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	Committee:
	Northern B Health and Disability Ethics Committee

	Meeting date:
	03 March 2020

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



	Time
	Item of business

	12:00pm
	Welcome

	12:20pm
	Confirmation of minutes of meeting of 04 February 2020

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

	12:30 – 12:55
12:55 – 1:20
1:20 – 1:45
1:45 – 2:10
2:10 – 2:20
2:20 – 2:45
2:45 – 3:10
3:10 – 3:35
3:35 – 4:00

	  i 20/NTB/31     
  ii 20/NTB/37    
  iii 20/NTB/7    
  iv 20/NTB/33  
(10 minute break)
  v 20/NTB/8     
    (Break)
  vii 20/NTB/39  
  viii 20/NTB/40

	4:00pm
	Meeting ends




	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  
	 

	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 
	24/07/2019 
	Apologies 
	 

	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 
	 

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


 

Welcome
 

The Chair opened the meeting at 12:00pm and welcomed Committee members, noting that apologies had been received from Dr Nora Lynch.

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 February 2020 were confirmed.



New applications 


	 1  
	Ethics ref:  
	20/NTB/31 
	 

	 
	Title: 
	COOLHEAD-1 
	 

	 
	Principal Investigator: 
	Professor Alan Barber 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	05 February 2020 
	 


 
Professor Alan Barber, Dr William Diprose and Dr Doug Campbell 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

1. The potential damage done during the time taken to reach hospital for clot retrieval after stroke might be reduced if the head is cooled. This study aims to test whether six awake, healthy participants are able to tolerate wearing a proprietary head cooling device for up to 120 minutes and also whether it is capable of cooling the brains of awake, healthy participants within 60 minutes. Results will inform later studies in stroke patients. 
2. An MRI will be used to detect a drop in blood temperature in the head, and a rectal thermometer will be used to measure core body temperature. 


Summary of resolved ethical issues 

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

3. The Committee asked how participants would be recruited into the study. The Researchers explained that posters would be advertised in the university, and would target a range of ages of healthy participants. 
4. The Committee asked about the current clinical use of the device. The Researchers explained that the device is currently used in the United States on patients who have suffered a concussion up to 12 hours following the concussion. The device is being purchased from an American company, but that company is not involved in the study. They further explained that the device is FDA-approved for treating concussions, but that the evidence was not strong, so they wish to assess its safety and tolerability in this study. The current evidence shows that individuals have tolerated the device well for up to an hour. This is the phase 1 study, and phase 2 will test safety and tolerability in post-stroke patients. 
5. The committee asked why a rectal thermometer is needed. The Researchers explained that it will be used to measure core body temperature for safety purposes (to ensure that reducing the brain temperature does not reduce core temperature). 


6. The Committee asked why the device is being trialled twice in the same population. The Researchers explained that they want to test it on participants who can tolerate it, so using the same population twice will ensure for the second test that the participants find the device tolerable. 
7. The Committee asked what would be done in the event that many participants found the device intolerable. The Researchers explained that the settings on the device can be altered to make it more tolerable, however they expect participants to find the device tolerable. They further stated that the recruitment target is the minimum number of participants needed to detect a difference in temperature between the brain and body core. 
8. The Committee asked at what level of blood pressure would be considered too high in the study, and how that would be treated or managed. The Researchers answered that they are using the levels used in treatment of stroke, which is a relative increase from the baseline blood pressure, such as 180 from 110. Above that level participants will not be treated.
9. The Committee asked whether Auckland University and AHDB are joint sponsors and monitors for the study. The Researchers clarified that they work for both the university and ADHB, but that locality approval will go through ADHB.
10. The Committee noted that the Researchers’ answers to the application form stated that the participants’ next of kin details are being sent to the ADHB research office, which the Researchers confirmed was a mistake.
11. The Committee asked about the Māori consultation, which the Researchers stated will be sought through ADHB.
12. Permission for auditors/HDEC to review medical records. Researchers stated that if there was a safety issue then it would be reasonable to look through the participants’ medical records. The researchers agreed to remove this statement.

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 suggested that a safety protocol might be needed to define what action will be made at varying levels of discomfort. The Researchers agreed that a safety plan would be useful. 
14. The Committee asked if a Koha would be given to participants. The Researchers stated that most participants are grateful for the scans themselves, however agreed to provide a small Koha in addition. 
15. The Committee noted that the head is tapu for Māori. The researchers acknowledged this and agreed to note it in the study documents.

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

16. Please add more information to the PIS regarding the safety and use of the thermometer. It may be helpful to include the picture of the study device  that is in the protocol.
17. Please clarify the sentence “you will be returned to the room and have the rectal catheter removed”.
18. Please add information to the PIS about what reasons would cause the intervention (the device) to be stopped/taken off.
19. Please add the option to receive an academic summary as well as a lay summary of the results. 
20. Please update the compensation wording to align with that on the HDEC PISCF template (see https://ethics.health.govt.nz/system/files/documents/pages/piscf-template-feb-2020-270220.doc) 
21. Please update the Māori contact details.
22. Please remove the yes/no tick boxes from the consent form for all statements that aren’t truly optional, i.e. those where a participant could select ‘no’ and still participate in the study. 
23. Please remove from the consent form the consent to the participant’s GP being informed about their participation.

Decision 

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

· Please provide a safety protocol for the use of the device. 
· Please upload the recruitment poster.
· Please update the study protocol, adding a koha to be given to participants and taking into account the tapu nature of the head for Māori.
· Please amend the information sheet and consent form, taking into account the suggestions made by the Committee


	 2  
	Ethics ref:  
	20/NTB/37 
	 

	 
	Title: 
	Village - a communication app for supporting young people with low mood and suicidal ideation 
	 

	 
	Principal Investigator: 
	Dr Hiran Thabrew 
	 

	 
	Sponsor: 
	Auckland District Health Board 
	 

	 
	Clock Start Date: 
	20 February 2020 
	 


 
Dr Hiran Thabrew 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. This study will recruit those who have shown suicidality or attempted self-harm. There is little in the way of evidence-based interventions for this population, hence the justification for performing the research on such a high-risk group. One study from the UK looked at peer support systems, and showed that it had an immediate effect, as well as a reduction in suicide after 10 years. This study builds off that finding using an app-based approach
2. This is an open trial of a communication app with young people experiencing low mood and suicidal ideation aged 13-18 years. The app is co-designed by YP, and the researcher is also an app developer. The main participant nominates a network of ‘buddies’ (family/whanau or peers, of 16 years or older) who are in turn educated and supported to respond appropriately through the app. This pilot study aims to develop a functional prototype of Village and to test its acceptability and preliminary effectiveness. This will be done by taking measures of baseline mental health, repeated at 4 and 12 weeks.
3. The study will test safety and usability, but is not powered to assess efficacy.

Summary of resolved ethical issues 

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

4. The Committee asked about the Researcher’s experience. The Researcher explained that he works as a child psychiatrist and paediatrician at Starship hospital and as a senior lecturer at Auckland University. He has worked within the health team at the university developing therapeutic apps for young people, primarily for those with chronic illness but also those who come through the emergency department.  
5. The Committee asked how recruitment through CAMHS/Starship would take place. The Researcher explained that they will provide clinicians with PIS documents to present to patients, and if those patients decide to contact them, they will meet face to face and explain study. They may also bring a support person. If they agree to participate, they will download the app onto their phone (phones can be supplied), and would then identify one or more support people, who could be family or friends. The Committee noted the burden for the support people, who would also be participants in the study.
The app allows the user to do daily checks on themselves, to ask for support from their ‘buddies’, and to indicate to a buddy when they are feeling stress. It also allows them to contact different people at different times. For both parties there is Youthline backup support. 
6. The Committee asked what functionality testing has been done with the app.
The Researcher stated that there has been beta prototyping, and explained that between now and August the development of a prototype will be completed and tested. The hope is to start a pilot trial after that. 
7. The Committee stated that participants need to know that they can contact helpline at any time. The Researcher stated that there is an emergency number on every page of the app. 
8. The Committee asked how manipulative behaviour on the part of the buddies would be avoided. The Researcher explained that this is done by putting the young person at the heart of it, and by letting them choose their buddies. This would not be any different to what they would do outside of the study, by contacting others over text/social media. The Researcher acknowledged that they cannot fully remove the risks as they are tied to the experience of communicating with people. 
9. It was confirmed that the scientific peer review was independent. 
10. The Committee asked if data from the study would be used for future research. The Researcher answered that they would be using it to inform the development of a larger trial, but would not be sharing that data with other researchers.
11. The Committee suggested that the data collected in interviews would not be certainly unidentifiable, as in NZ some very specific situations are identifiable as it is a small country and extreme events happen. The Researcher explained that a case-study format would not be used, but rather the information would be collated in tables.

Summary of outstanding ethical issues

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

12. The Committee expressed concern that the research is being conducted on an extremely vulnerable participants, and questioned why it cannot be done in a less vulnerable population. They suggested that the research instead be done only in young people over the age of 16 who can consent for themselves. The Researcher agreed to this request. 
13. The Committee noted that some of the research aims are around user testing, rather than efficacy. They suggested that user testing be done in a healthy population before the app is piloted in the more vulnerable population, at which point efficacy could be evaluated. The Researcher stated that it was better to test the app in those who would be using it, to gauge what is useful to them specifically. In response to this the Committee suggested to test the app first in patients from primary care, rather than the more vulnerable children in secondary care. 
14. The Researcher noted that the 13-15 age group is very different to young people over the age of 16, and might have different usability requirements. The Committee suggested to do a first test in children over 16 for safety, and following this to pilot the app in a younger population for usability. The Committee also noted that proving safety first in young people over 16 might then make recruiting younger participants easier. 
15. The Committee expressed concern that the responsibilities required for the buddies may be too demanding for school-age children. Additionally, the Committee expressed concern that children under the age of 16 may not have buddies over the age of 16 (aside from family). 
16. The Committee asked what happens if a buddy withdraws from the study. The Researcher explained that the main participant would not be withdrawn, as individuals will have multiple (up to 5) buddies. Furthermore, as the app use period is also only a few weeks, good retainment is expected. The Committee asked that this be outlined in the PIS.
17. The Committee asked if the communication between the main participant and the buddies is purely private between individuals. The Researcher explained that there is no monitoring except for an AI algorithm within the app which picks up key words signifying that an intervention may be needed. That signal is then passed on to Youthline, who will call the participant. The Committee asked for documentation relating to the AI, as well as for information regarding what data Youthline will receive. The Committee also asked for the investigator to have a log of each time the AI is triggered.
18. The Committee asked for a privacy risk assessment regarding the data captured by the app. 
19. The Committee asked whether in-app data would be used captured and analysed in the study, which the Researcher confirmed. The Committee asked for information regarding the use of that data to be added to the protocol and PIS. 
20. The Committee asked how the Researcher would mitigate the chance of buddies having a negative impact on the main participant’s mental health through using the app. The Researcher responded that the buddies must be chosen by the main participant, that they have some control over how often they would like to be contacted by the buddies, and they also have the ability to remove buddies. The Committee asked for documentation regarding the coaching of the buddies. 
21. The Committee stated the need for cultural support (particularly for Māori) to be available in the app. The Researcher agreed to discuss this with a Māori co-investigator.
22. With regards to the Researcher’s answer to question A.1.6 of the application form, the Committee asked whether the buddy will actually be able to provide urgent/on call support. 
23. The Committee noted that the co-investigator is the inventor of the app, and asked if DataCom holds the IP rights for it.
24. The Committee asked for the questionnaires on mood, mental health and QoL to be uploaded.

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

25. Issues that apply to the main participant PIS only: 
· Please outline what information will be captured by the app, and with whom it will be shared.
· Please outline that the buddies are also participating in the study, and that the main participant may continue in the study if a buddy withdraws. 
· Please remove the statement “how to provide you with the help that you actually need”, as it implies that the current help is not what the participant actually needs. The Committee suggested wording such as “the help that works best for you”.
· Please add greater detail regarding what information Youthline will receive.
· Please add the following statement, or one to similar effect: “for your own safety, we will not tell you what the trigger words are”. 
26. Please make clear that the support and coaching is not done by a person, but through online education. Buddies need to be actively engaged and will not receive de-briefing. This should also be included in the PIS for support buddies.
27. Please amend the confidentiality statement to say that Youthline will be called if the participant indicates suicidal ideation. Please also add greater detail around what information is being given to whom (will the GP be informed in any event?).
28. Please add a cultural statement to each PIS. 
29. Please make clear that the support person is also using the app. Please also make clear that they are consenting to an interaction with the other person, and that what they do in the app becomes part of the study data. 
30. Consent form (CF): please add a statement to the effect of “I understand that in the event of an emergency external mental health services will be notified, and I understand that that will happen without me being asked”.
31. Please explain to participants what will happen for them when the study ends.
32. Please indicate where the meeting between participant and researcher will occur.
33. Please make clear which groups may be informed of a participant’s inclusion in the study.
34. Please identify the sponsor/study monitor on front page headers (ADHB or Auckland University or both).
35. Please state the choice of vouchers that will be made available to participants.

Decision 

This application was declined by consensus, as the Committee did not consider that the study would meet the following ethical standards:

· Before undertaking research with children or young people, researchers must ensure that if children from a range of age groups can answer the study question, the study involves older children in preference to younger ones (National Ethical Standards para 6.2).
· Researchers must protect participants’ and/or individuals’ Health Data and must only use and disclose it to people authorised by those participants and/or individuals. Due to the ambiguity relating to data management in the app, the Committee felt that a privacy risk assessment was needed to meet this standard (National Ethical Standards para 12.10).
· Participants must be fully informed of and consent to the collection and use of their data (National Ethical Standards para 12.22).
· The research protocol should document the processes for minimising and managing risks of harm (National Ethical Standards para 8.6). To meet this standard, documentation on the coaching of buddies and how the risk of harm caused by buddies is needed.
· The Standards state that researchers should maximise the degree to which their study can contribute to Māori health outcomes. Given that cultural support was not available for participants in using the app, the Committee did not feel that the research met this standard (National Ethical Standards para 3.1).
· The Standards state that for commercially sponsored clinical trials, Researchers must make ACC-equivalent alternative compensation available to participants for the whole period of the clinical trial (National Ethical Standards para 17.1). The Committee required further information regarding the relationship of DataCom to the study to determine whether these standards need to be met.



	 3  
	Ethics ref:  
	20/NTB/7 
	 

	 
	Title: 
	MK3475-991 Phase 3 Study of Pembrolizumab/Placebo plus Enzalutamide plus ADT in Metastatic Hormone-Sensitive Prostate Cancer. 
	 

	 
	Principal Investigator: 
	Dr Nicola Lawrence 
	 

	 
	Sponsor: 
	Merck Sharp & Dohme (Australia) Pty Limited 
	 

	 
	Clock Start Date: 
	23 January 2020 
	 


 
Dr Nicola Lawrence and other members of the research team  and representatives of the Sponsor 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

1. This is a phase 3, randomized, double-blind trial of medication for treating newly diagnosed metastatic prostate cancer. The participants will have study visits every 3 weeks. Pembrolizumab or placebo will be given by IV infusion once every 3 weeks for about 35 doses or approximately 2 years or until the discontinuation criteria is met. Enzalutamide will be taken by mouth once a day and at the same time each day until discontinuation criteria is met. ADT will be given as per standard of care. Patients who have discontinued treatment will be followed up every 12 weeks. Quality of Life reported outcomes will also be collected throughout the study. Adverse events and medications will be monitored until the participant enters the follow-up phase. Participants who show disease progression will be followed up every 12 weeks by telephone.
2. This study will offer all patients enzalutamide treatment (which is the control arm of the trial).

Summary of resolved ethical issues 

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

3. The Committee asked if there is a charter for the scientific review committee. The Researchers clarified that the committee consists of consultants, rather than regular employees of MSD. The Committee was satisfied with this response. 
4. The Committee noted that the consent form has a provision for if the participant needs an interpreter, and asked how quality of life measures would be translated. The Researchers explained that those questionnaires have not yet been translated due to the work required to do so. The Committee stated that they would need to be validated after translation, which would require too much work at this stage of the study’s development. The Researchers stated that if the patient cannot read the English QoL test, then they would be excluded from that part of the study only. 
5. The Committee asked if the ethnicity information would be collected based New Zealand ethnicity definitions. The researchers responded that, as the study is an international trial, it would be collected according to international (FDA) race standards. The Committee asked for the local site to collect NZ-specific ethnicity information (according to the census criteria) in addition to the international race information. The site representative confirmed that this data would be collected by the site.
6. The Committee asked if the researchers had completed their Māori consultation, which they confirmed.

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 whether the peer review was independent. The Researchers stated that they would normally go to SCOTT for peer review, however in this case have established a scientific review committee as well as seeking review by regulatory agencies in other countries. The Committee asked if greater details from those regulatory agencies could be provided.
8. The Committee asked for clarification around what components of biomarker testing is compulsory, and whether there is a future research component. The Researchers explained that consent for future research is not being sought, and that the biomarker testing is a required part of this study. The Committee noted however that the protocol allows for an option to not collect genetic samples. The Committee stated that doing so would be fine, however needs to be consented for with a separate PIS. It asked that the researchers clarify whether future research will be included in the study.
9. The Committee asked where samples collected in the study would be stored. The Researchers explained that the storage locations are likely to change, and suggested that they could send a letter to participants informing them of a change in location which would be submitted to HDEC for approval as an amendment. The Committee accepted this approach, and asked that this be detailed in the protocol.

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

10. Page 2: please amend “help you live longer” to make this less personal.
11. Page 4: please specify what is reportable by law in NZ regarding hepatitis and HIV.
12. Page 8: please remove the statement regarding the number of menstrual cycles being reduced.
13. Page 17, participant’s rights: the Committee stated that it is not in accordance with New Zealand law to take away participants’ right to access their data, however it can be advised why it would be best to wait until the end of the study, and that they may be withdrawn if they do wish to remove or correct their data.
14. Please make the reimbursement statement more specific (i.e. for “reasonable costs”).
15. Please identify the locality of MSD on the front page header. 
16. Page 16, no. 26: please explain who Astellas is.
17. Please re-word the addendum and make the purpose of the information clear (it begins with “how is this study being changed?”, but does not answer that question).

Decision 

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

· Please provide documentation relating to the scientific/regulatory approval received in other countries.
· Please clarify whether a biomarker sub-study is included as part of this application, and if it is, please upload a separate PIS/CF.
· Please amend the study protocol, detailing the process for consenting participants when their samples are to be moved to a new overseas laboratory.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.

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


	4  
	Ethics ref:  
	20/NTB/33 
	 

	 
	Title: 
	The TARGET 4.5 Year Follow-up Study 
	 

	 
	Principal Investigator: 
	Professor Caroline Crowther 
	 

	 
	Sponsor: 
	University of Auckland 
	 

	 
	Clock Start Date: 
	20 February 2020 
	 


 
Professor Caroline Crowther and Professor Jane Harding 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. This is a follow-up study of mothers who had gestational diabetes and participated in the TARGET Trial and their children who are now 4.5 years old. The aim is to assess whether tighter targets for blood sugar control in mothers with gestational diabetes mellitus compared with less tight targets reduces their later cardiometabolic risk and improves the growth and development of their children 4.5 years later. 
2. The study will involve at-home or hospital 2-hour visits. Mothers will be assessed for Type 2 diabetes or impaired glucose tolerance and for metabolic syndrome and body composition. Data on mothers' dietary patterns, physical activity and emotional wellbeing will be collected. Children will be assessed for body mass index (BMI), obesity, and for neurocognitive function, behaviour and emotional development. 
3. Mothers will be contacted and asked to participate in this follow-up study either by phone, letter or email. 

Summary of resolved ethical issues 

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

4. The Committee asked whether those mothers being invited into this study were asked in the original study to consent to be contacted about future research. The Researcher responded that the mothers did not specifically ask for consent to be contacted, however they would be re-contacting the mothers regardless to share the results of the previous study with them, and would invite them onto this study at the same time.
5. The Committee asked whether data will be stored in a de-identified form, which the Researchers confirmed.
6. The Committee asked whether the Researchers would be seeking informed assent from the children. The Researchers explained that they have had no experience of success at 4 ½ years old, and typically only use assent forms from 6 years up.
7. The Committee asked whether the researchers have an at-home visit protocol that includes tikanga Maori, which the Researchers confirmed.

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 expressed concern about the on-going surveillance of children using government data until they’re 16, and asked why that is being done. The Researchers explained that at 4 ½ years old they will be able to match the data in this study with the before-school check data. That will provide information about hearing and vision screening, and being able to do that going into the future will provide information about health outcomes over time without placing the burden of follow-up on the family. The Committee asked what information exactly is being sought to be made clearer in the PISCF. The Committee further noted that at 4 ½ the children will not be consenting to the use of their data, and asked what methods are being used to ensure that the children’s rights to determine the use of their data are respected once they are older. The researchers stated that they are not collecting identifiable data, but are merely accessing government data (IDI) linked through NHI in an encrypted form. The Committee stated that a good justification is needed for using 10-year outcomes, but acknowledged that IDI data is not as sensitive as other data. The Committee asked for the clause on the consent form be narrowed to match that on the PIS, and for the justification for accessing that data to be outlined. 
9. The Committee asked for a tissue management plan to be added to the protocol, and specifically for it to address the tissue taken from mothers.
10. The Committee asked to see the initial invitation letter which will be sent out with the PIS.
11. With regards to the executive function test, the Committee stated that items such as  “bringing home homework” is not relevant to 4 ½ year olds and asked for these to be reviewed.

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

12. Please remove the yes/no tick boxes from the consent form for all statements that aren’t truly optional, i.e. those where a participant could select ‘no’ and still participate in the study. 
13. Rights section: please include the right to receive the summary of the research.
14. Please make clear that if the participant has had a recent blood test then they may use that.
15. Please add information about whether travel or other expenses will be reimbursed.  
16. Please state the sponsor’s name on the front page of the PIS. 

Decision 

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

· Please provide information on how study data will be linked with government data.
· Please provide an amended protocol that includes a tissue management plan. 
· Please upload the invitation letter.
· Please amend the executive function test to make it appropriate for a 4 ½ year old.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.

After receipt of the information requested by the Committee, a final decision on the application will be made by Ms Susan Sherrard and Mrs Jane Wylie.



	 5  
	Ethics ref:  
	20/NTB/8 
	 

	 
	Title: 
	Transabdominal Electric Stimulation in the Treatment of Chronic Constipation in Children 
	 

	 
	Principal Investigator: 
	Dr Vivek Rajasekaran 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	23 January 2020 
	 


 
Dr Vivek Rajasekaran 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. This is a double-blind randomized controlled trial of transcutaneous abdominal electrical stimulation in children aged 5-15 years, as a treatment for chronic constipation where there is no defined cause. The experimental arm of the study is 6 weeks of 1 hour daily transabdominal stimulation (TAES) via a TNS machine which is attached at the front and the back, and worn for 1 hour a day. It is a small device and comes with a clip so that the children can walk around. It cannot get wet. 
2. This will be compared with 6 weeks of 1 hour daily of TAES but using a machine which only gives 1 minute of pulsing and then stops. 
3. The primary outcome is a number of spontaneous bowel motions per week. Secondary outcomes are stool consistency, soiling frequency, and score on the Neurogenic Bowel Dysfunction scale. Parents are required to fill out a detailed daily bowel/poo chart. 
4. Dr Vivek Rajasekaran has identified that chronic constipation is a problem worthy of addressing and for which treatments are poor. There is preliminary information on the usability/safety of this type of device, but insufficient to make a decision on its efficacy.

Summary of resolved ethical issues 

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

5. The Committee noted that the device is as minimally invasive as possible, is well known and that the safety has been well tested. The Researcher confirmed that as it is powered by 2 ‘double a’ batteries, there is low malfunction risk. If the skin gets wet there is a low risk of a burn, but that risk is low. 
6. The Committee noted that the study will also include children with a reduced capacity to consent due to a diagnosis of cerebral palsy, and asked how their assent will be supported. The Researcher explained that these children, as well as some with autism are being included as they will have increased difficulty in taking laxatives, and therefore are more likely to benefit from the research. They explained that the research nurses are trained to explain information to children in an appropriate way. The Committee asked for more information on how staff will aid the assent of children with cerebral palsy / autism (this could be a flowchart). 
7. The Committee enquired about the Researchers’ Maori consultation, which they explained has been done with Dr Nina Scott who has approved the study. 

8. The Committee asked for justification for including the younger participants. The Researcher explained that children around the age of 5 tend to have problems around anal retention of stool, which is fixed through toilet training. As such, this treatment is not expected to benefit children of that age. The impact of chronic constipation is most strongly going to be felt by children aged 8-9 years, and they have the greatest potential to benefit from this intervention. Including this age group will allow the Researchers to see the QoL impact of this intervention, and they have included the age groups above and below as contingency. 
9. The Committee asked if the study will specifically target children with autism. The Researcher explained that they are not specifically targeting children with autism, but are wondering if this treatment would be a particularly valuable intervention for that population. However, they are first testing whether this treatment is efficacious for the general population.
10. The Committee enquired about reimbursements for any expenses incurred. The Researcher explained that they are not anticipating any costs involved with the study, as conduct of the study will be done at home and follow-up appointments will be with their regular paediatrician.
11. The Committee noted that the Researcher implied in the application form that all patients who present in the department will be enrolled, and confirmed with the Researcher that those patients will only be approached.

Summary of outstanding ethical issues

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

12. With regards to the planned halfway-point analysis, the Committee asked for information on what results would be necessary or sufficient for the trial to discontinue.

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

13. The Committee noted that although the study includes children aged 5-15 years, only 1 assent form had been presented, and asked to see staged assent forms (5-7, 7-11 and 11-15) with varying levels of language, and pictures for the 5-7 group. 
14. The Committee asked about the risk of swallowing the batteries. The Researchers explained that the batteries themselves are large double-A batteries which have a low risk of swallowing, and that the risk is low for the age groups involved. The Committee asked for it to be stated in the PIS that there is a potential risk of swallowing. 
15. The Committee asked for the sponsor to be identified.
16. The Committee asked for the Researcher to refer to the HDEC template and check which sections are missing (in particular ACC statement and starting/stopping rules)
17. Please make very clear in the first paragraph what electric stimulation looks like.
18. Please proofread for jargon.
19. Page 1: “we’ve received this funding”, please amend to “we have been funded by X”.
20. Retention of information needs to be 10 years after last participant completes the trial.
21. Please remove the yes/no tick boxes from the consent form for all statements that aren’t truly optional, i.e. those where a participant could select ‘no’ and still participate in the study. 
22. Please include some statement about the sensitivity of the topic in the PIS, and consider whether there are any cultural sensitivities. 
23. Diary: please ask participants how long they have managed to use the machine each day. This is important so as not to skew the results, and especially for children with autism.
24. Please include pictures of the device in the educational booklet.
25. Please state that participants will not be able to keep the device after completing the study.

Decision 

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

· Please amend the protocol, detailing the stop/start criteria for the halfway-point analysis.
· Please upload staged assent forms for children of 5-7, 7-11 and 11-15 years of age.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.

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 Leesa Russel.
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Dr William Evans was present in person, and Dr Thivya Jeyaranjan and Prof Paul Glue 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

1. This is a dual site double-blinded randomised controlled trial to assess the effects of MDMA-assisted therapy vs a psychoactive control treatment (methylphenidate) on depression and anxiety symptoms in patients with advanced-stage cancer. 24 participants will receive MDMA or methylphenidate in clinic, plus a top up optionally, and get some psychological/spiritual support before and after. They have the option to receive an open label single hit of MDMA at 28 days if still depressed.


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 why Methylphenidate had been chosen to be used as a placebo. The Researcher explained that Ritalin (Methylphenidate) is a pyscho-stimulant and is occasionally used in palliative care for psycho-motor retardation related to depression and anxiety. It causes an increase in attention, and can help some people with their mood. There is no clear evidence currently for its benefit with depression and anxiety, but individual studies have shown benefits in the palliative care context. It is ideal as a placebo in this setting due to its effect, as a placebo with no effect may be noticed and exacerbate bias. 
3. The Committee asked if the capsules of Methodyn will be distinguishable from the MDMA capsules. The Researchers confirmed that they will be presented in identical capsules to ensure the participants are blinded.
4. The Committee asked whether it is expected that participants will be MDMA-naïve. The Researchers stated that they are not excluding participants on this basis, but only on whether any drugs have been consumed in the past 6 months. The Committee expressed concern that some participants might be aware of and recognise the effects of MDMA. The Researchers stated that they do not expect many of the participants to be familiar with MDMA, given the population group. They further stated that they expect Methylphenodate to be largely effective as a placebo, as it will produce euphoria, however will not produce visual or auditory changes. The Committee noted that more than a quarter of middle aged New Zealanders have had experience with methamphetamine, and expected that there may be similar statistics for other recreational drugs.
5. The Committee enquired as to how someone taking methylphenodate will feel. The Researchers stated that this is a low dose of 20g, and that anxiety or irritability would be unusual side-effects; most people would describe alertness or euphoria. Participants with a body weight below 50kg and those with impaired metabolism are being excluded. 
6. The Committee enquired about the connection with MAPS (the Multidisciplinary Association of Psychedelic Studies). The Researchers confirmed that MAPS are arranging the export of the product, but that they are waiting for MAPS to provide a GMP certificate for SCOTT approval of the product, and waiting to hear back from MEDSAFE for an import permit. Because this is a schedule 1 drug, a schedule 1 license will also need to be held by the pharmacy. This paperwork will be handled by either the school of pharmacy in Dunedin or the school of pharmacy in Auckland. 
7. The Committee asked why the study is being done on end-stage cancer patients, rather than less ill patients. The Researchers explained that the focus on this population is consistent with the literature that has been developed on this treatment. The Committee questioned whether doing so is necessary, as the primary purpose is of the study is to assess whether MDMA lifts mood. The Researchers stated that psychological disease is one of the hardest ailments to treat in a palliative care setting, and that depression/anxiety has a clinical prevalence of 20-30%. This immense need provides some justification for choosing this population group. 
8. The Committee asked whether the Researchers envisage a future in NZ where MDMA is prescribed in this participant population, which they confirmed and stated that transferability is a key component of the research. 
9. The Committee enquired about the rationale for using a strong dose with a psychedelic effect, rather than a sub-psychedelic dose. The Researchers explained that the literature shows that lower doses have the same psychomotor and autonomic activation without having the emotive, cathartic effect. They explained that MDMA suppresses the amygdala (the fear response), allowing for accelerated psychotherapy in a population with limited time.
10. The Committee asked about the qualifying process of the psychotherapists. The Researchers confirmed that the therapists would be clinical psychologists or psychiatrists.
11. The Committee asked for clarification on the length of the psychotherapy sessions. The Researchers explained that there will be 2 people with patient for 8 hours after taking the treatment, however for a lot of the time they may not be talking. There will be a flexible arrangement so that the participant may sleep or talk when they wish.
12. The Committee expressed concern regarding the hospital setting. The Researchers explained that they will be using the clinical research office, and will make sure that it is comfortable. 

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 enquired about the effect of the MDMA treatment. The Researchers stated that the effect is psychedelic, and will use a standard 120g dose, however there is a 60mg supplementary dose which is available two hours after the initial dose for those with only a minor experience. The Committee asked how the researchers will determine whether a participant requires the secondary dose. The Researchers stated that the criteria are described in the protocol, but it is practically determined by whether the participant is tolerating the initial dose well and is reporting only mild psychedelic effects. This option is discussed during the original signing of the consent. On the day prior to dosing there is also several hours of psychotherapy, during which the practicalities of the experiment will also be discussed.
The Committee asked for an active consent to be sought in advance for the supplementary dose.
14. The Committee asked about the Psychotherapy manual. The Researchers stated that they have not completed the manual, and that in order for the study to go ahead they would need the psychotherapist to be trained in MAPS. 
The Committee stated that the manual would be needed before ethics approval could be given. 
15. The Committee stated that Maori consultation is needed to consider any cultural issues relating to the effect of the drugs. 
16. The Committee asked if the data will be made available to MAPS, which the Researchers confirmed. The Committee argued that MAPS should be considered as a commercial sponsor of the study and that insurance documents would be needed. The Committee asked who would collect and hold the data. The Researchers explained that they will collect and hold the data, and further that the Researchers wrote the protocol. They stated that they had created the idea for the study and had applied for funding from multiple sources. The Researchers will also do the data analysis together with a consultant statistician. The sponsor is only providing some funding and the investigator’s brochure, as well as receiving safety data. The Committee stated that it must be determined whether the trial is being conducted principally for the benefit of MAPS.
17. The Committee asked whether the psychotherapy sessions be videoed. 
The Researchers stated that it is for a qualitative analysis, determining themes that arise during the psychedelic experience. The Committee asked for evidence that the videos will be stored securely/privately and de-identified where possible.
18. The Committee asked whether participants could have a support person in the room with them, which the Researchers agreed to.
19. The Committee asked whether support will be provided during the come-down period. The Researchers agreed that requiring a support person would help to mediate any adverse effects, however also noted that adverse after-effects are not clearly demonstrated in the literature. 
20. The Committee asked about participants’ ability to exit the trial during the MDMA session. The Researchers stated that they would try to reassure participants and calm them down, and would have an antidote available. The Committee requested that a participant distress protocol be written in case the participant panics. 
21. The Committee noted that the Researchers had mentioned a separate consent for future unspecified use of tissue in the application form, yet this is not mentioned in the protocol and no separate consent form was uploaded. 

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

22. Please add the option to have a support person with you during the intervention.
23. Please add an optional tick-box to the consent form for the use of a supplementary dose of the study treatment, in the event that the treatment effects are well tolerated.
24. Please add the requirement to elect a support person, and the option to have them present during the psychotherapy sessions.
25. Please upload a separate PIS/CF for future unspecified use of tissue.
26. Please identify the sponsor on the front page header.
27. Please review for lay language.
28. Please explain whether participants will be reimbursed for travel/related costs.

Decision 

This application was declined by consensus, as the Committee did not consider that the study would meet the following ethical standards:

· The Standards indicate that Researchers must safeguard the health and welfare of participants during their study. Given the absence of a completed psychotherapy manual and a participant-distress protocol, the Committee did not have adequate documentation to be assured that this standard would be met (National Ethics Standards para 11.3).
· The Standards state that Research design must demonstrate cultural rigour in order to meet ethical requirements. Māori consultation is required before the Committee can be reassured that this standard is met (National Ethics Standards para 11.3).
· The Standards state that for commercially sponsored clinical trials, Researchers must make ACC-equivalent alternative compensation available to participants for the whole period of the clinical trial (National Ethical Standards para 17.1). In determining whether a study is commercially sponsored, Researchers should consider the ultimate aim of the research programme and the degree of involvement of the manufacturer or distributor of the product (National Ethics Standards chapter 17; introduction).
· The Standards state that participants must consent for future unspecified use of tissue must be informed through a process that is distinct from that involved in the main study (i.e., through a separate PIS/CF; National Ethics Standards para 7.58).
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Mrs Carla Strubbia 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 using the iPad application ADOC-E to facilitate shared decision making around goal setting in rehabilitation. It will be tested on participants with disabilities with moderate cognitive impairment.

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 which aspects of treatment for participants are part of the study, and which are given under SOC. The researcher explained that ADOC-E can currently be purchased online by anyone as it is currently available on the app store, however it is not currently being used by any health professionals in NZ. 
3. The Committee asked how many participants will be recruited. The Researcher answered that they are aiming for 20 participants divided between the two sites. This will involve 6-12 health professionals. 
4. The Committee noted comments raised in the peer review, regarding the timeline/timeframes, the statistical analysis and transcript analysis. The Researcher stated that the protocol has been amended in response to those issues raised in the peer review, including clarifications to the timeline. 

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 asked whether the inventor is a co-investigator. The Researcher confirmed this, and that he will be receiving the study data as a co-investigator and as the manufacturer. However, the Researcher stated that this is a non-funded study; the application will be provided for free. Currently the application is funded by a not-for-profit in Japan. The Committee noted that the Researcher’s supervisor has received a Royal Society grant for his work with the app, and asked for the investigator’s research office to be considered as the sponsor for the study.
6. The Committee noted that the participant population is quite vulnerable, and asked about the consent process and how participants’ consent will be supported. The Researcher stated that the main use of the application is to facilitate the communication between the patient and therapist. However, it requires that patients have neuro-motor abilities and can communicate and understand commands. Potential participants will be given the PIS by their therapist to take home and read, and they can have someone to support them if they wish. If they express a wish to participate then the Researcher will meet and explain the study further to the participant. 
The Committee asked for the Researcher to discuss the consent process with the therapists, and in particular the support processes for individuals with cognitive impairment, and for those processes to be documented.
7. The Committee asked about the Researcher’s progress with Māori consultation, which they stated they have since received.

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

8. Please add contacts for complaints and a Maori  cultural advisor (please refer to the HDEC template https://ethics.health.govt.nz/system/files/documents/pages/piscf-template-feb-2020-270220.doc). 
9. Please change the HDEC to ‘Northern B’.
10. Please state in the text that this study is being conducted as part of a PhD.
11. Consent form: 
· please note that proxy consent is not legal in NZ, and that participants would need to be able to consent for themselves. 
· Please ensure that all statements on the consent form are reflected in the PIS.
12. Please mention the $20 koha which participants will receive.
13. Please state where the meeting with the therapist will be held.

Decision 

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

· Please provide a letter from the research office confirming that they are the sponsor.
· Please update the protocol, including the criteria needed for participants to provide fully informed consent, and remove suggestion of proxy consent. 
· Please upload documentation describing how participants with diminished cognitive capacities will be given supported consent.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.

After receipt of the information requested by the Committee, a final decision on the application will be made by Ms Susan Sherrard 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:
	07 April 2020

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



	

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.



The meeting closed at 4:15pm.
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