethics ref:  
	19/NTB/164 
	 

	 
	Title: 
	The DeLIVER NZ Study 
	 

	 
	Principal Investigator: 
	Dr Mark Webster 
	 

	 
	Sponsor: 
	Metavention, Inc. 
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
Mrs Jan Burd 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

This study investigates the safety and efficacy of hepaticautonomic denervation through the iRF System, a treatment for Type 2 Diabetes Mellitus which involves the delivery of low-level radio-frequency energy through a main artery leading to the liver. This has the effect of disrupting and scarring the sympathetic nerves with the aim of improving glucose control.

Summary of resolved ethical issues 

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

1. The Committee noted that the COMPLEMENT study did not yield promising efficacy results. The Researcher responded that the COMPLEMENT study was largely a feasibility and safety study, but that it was true that efficacy signals were weak. However, with safety and design questions addressed, the Researcher explained that the current study will target a narrower patient population which will maximise efficacy. Patients with strong efficacy signals were found to be those with metabolic syndrome which included a liver component, and this has informed the inclusion criteria of the DeLIVER Study.
2. The Committee inquired about the training clinicians will receive, and how many of these over the 10 sites were involved in the COMPLEMENT study. The Researcher responded that realistically only 5 sites are expected for this study, and that new clinicians will receive full protocol and animal training will be provided. The Committee asked whether the first human intervention will be supervised. The Researcher confirmed that it is likely an interventional radiologist will supervise, and that there will be representation from the manufacturer. It was clarified that all clinicians selected for this study have experience with renal denervation, using both uni-electrode and multi-electrode balloons.

Summary of outstanding ethical issues

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

3. The Committee requested an updated investigator’s brochure with information on the completed device bench testing. 
4. The Committee understood that the participant population had been narrowed to focus on Type 2 Diabetes patients with metabolic syndrome but noted that there was no inclusion criterion that patients be on a maximum tolerated dose of metformin. If patients are recruited who have not been exposed to a significant therapeutic dose of metformin, then they will be receiving an experimental treatment without having received prior standard care. In order for there to be equipoise, the Committee stated that an inclusion criterion must be added to ensure that patients have had either a reasonable clinical dose of metformin or a lesser dose if this is not tolerated. The Committee also asked that an iron studies panel be included to screen for hemochromatosis.
5. The Committee requested that all recruitment materials make it clear that this study involves a device going into vasculature, that there are 4 study visits which take 6-8 hours and involve an overnight stay in hospital, and what the age range for eligibility is. The Committee also ask for an explanation of this choice of age range, as this is potentially discriminatory.
6. The Committee advised that participants should be compensated for their time, not only reimbursed for travel and accommodation. A koha is appropriate for inconvenience and time devoted to the study. A general figure should be provided which details the payments in relation to time spent, number of procedures, etc.
7. The Committee observed that this study will be ablating the sympathetic supply to the liver and queried  if this may pose a theoretical risk to people who subsequently go on to insulin  and might not respond quickly tohypoglycaemia. The Committee asked if this could please be addressed.

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

8. Please amend the reproductive risk content on page 5, and on the consent form, in line with the HDEC template. This can be found at https://ethics.health.govt.nz/guides-templates-forms-0.
9. Please provide the location of the sponsor Metavention on the front-page header.
10. Please delete the sentence “…may help future patients with your condition” on page 4.
11. Please include a Māori Health Support contact detail.
12. Please give numbers of the participants in the COMPLEMENT study whose blood glucose levels were lowered, as efficacy is currently overstated.
13. Please provide a lay-interpretation of technical terms (e.g. standard of care closures; dissection; embolism; thromboembolism; bradycardia; electrolyte disturbances).
14. Please add Māori tissue statement on page 6 around use of blood (see above hyperlink for guidance).
15. Please add a statement that care of diabetes during the study remains with participants’ own doctors.
16. Please correct the HDC email address. This should be advocacy@advocacy.org.nz.

Notes

17. The Committee noted that when addressing the question of potential benefit to Māori in the application form, it would have been helpful to identify what portion of the 8% Māori population has Type 2 Diabetes. Additionally, the handling of tissue could have been cited as a cultural issue, as opposed to invoking the Treaty of Waitangi.

Decision 

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

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para. 6.22).
· Please provide information on the completed device bench testing (Ethical Guidelines for Intervention Studies para. 5.5).
· Please update the inclusion criteria as requested by the Committee (Ethical Guidelines for Intervention Studies para. 5.19 & 5.41).
· Please update recruitment materials as requested, and provide an explanation of the eligibility age range for this study (Ethical Guidelines for Intervention Studies para. 4.5 & 6.2).
· Please compensate participants for their time (Ethical Guidelines for Intervention Studies para. 6.34).
· Please address the Committee’s concern about the impact of ablation on participants’ sympathetic warning system (Ethical Guidelines for Intervention Studies para. 5.4).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mrs Kate O’Connor and Dr Nora Lynch.
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	Ethics ref:  
	19/NTB/166 
	 

	 
	Title: 
	BIONIC 10 year follow up 
	 

	 
	Principal Investigator: 
	A Prof Alice Theadom 
	 

	 
	Sponsor: 
	Auckland University of Technology 
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
A/Prof Alice Theadom was present via 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

This study aims to determine if there are any long-term effects 10 years following mild traumatic brain injury (TBI). Individuals who were identified as having a TBI within a previous study (2010-2011) will be contacted for assessments.

Summary of resolved ethical issues 

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

1. The Committee queried the length of time since the last contact with ongoing participants. The Researcher responded that some participants will be from the 8-year follow-up, and therefore last contact will have been 2-3 years ago. For those who missed this follow-up it will have been longer. The Committee asked whether communication had been maintained with newsletters, and the Researcher confirmed this was the case.
2. The Committee noted that participants who have experienced a medical event in the past 10 years will not be eligible to participate and queried how the Researcher will be aware of these events. The Researcher answered that this information will have come from ongoing contact with the participants, although some volunteer this information when events occur. The Committee queried how the Researcher will know whether TBI effects have worsened. The Researcher replied that again this will come largely from communication with participants, though consent has been obtained to contact their GP and access medical records.
3. The Committee noted that child controls will be recruited from a previous study, and inquired what the study was, whether these participants agreed to further contact, and how many controls per case are anticipated. The Researcher answered that the planned control/case ratio is 1:1, though 2:1 would is hoped for if possible. The study referred to is the COVEX study, a separate follow-up just on child participants. Controls from this group agreed to further contact.
4. The Committee questioned whether the subject matter of this study – an ongoing brain injury – might carry risk of stigmatisation or shame/whakamā for child participants. The Researcher responded that her experience was that children often feel relief at being able to discuss their problem and find the research useful to their lives. The Researcher also clarified that care is taken when publishing results, and that a message of hope is present.



Summary of outstanding ethical issues

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

5. The Committee requested that the advertisements targeting the control group be provided for review, on all media used. The Committee asked also that the content of communication to the cases, either the telephone script or letter, be provided.

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

6. Please note the questionnaire to be completed is not short, and a description of the scales and its content is necessary.
7. Please add that research staff being informed of concerns around wellbeing, resulting from the questionnaire, is a mandatory aspect of this standard, not optional.
8. Please amend the statement on limiting confidentiality on the basis of risk. ‘Risk’ alone is too vague, and this should be further defined. Wording in the Privacy Act could be replicated.
9. Please include in parental PIS that unexpected findings in the control group will be referred to the child’s GP if of a medical nature, and to a paediatric neuropsychologist if cognitive.
10. Please separate the PIS (for children and for adults) into two separate documents, one for the cases and one for the controls.
11. Please attend to the following paragraph: “Your (and your child’s) participation in this study will be stopped should any harmful effects appear or if the doctor feels it is not in your best interests to continue. Similarly, your doctor may at any time provide you (or your child) with any other treatment he/she considers necessary.” Please make clear that the doctor referred to here is the participant’s GP, not a study doctor.
12. Please add that medical records, ACC claims, and mortality statistics will all be accessed and linked.
13. Please update the Māori Support contact number, as this is currently not a valid phone number.
14. Please ensure that tick boxes on the consent form only apply to optional aspects of the study. These are also not necessary on the assent forms.

Notes

15. The Committee noted that the application form should have qualified the claim “'Maori have a higher risk of sustaining a TBI” with supporting statistics. The application could also have acknowledged whakamā as a potential issue for Māori.
16. The Committee stated that it would be courteous to include Dr John Perrott in future conversations.

Decision 

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

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Observational Studies para 6.10).
· Please provide all advertising material for the control group, and communication to be sent to the cases (Ethical Guidelines for Observational Studies para 6.5).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mrs Tangihaere MacFarlane and Mrs Jane Wylie.
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	Ethics ref:  
	19/NTB/167 
	 

	 
	Title: 
	C3671003: An Investigational Respiratory Syncytial Virus (RSV) Vaccine in Pregnant Women  
	 

	 
	Principal Investigator: 
	Dr Joanna (Jo) Gullam 
	 

	 
	Sponsor: 
	Pfizer Australia and New Zealand 
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
Dr Tony Wall and Kerin Thompson were present via 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

This study will assess the safety and tolerability of an investigational respiratory syncytial virus vaccine in healthy pregnant women, and subsequently the safety of maternal immunisation in infants born to these women up until 12 months of age.

Summary of resolved ethical issues 

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

1. The Committee queried whether the study protocol was being sent to SCOTT for review. The Researchers confirmed that Medsafe submission was underway.
2. The Committee questioned whether data provided to other researchers would remain in a potentially re-identifiable form, as stated in the application form, and asked for an explanation of this. The Researchers clarified that data potentially needed to be linked back to the individual for safety reasons, so a study code and would be retained. However, this linking key would only remain on-site, and is not supplied when sent to researchers offshore. Without the study key these data were said to be essentially de-identified.
3. The Committee asked for a status update on Māori consultation. The Researchers advised that this is underway individually at all 3 sites, and that any required changes to the protocol would be communicated to the Co-ordinating Investigator.

Summary of outstanding ethical issues

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

4. The Committee noted that safety data was only available 3 months post-vaccination in the sentinel cohort and requested an update on the previous studies in healthy women. Taking into account the higher risk of exposing a pregnant participant population, the Committee was unsure of the timeline of this current study given the lack of safety information from these preceding studies. For example, there is no data on when the peak IgG response post-vaccination will occur in these mothers. Therefore, pregnant women who are vaccinated at 36 weeks, the upper end of the inclusion range, and subsequently give birth between 36-39 weeks may not have enough time to mount a maximum response (assuming a 4-week response time as in other vaccines). There is also a current lack of data on how long the IgG response will last. The Committee asked that the question of whether it is ethical to conduct this current study, when data from phase I and IIa studies involving 1300 people is still forthcoming, be addressed.
5. The Committee observed that the uploaded insurance certificate only enforced medical malpractice liability and asked that evidence of ACC-equivalent insurance for injuries occurring in this trial be provided.
6. The Committee asked that it be clarified why an IVF pregnancy is an exclusion criterion.
7. The Committee requested more information on the management of the follow-ups on infant illness occurring within the 12 months following birth, including travel and other practicalities. In particular, the Committee would prefer that the methods employed in Christchurch, such as a trained paediatric nurse conducting home visits, be replicated at all study sites. All homes visit protocols should also include tikanga Māori.
8. The Committee advised that samples collected as part of the core study, not for optional future unspecified research, should only be retained for a maximum of 2 years post-study for analysis and possible re-testing, as opposed to the 15 years indicated. This latter time period may raise cultural issues for Māori if retained without a specific purpose.

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

9. Please ensure that the privacy supplement, currently at the back of the document, be moved in front of the consent form, as this contains information necessary for participants to provide informed consent. Please also review for readability and provide definitions for technical terms such as ‘placebo.’
10. Please amend information on the retention of tissue on page 11 of the main PIS in line with Committee’s recommended timeframe.
11. Please divide the consent mechanism, and provide a separate consent box, for future unspecified use of the infant’s tissue into two categories of use: 1) uses relating to viruses and vaccines, 2) uses not related to the study subject, such as commercial use.
12. On all information and consent documents please include the location of Pfizer, Inc. (page 3).
13. Please align the Māori cultural statement on page 12 with the HDEC template, as there is currently a reference to Kaumātua consultation which is more specific than usually advised. The standard wording is as follows:

‘You may hold beliefs about a sacred and shared value of all or any tissue samples removed. The cultural issues associated with sending your samples overseas and/or storing your tissue should be discussed with your family/ whānau as appropriate.

There are a range of views held by Māori around these issues; some iwi disagree with storage of samples citing whakapapa and advise their people to consult before participating in research where this occurs. However, it is acknowledged that individuals have the right to choose.’

14. Please include Māori support details, including a phone number and extension.

Decision 

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

· Please amend the information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para. 6.22).
· Please address the Committee’s concerns around commencing this trial before safety data from preceding studies is available (Ethical Guidelines for Intervention Studies para. 5.4).
· Please provide evidence of at least ACC-equivalent insurance for injuries occurring in this trial (Ethical Guidelines for Intervention Studies para. 8.4)
· Please clarify/justify why IVF pregnancies will be excluded (Ethical Guidelines for Intervention Studies para. 5.27).
· Please provide more information on the follow-ups of infant illness occurring within the first 12 months of birth (Ethical Guidelines for Intervention Studies para. 5.41).
· Please ensure that tissue collected as part of the main study is only retained for 2 years (Ethical Guidelines for Intervention Studies para. 5.41).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mr John Hancock and Mrs Jane Wylie.
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	Ethics ref:  
	19/NTB/169 
	 

	 
	Title: 
	Can omega-3s help concussion recovery? 
	 

	 
	Principal Investigator: 
	Mr Josh McGeown 
	 

	 
	Sponsor: 
	AUT
	 

	 
	Clock Start Date: 
	19 September 2019 
	 


 
No Researcher was 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

This is a two-arm feasibility study aiming to determine the feasibility of a larger  trial as well as looking for a signal of the efficacy of Omega-3 fatty acids in assisting clinical and neurological recovery following sports-related mild traumatic brain injury.

Summary of outstanding ethical issues

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

1. The Committee asked that new evidence of scientific peer be submitted on the trial substance, as the current submission related to a different protocol involving creatine and data collection via a phone application.
2. The Committee required that control data be from consented volunteers in the RCT only, and not comprised of unconsented AXIS data.
3. The Committee requested information on the independent data monitoring committee, such as its composition, how often it will meet, and what it will look at.
4. The Committee asked that, as this is an ACC-run clinic, it be confirmed that ACC does not have access to raw unit-level data.
5. The Committee asked that the following be added to the exclusion criteria: people with known lactose intolerance as the preparation contains lactose, and women who are or may be pregnant since there is no evidence to support the safety of such high dose omega 3 preparations in pregnancy.

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

6. Please add the location of AXIS Sports Medicine to the front-page header.
7. The Committee suggests removing the first sentence in the last paragraph on page 2, as this is a broad and perhaps unnecessary statement.
8. Please address the repeated reference to AXIS throughout the document, as this often unnecessary and promotional. For example: “AXIS is leading the way in New Zealand” (page 2), “the AXIS team are experts” (page 7). The tone of the document in general was promotional and emotive, this should be made more neutral.
9. Please review for readability. Larger font and shorter sentences should be used.
10. Please amend definitive statements like “knowledge gained from this study will benefits patients with a concussion.” This should be qualified as may benefit.
11. The Committee suggests advising participants that they will be consuming an additional 360 calories per day.
12. In the flow chart on page 5, please mark the assessments as ‘Research’ or ‘Standard.’
13. Please insert a Māori cultural statement near the saliva collection information. The HDEC website offers standard wording if required.

Notes

14. The Committee noted that whakamā (embarrassment) is an important issue for Māori that should be taken into account, both actual and potential.

Decision 

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

· Please amend the participant information sheet and consent form, taking into account the suggestions made by the Committee. Please also ensure that control data is used with consent. (Ethical Guidelines for Intervention Studies para. 6.22).
· Please provide updated peer review (Ethical Guidelines for Intervention Studies para 5.11).
· Please provide information on the independent data monitoring committee (Ethical Guidelines for Intervention Studies para 5.41).
· Please ensure that ACC does not have access to raw study data (Ethical Guidelines for Intervention Studies para 7.2).
· Please amend the inclusion/exclusion criteria, taking into account the recommendations of the Committee (Ethical Guidelines for Intervention Studies para. 5.41).

After receipt of the information requested by the Committee, a final decision on the application will be made by Mrs Kate O’Connor Dr Nora Lynch.

 


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 November 2019

	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.

· Dr Nora Lynch

3. Previous Minutes

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



The meeting closed at 5:00pm.
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