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		Minutes





	Committee:
	[bookmark: _GoBack]Northern A Health and Disability Ethics Committee

	Meeting date:
	20 August 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

	1:05pm
1:10 – 1:30
	Confirmation of minutes of meeting of 16 July 2019
Committee business (CLOSED)

	
	New applications (see over for details)

	1:30 – 1:45
1:45 – 2:00
2:00 – 2:35
2:00 – 2:35
2:00 – 2:35

2:35 – 3:10


3:10 – 3:35
3:35 – 4:00
4:00 – 4:25
4:25 – 5:00
	 i 19/NTA/113 
vi 19/NTA/117
 ii 19/NTA/108 
 iii 19/NTA/109 
 iv 19/NTA/110 
Review of approved studies (see over for details)
 i 15/NTA/108/AM10 
ii 15/NTA/106/AM12
New applications (see over for details) 
v 19/NTA/114 
vii 19/NTA/119 
viii 19/NTA/120 
 ix 19/NTA/123

	
	Substantial amendments (see over for details)

	5:00 – 5:40
	 i NTX/11/08/081/AM11

	5:40pm
	General business:
Noting section

	6:00pm
	Meeting ends



	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  

	Dr Karen Bartholomew 
	Non-lay (intervention studies) 
	18/07/2016 
	18/07/2019 
	Present 

	Dr Christine Crooks 
	Non-lay (intervention studies) 
	11/11/2015 
	11/11/2018 
	Present 

	Dr Kate Parker 
	Non-lay (observational studies) 
	11/11/2015 
	11/11/2018 
	Present 

	Ms Rochelle Style 
	Lay (ethical/moral reasoning) 
	14/06/2017 
	14/06/2020 
	Present 

	A/Prof Manuka Henare 
	Lay (consumer/community perspectives) 
	19/03/2019 
	19/03/2022 
	Present 

	Ms Catherine Garvey 
	Lay (the law) 
	19/03/2019 
	19/03/2022 
	Present 



Welcome
 

The Chair opened the meeting at 1:00pm and welcomed Committee members.

The Chair noted that the meeting was quorate. 

The Committee noted and agreed the agenda for the meeting.


Confirmation of previous minutes


The minutes of the meeting of 16 July 2019 were confirmed.



New applications 


	 1  
	Ethics ref:  
	19/NTA/113 

	 
	Title: 
	Depression and psoriasis 

	 
	Principal Investigator: 
	Dr Karen Koch 

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	31 July 2019 


 
No member of the research team 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

1. Participants will be asked about data relating to their psoriasis and mental state. Only participants who give informed consent (or assent) will be included: includes 250 participants over 12 years old.
2. The study will involve a telephone interview, review of medical records and questionnaires.
3. The aims are: 
· to examine the prevalence of depression in patients with well-controlled psoriasis
· to identify predictors of depression in patients with well-controlled psoriasis

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 several questions of the application were not satisfactorily answered. The Researchers were asked to address the following: 
· The answer to question r.2.5 did not address the question. Health information collected in the study needs to be kept for 10 years after the youngest participant turns 16.
· Question r.8.1: as the study involves asking questions about depression, it is not apparent that the risks are minimal. What happens if the research team is made aware that someone is severely depressed? A plan for suicidal /harm may be needed to minimize this risk. What if participants have not given permission for the researchers to contact their GP, and how will a referral be actioned? 
· The answer to question p.3.2 stated that participants are not vulnerable. However, participants could potentially be vulnerable if they are depressed, and this is not being screened for.
· The answer to question p.4.4. indicates that the study involves kaupapa Māori research methodologies. Is that correct? Please expand.
· The answer to question b.4.4. indicates that data from the study may be used in Future Unspecified Research (FUR). What FUR will the data be used for?
5. Please clarify whether questionnaires will be done online or face to face.
6. Please clarify whether the research student is qualified to assess PASI score.
7. No copy of the letter being sent to potential participants has been included.
8. Please clarify what data will be collected and provide justification for collecting data for predictors of depression (this can be in the form of supporting literature or validated questionnaires).
9. Please clarify who on the research team has expertise in dealing with depression in patients, or who will be providing guidance/oversight.
10. Please provide evidence of scientific peer review. Specifically no information was provided on the sample size, the statistical analysis plan and the power of the study in the Protocol which is important in terms of methodology. The document provided was of a literature review. What is required is a review of the study’s scientific validity, and comments from the peer reviewer as evidence of that review. See the HDEC template for guidance: https://ethics.health.govt.nz/system/files/documents/pages/HDEC-Peer-Review-Template.docx 
11. The PIS says “this study is to try and investigate the link between psoriasis and depression”. The Committee stated that the study is described as a cross sectional study (descriptive), and appears to be able to achieve the first stated study objective. The committee queried whether this study method could achieve the second objective (identify predictors) and how confounders would be accounted for. There is no statistical plan or peer review to assess this. Please address. 
12. The Committee queried how much confidence the Researchers have in reaching their recruitment target of 250 patients. Please explain how this will be achieved, and what statistics show that this is enough participants to achieve the study’s aims.
13. Please expand on data security; how will data be stored?
14. The Committee queried what stage the Researchers were at in receiving Māori consultation.

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

15. No PIS for children 12 years and older (or information sheet for parents) has been included. Please explain how the competency of minors to give consent will be assessed, and how recruitment of children will be planned and managed, including parental consent.
16. The PIS needs more information regarding how the interviews will be conducted and how patients will be contacted. Who will be talking to the patients? Is there a phone script or copy of the letter? 
17. The PIS needs more information regarding the consent process. Who can patients talk to if they want further information?
18. Please state that data will be retained for at least 10 years for adults, and for 10 years after the youngest participant turns 16.
19. The PIS is missing some standard sections. Please review the HDEC template and add any sections not covered, such as rights of access and correction, compensation, return of results, other findings:
https://ethics.health.govt.nz/system/files/documents/pages/piscf-template-february-2019-v2.0-150719.doc 
20. Please describe what happens after the study if the participant changes their mind.
21. Please remove identifying information from the questionnaires and provide information on how the questionnaires will be linked to hospital data (e.g. code).
22. Please amend the survey to make it appropriate for children.

Decision 


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

· Researchers and sponsors must ensure that the scientific validity of proposed research has been peer-reviewed before an application is made to an HDEC (Standard Operating Procedures for Health and Disability Ethics Committees para 10).
· Investigators should consider the features of a proposed study in the light of ethical considerations, and satisfactorily resolve ethical issues raised by the study, to ensure that any remaining risks are reasonable in the light of expected benefits. (Ethical Guidelines for Intervention Studies para 4.9 & 4.10).
· [bookmark: _Hlk17718481]All relevant questions in the application form should be answered in a manner that is reasonably likely to allow the HDEC to make a final decision on the application the first time it is considered (Standard Operating Procedures for Health and Disability Ethics Committees para 42.3)
· Investigators should arrange to protect the confidentiality of such data by, for example, omitting information that might lead to the identification of individual participants, or limiting access to the data, or by other means (Standard Operating Procedures for Health and Disability Ethics Committees para 8.2).
· Investigators are required to ensure the adequate physical and electronic security of data (Standard Operating Procedures for Health and Disability Ethics Committees para 8.3).
· Please amend the information sheet and consent forms, considering the suggestions made by the committee (Ethical Guidelines for Intervention Studies para 6.10).

The Committee encouraged the applicant to re-submit the application, following a review by the supervisor.



	 2  
	Ethics ref:  
	19/NTA/108 

	 
	Title: 
	Comparison of the blood levels of two forms of lenalidomide 25 mg capsules.  

	 
	Principal Investigator: 
	Dr Noelyn Hung 

	 
	Sponsor: 
	Juno Pharmaceuticals Pty Ltd 

	 
	Clock Start Date: 
	08 August 2019 


 
Linda Folland and Noelyn Hung were present by teleconference for discussion of this application.

Due to the similar design and ethical issues for studies 19/NTA/108, 19/NTA/109, and 19/NTA/110, all three studies were discussed together.

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 is a Bioequivalence and generics study comparing the rate and extent of absorption of the test formulation, 25 mg lenalidomide capsule relative to that of the reference formulation, 25 mg Revlimid® capsule, following oral administration under fasting conditions.
2. Because lenalidomide is structurally related to thalidomide this study will be conducted in men only.

Summary of resolved ethical issues 

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

3. The Committee noted that the study is only recruiting male participants, but that this is justified as the study drug is potentially teratogenic.
4. The Committee asked whether the studies would be run consecutively, not simultaneously, and the Researchers were confident that their facility and staff were large enough to handle the number of participants. The Researchers assured the Committee that they had sufficient resources and explained that there will be staff on site at all times to accompany participants and to monitor their safety. 
5. The Committee noted that evidence of both study-specific insurance from the sponsor and a general insurance for the site had been provided. They queried whether the site-specific insurance would also cover the medical professionals at the site, which the Researchers confirmed. 
6. The Committee further queried whether the Compensation provisions cover those who receive both revlamid and the lilelimide capsules (for studies 19/NTA/109 and 19/NTA/110), which the Researchers confirmed.
7. The Committee questioned whether the insurance certificates provided were evidence of sufficient cover for all 76 participants across the three trials. The Researchers responded that they have gone through with their insurance brokers to make sure it is sufficient, and that after many years of doing studies they have never had a claim on their insurance. The Committee noted that its Standard Operating Procedures (SOPs) significantly constrain it from reviewing a sponsor’s insurance, permitting it only to check that insurance is “in place” (para 147). The SOPs further (para 148) stipulate that Committees are not resourced or expected to undertake detailed expert scrutiny of the insurance policies. In that regard, the Committee noted that there is one insurance certificate from QBE which is for public and product liability ($10m in the aggregate) and also for professional indemnity insurance ($2m). The ‘limit of indemnity’ referred to the Committee has no information about what that limit is. There are also two certificates provide by Jardines which refer to the study titles (but not to the protocol numbers). They include $20m for ‘no fault compensation for human clinical trials” and also the statement “primary and non-contributory”. The Committee noted that these two statements appear to be contradictory.
8. The Committee asked if the Researchers would inform participating students that the study drug could affect how they feel around exam time. The Researchers confirmed that they would, and also that it is compulsory for prospective participants to go to their information evenings, and that participants must meet with their GP before signing consent.

Summary of outstanding ethical issues

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

9. The Committee noted that in the protocol, under ‘prescriber’s content’ on page 14, information regarding female patients should be removed. The Researchers agreed that this would be removed.

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

10. The PIS says that study findings "will not be directly communicated to you as they have no effect on your health and wellbeing" but the Consent Form provides an option to receive the study results. The participants have a right to receive the study results. Please amend the PIS accordingly, as well as the CF for consistency. 
11. The continued use of data after withdrawal is referred to in the CF but not the PIS - information in the CF should be referred to previously in the PIS.

Decision 

This application was approved by consensus, subject to the following non-standard conditions:

· Please amend the study protocol, removing information that relates to female participants.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.




	 3  
	Ethics ref:  
	19/NTA/109 

	 
	Title: 
	Comparison of the blood levels of two forms of lenalidomide 15 mg capsules. 

	 
	Principal Investigator: 
	Dr Noelyn Hung 

	 
	Sponsor: 
	Juno Pharmaceuticals Pty Ltd 

	 
	Clock Start Date: 
	08 August 2019 


 
Linda Folland and Noelyn Hung were present by teleconference for discussion of this application.

Due to the similar design and ethical issues for studies 19/NTA/108, 19/NTA/109, and 19/NTA/110, all three studies were discussed together.

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 is a Bioequivalence and generics study comparing the rate and extent of absorption of the test formulation, 15 mg lenalidomide capsule relative to that of the reference formulation, 15 mg Revlimid® capsule, following oral administration under fasting conditions.
2. Because lenalidomide is structurally related to thalidomide this study will be conducted in men only.

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 study is only recruiting male participants, but that this is justified as the study drug is potentially teratogenic.
2. The Committee asked whether the studies would be run consecutively, not simultaneously, and the Researchers were confident that their facility and staff were large enough to handle the number of participants. The Researchers assured the Committee that they had sufficient resources and explained that there will be staff on site at all times to accompany participants and to monitor their safety. 
3. The Committee noted that evidence of both study-specific insurance from the sponsor and a general insurance for the site had been provided. They queried whether the site-specific insurance would also cover the medical professionals at the site, which the Researchers confirmed. 
4. The Committee further queried whether the Compensation provisions cover those who receive both revlamid and the lilelimide capsules (for studies 19/NTA/109 and 19/NTA/110), which the Researchers confirmed.
5. The Committee questioned whether the insurance certificates provided were evidence of sufficient cover for all 76 participants across the three trials. The Researchers responded that they have gone through with their insurance brokers to make sure it is sufficient, and that after many years of doing studies they have never had a claim on their insurance. The Committee noted that its Standard Operating Procedures (SOPs) significantly constrain it from reviewing a sponsor’s insurance, permitting it only to check that insurance is “in place” (para 147). The SOPs further (para 148) stipulate that Committees are not resourced or expected to undertake detailed expert scrutiny of the insurance policies. In that regard, the Committee noted that there is one insurance certificate from QBE which is for public and product liability ($10m in the aggregate) and also for professional indemnity insurance ($2m). The ‘limit of indemnity’ referred to the Committee has no information about what that limit is. There are also two certificates provide by Jardines which refer to the study titles (but not to the protocol numbers). They include $20m for ‘no fault compensation for human clinical trials” and also the statement “primary and non-contributory”. The Committee noted that these two statements appear to be contradictory.
6. The Committee asked if the Researchers would inform participating students that the study drug could affect how they feel around exam time. The Researchers confirmed that they would, and also that it is compulsory for prospective participants to go to their information evenings, and that participants must meet with their GP before signing consent.

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 noted that in the protocol, under ‘prescriber’s content’ on page 14, information regarding female patients should be removed. The Researchers agreed that this would be removed.

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

13. The PIS says that study findings "will not be directly communicated to you as they have no effect on your health and wellbeing" but the Consent Form provides an option to receive the study results. The participants have a right to receive the study results. Please amend the PIS accordingly, as well as the CF for consistency. 
14. The continued use of data after withdrawal is referred to in the CF but not the PIS - information in the CF should be referred to previously in the PIS.

Decision 

This application was approved by consensus, subject to the following non-standard conditions:

· Please amend the study protocol, removing information that relates to female participants.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.




	 4  
	Ethics ref:  
	19/NTA/110 

	 
	Title: 
	Comparison of the blood levels of two forms of pomalidomide 4 mg capsules. 

	 
	Principal Investigator: 
	Dr Noelyn Hung 

	 
	Sponsor: 
	Juno Pharmaceuticals Pty Ltd 

	 
	Clock Start Date: 
	08 August 2019 


 
Linda Folland and Noelyn Hung were present by teleconference for discussion of this application.

Due to the similar design and ethical issues for studies 19/NTA/108, 19/NTA/109, and 19/NTA/110, all three studies were discussed together.

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 is a Bioequivalence and generics study comparing the rate and extent of absorption of the test formulation, 4 mg pomalidomide capsule, relative to that of the reference formulation, 4 mg Pomalyst® capsule, following oral administration under fasting conditions.
2. Because pomalidomide is structurally related to thalidomide this study will be conducted in men only.

Summary of resolved ethical issues 

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

3. The Committee noted that the study is only recruiting male participants, but that this is necessary as the study drug is potentially teratogenic.
4. The Committee asked whether the studies would be run consecutively, and the Researchers were confident that their facility and staff were large enough to handle the number of participants. The Researchers assured the Committee that they had sufficient resources and explained that there will be staff on site at all times to accompany participants. 
5. The Committee noted that evidence of both study-specific insurance from the sponsor and a general insurance for the site had been provided. They queried whether the site-specific insurance would also cover the medical professionals at the site, which the Researchers confirmed. 
6. The Committee further queried whether the Compensation provisions cover those who receive both revlamid and the lilelimide capsules (for studies 19/NTA/109 and 19/NTA/110), which the Researchers confirmed.
7. The Committee questioned whether the insurance certificates provided were evidence of sufficient cover for all 76 participants across the three trials. The Researchers responded that they have gone through with their insurance brokers to make sure it is sufficient, and that after many years of doing studies they have never had a claim on their insurance. The Committee noted that although this point was not fully resolved, the Standard Operating Procedures only allow the Committee to check that there is evidence of insurance, not to investigate whether the insurance is sufficient.
8. The Committee asked if the Researchers would inform participating students that the study drug could affect how they feel around exam time. The Researchers confirmed that they would, and also that it is compulsory to go to their information evenings, and that participants must meet with their GP before signing consent.

Summary of outstanding ethical issues

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

15. The Committee noted that in the protocol, under ‘prescriber’s content’ on page 14, information regarding female patients should be removed. The Researchers agreed that this would be removed.

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

16. The PIS says that study findings "will not be directly communicated to you as they have no effect on your health and wellbeing", but the Consent Form provides an option to receive the study results. The participants have a right to receive the study results. Please amend the PIS accordingly, as well as the CF for consistency. 
17. The continued use of data after withdrawal is referred to in the CF but not the PIS - information in the CF should be referred to previously in the PIS.

Decision 

This application was approved by consensus, subject to the following non-standard conditions:

· Please amend the study protocol, removing information that relates to female participants.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.



	 5  
	Ethics ref:  
	19/NTA/114 

	 
	Title: 
	AMPLE-3: a study comparing 2 standard treatments for malignant pleural effusion in patients with cancer 

	 
	Principal Investigator: 
	Dr Nicola Ann Smith 

	 
	Sponsor: 
	Institute for Respiratory Health 

	 
	Clock Start Date: 
	08 August 2019 


 
Ms Tanya Baker was present by teleconference for the 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. Currently there is a lack of scientific evidence from randomised controlled trials comparing the use of indwelling plural catheters (IPC) or video assisted thorascopic surgery (VATS) with pleurodesis in the management of malignant pleural effusions (MPE). It is not known if one is better than the other at preventing fluid from returning and from further procedures being required.
2. The AMPLE-3 study aims to answer these questions and to assess the effects of each procedure on quality of life, breathlessness, levels of pain, frequency of side effects and the cost to the health service.
3. Eligible patients who consent to take part in the study will be randomised into one of two intervention groups:
1) IPC +/- talc pleurodesis as appropriate, or
2) VATs+ pleurodesis (method of pleurodesis to be determined by the surgeon)
4. The study involves vulnerable patients with less than 12 months’ life expectancy. The two treatments to be compared are both currently used as standard of care; either treatment would be potentially available to participants, typically at the practitioner’s discretion.


Summary of resolved ethical issues 

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

5. The Committee enquired about the peer review, which suggested that one method is used more frequently than the other. The Researcher explained that they do not have the numbers for NZ, but that generally speaking there is an increase in the usage of IPCs.
6. The Committee asked if the Researchers knew what the future unspecified research might entail. The Researcher responded that they may want to combine the data from this study with datasets from other studies, and that the data would first be de-identified.
7. The Committee asked whether the Researchers had received Māori consultation. The Researchers explained that they were just about to receive it.
8. The Committee noted that the supplies for the IPC drainage are being donated by Rocket Medical, and asked whether the Researchers could confirm that there are no ties with that organisation. The researchers explained that the study is not commercially driven, and that although Rocket Medical are supporting the study by covering costs, it is possible that the study may show that a surgical approach is preferred, conferring no benefit to Rocket Medical. The Committee determined that the study is not commercially sponsored . 
9. The Committee asked what economic analyses would be undertaken in NZ. The Researchers explained that this analysis would be on Australian data, due to the small number of participants in NZ.

Summary of outstanding ethical issues

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

10. The Committee noted that only   participants’ IDs should be used in the Participant log book and not their initials.

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

11. The Committee congratulated the researchers on a clear and readable PIS.
12. Please mention what significant abnormal results might be expected.
13. An explanation of which procedure is used more in NZ should be outlined in the PIS: people should know that it comes down to the practitioner’s preference but that both are standard care.
14. Please correct the typo in the description of scale (“no breathlessness to worst breathlessness imaginable”).
15. Please amend the PIS to say that the cost of the two options is not something that will be explored in NZ.
16. The Committee noted the ethical issue of de-identified data being combined/linked with other datasets, which can open up the possibility of re-identification. It requested that this be mentioned in the PIS and also that the PIS note that data will be stored in Australia and governed by a committee without NZ representation. It was also suggested that a section on the consent form could be added to highlight to participants that they are consenting to data linking .
17. Page 4: please clarify that the study does not require additional samples for the research, but that you are requesting to access the results of the tests.
18. Page 5: regarding the follow-up at one year, please state that you will be flexible with how data will be collected and choose the method that is most suitable to the participant..
19. Page 9: “we will also collect ethnicity information from you so  the CCDHB Research Advisory Group Māori can support us running this study”. The Committee noted that the collection of ethnicity information was also an ethical requirement and a component of best practice research in New Zeland, and asked that it be rephrased, for example: “the routine information we collect also includes ethnicity.”
20. The CF mentions significant results going to a participant’s GP – please explain this in the PIS– issues should not appear for the first time in a CF. 

Decision 

This application was approved by consensus, subject to the following non-standard conditions:

· Please update the Participant Log Book to include only the participant’s study ID, rather than their initials.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.


 
	 6  
	Ethics ref:  
	19/NTA/117 

	 
	Title: 
	The P-SSICS Bundle: Prevention of surgical site infection after Caesarean section 

	 
	Principal Investigator: 
	Dr Helen Winrow 

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	08 August 2019 


 
No member of the study team 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

1. The study will evaluate the value of using a bundled approach to peri-operative care for women undergoing Caesarean delivery in reducing post-partum infective complications. It is hypothesised that the bundle will lead to a reduction in the rates of post-partum infection. This study is a cohort study including two cohorts, one retrospective and one prospective. It is also a Quality Improvement study, as described by the SQUIRE criteria. 
2. A bundle compliance checklist will be completed for each eligible patient undergoing caesarean delivery during the post-implementation period. The bundle consists of five interventions. The same techniques for follow-up will be employed for the post-implementation patients.

Summary of resolved ethical issues 

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

3. The Committee noted that the study meets the HDEC definition of Quality Improvement, which is an audit or related activity. The NEAC Guidelines for Observational Studies provide that, for audits and related activities, it may be ethical to use health information without additional or specific consent and allow the secondary use of identifiable health information without consent where it is used for the purposes of quality assurance or outcome analysis. The Guidelines also note that it may be ethically justifiable, in the case of audits and related activities, to use record linkages without specific or additional consent when those activities are part of high-quality health care delivery (paras 6.47, 8.12 and 11.5). 
4. The Committee noted that, although methodological, the Researcher might not need to contact the Lead Maternity Carer, as they could retrieve the same information from Pharmaceutical Databases about antibiotic dispensing.

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 data collected in the study be given a de-identified study code, rather than retaining NHI numbers.
6. The Committee noted that the peer review refers to compliance being defined as implementation of 6 out of 10 of the bundle components, but the protocol only outlines 5 indicators. Please clarify.
7. In answering question P.4.2 of the application form, the Researchers stated that they had consulted with a Māori midwifery manager who stated that return of data to Māori participants was required due to Māori data sovereignty. The Committee noted the importance of Māori data sovereignty, however suggested that as the data was de-identified this did not appear to be feasible. The Researchers may consider this further, for example summary data dissemination strategy. 
Decision 

This application was approved by consensus, subject to the following non-standard conditions:

· Please amend the protocol, stating that data collected will be de-identified with a study code.
· Please address the inconsistency identified at (6) between the peer review and the protocol.


	 7  
	Ethics ref:  
	19/NTA/119 

	 
	Title: 
	CRN00808-03 An open label study to evaluate the safety, PK and efficacy of CRN00808 in patients with acromegaly (ACROBAT EDGE). 

	 
	Principal Investigator: 
	Dr Richard Carroll 

	 
	Sponsor: 
	Crinetics Pharmaceuticals, Inc 

	 
	Clock Start Date: 
	08 August 2019 


 
Dr Richard Carroll was present by teleconference for discussion of this application.

Due to the similar objectives and ethical issues for studies 19/NTA/119 and 19/NTA/120, the two studies were discussed together. The ethical issues minuted below apply to both studies unless otherwise specified.

Potential conflicts of interest

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

Dr Kate Parker declared a potential conflict of interest. The Committee decided the potential conflict was not such as to require her to leave the meeting and take no part in the discussion or decision.  Accordingly, Kate remained in the meeting room during the discussion of the application.

Summary of Study

1. The purpose of this study is to evaluate how safe, tolerable and effective the medication CRN00808 taken orally is in the treatment of people with acromegaly who are treated with somatostatin analogue based treatment regimens.
2. Patients with acromegaly will receive surgery as first line therapy where possible, but because the tumours are quite large at baseline and benign, the surgical treatment is often not ‘aggressive’; residual tumour is often left behind, and as a result many patients require second-line therapies, and most typically somatostatin analogues, which are given once a month. Those therapies are a life-long treatment, and the current standard of care is for the treatment to be given by injection, and usually by a health practitioner. 
3. This study would look at administering CRN00808 orally, which would reduce the burden of treatment on patients.  
4. The ACROBAT EDGE study is open-label and involves a blinded increase in treatment from week 4. 

Summary of resolved ethical issues 

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

5. The Committee enquired as to whether participants would be on their standard medication during the screening period, and how long would the effect of the standard care medication would last. The Researcher confirmed that participants would be on the standard care medication during the screening period, and that there would be a four-week window at the start of the intervention phase of each study when the standard care medication will still have effect, and no substantial divergence in effect is expected.
The justification for this approach is to balance wanting to see the effect of the study drug and not wanting to take away the effect of the standard care and increase symptoms. 
6. The Committee asked for clarification regarding the number of participants to be recruited in New Zealand. The Researcher clarified that only 8 participants would be recruited in New Zealand for the ‘Acrobat Edge’ study and 10 for the ‘Acrobat Evolve’ study. 
7. The Committee enquired as to why New Zealand is over-represented in study, and if the disease may be more prevalent in New Zealand. The Researcher explained that the epidemiology of acromegaly in NZ is not currently known, but that research in Wellington indicates that the prevalence is comparable to overseas. The standard of care treatment, however, differs throughout the world. 
8. The Committee noted that the recruitment targets for the sub-studies are almost the same as for the main studies, and asked whether it may be a problem for the main study if those numbers aren’t reached. The Researcher stated that while participants do need to consent at the same time for the different studies, whether the recruitment targets are met for the sub-studies would not affect the outcome of main studies.
9. The Committee asked whether there would be a risk - through delay and the relationship between analysis and dose titration (blinded to PI) - in virtue of the analyses being carried out overseas. The Researcher resonded was that no concerns were foreseen and a similar pocess has been used before.The Committee noted that an insurance certificate had only been provided for the EDGE open label study and not the Evolve Study. The Committee also noted that the certificate covered participants in both Australia and New Zealand, and discussed whether this would provide compensation for injury to New Zealand participants to at least ACC-equivalent standard. The Committee noted, however, that its Standard Operating Procedures (SOPs) significantly constrain it from reviewing a sponsor’s insurance, permitting it only to check that insurance is “in place”. The SOPs further stipulate that Committees are not resourced or expected  to undertake detailed expert scrutiny of the insurance.
10. The Committee enquired as to the mention of a third study mentioned in the investigator’s brochure. The Researcher stated that there were no specific plans to take part in a further study, but that a new HDEC application would be made in that case.

Summary of outstanding ethical issues

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

11. The Committee asked whether Accelsior would retain the study data to use for their own purposes. The Researcher agreed to seek clarification from the sponsor on this.
12. The Committee asked whether there any plans for how (through the questionnaires) findings of depression will be managed. The Researcher acknowledged that this was not specified in the protocol, but would require a documented management plan.    
13. Please provide an up-to-date insurance certificate for the Evolve (03) Study. 
14. The Committee asked whether there was increased risk for AEs for the patients receiving blinded up titrated treatment. The Researcher stated that although some symptoms are expected, they expect no SAEs, and the Researchers can predict how any symptoms will develop. For example, initially there might be sweating/high temperature, increased blood pressure, subjective swelling of soft tissue. In terms of justification for withdrawing therapy, the symptoms that are very debilitating are those that are expected only after a significant amount of time. The protocol has been designed such that the Researchers can intervene and resume standard of care therapy before those more debilitating symptoms arise. The Committee requested that the Researcher further outline the risk of adverse events occurring while patients are on blinded up titrated treatment, and how these will be managed.
15. Please also explain the difference in AE management between the two studies, given their different design.

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

16. Please add a lay title and the sponsor’s overseas address (this applies to all PIS documents).
17. Main PIS: there is very little information about this study until the reader gets to section 2. Please amend accordingly, and also explain that there are two related studies, and why the patient has been chosen for one over the other.
18. Please explain in first section that this is a phase-2 study and that it is not known what the drug’s effects are.
19. Section 5 “what will happen to me in the study”: the Committee noted that the length of this section hinders readability, and recommend the use of a table (for the 02 study, please consider using the patient visit scheduled uploaded separately).
20. Please also note that positive results for Hepatitis B and C and HIV are notifiable.
21. Sections 6 and 7: please refer to the HDEC template on contraceptive use and amend the wording. 
https://ethics.health.govt.nz/system/files/documents/pages/template-for-reproductive-risks-in-participant-information-sheets-sep17.docx 
22. Section 7: please check the PIS and remove any repetition about the tests that patients will have. (most notably section 7 of the 02 study )
23. Section 13: where the companies that will have access to the data are listed, please also add those companies’ addresses. 
24. Section 13, page 18: it is stated “your rights to access, change,delete or move your information are limited”. The Committee asked why that would be in the open-label study, to which the Researcher agreed that it is superfluous. Please remove this sentence.
25. The Committee asked whether, in the placebo-controlled study, it is intended that participants can access their information. The Committee stated that this is a right of the participants, but that it would need to be stated in the PIS that doing so break the blind, meaning that those participants would have to exit the study. Please amend the PIS accordingly.
26. Section 13, page 18: it is stated “to exercise these rights please contact Accelsior’s data protection officer”. This is non-standard – the participant should instead contact the research staff.
27. Please amend the PIS to be more appropriate for New Zealand readers, for example by removing reference to EU law, ‘data controllers’, or ‘the competent supervisory authority’.
28. Consent form: please make sure that all standard sections are included (for example regarding data going overseas). Please refer to the HDEC template:
https://ethics.health.govt.nz/system/files/documents/pages/piscf-template-february-2019-v2.0-150719.doc 
29. Pregnant-partner PIS/CF: The Committee stated that a parent or legal guardian cannot legally consent for the baby until after the baby is born. Please amend the consent form to ask for consent to be contacted after the baby is born, with a separate consent box to consent on behalf of the baby after it is born.
30. Optional genetics sub-study PIS: the Committee noted that the sheet is missing a few sections which are expected in a Future Unspecified Research (FUR) PIS. For example:
· please state whether the results will be given back to the participant, and if so, how that will happen; 
· please state how the data and results will be shared, and and that there is unlikely to be any ethics review by a New Zealand representative.
· Please explain that results will need to be uploaded to a public genomics database.
· Please add a statement regarding the use of tissue for Māori. The Committee recommended the following: 
“You may hold beliefs about a sacred and shared value of any tissue samples removed. The cultural issues associated with sending your samples overseas and/or storing your tissue should be discussed with your family/whanau 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 prior to participation in research where this occurs.  However, it is acknowledged that individuals have the right to choose.” 
· Please New Zealand’ise the PIS – if there is a New Zealand legal obligation to store the sample longer than stipulated, this must be referred to
· The CF is also missing sections – please refer to the HDEC template and ensure all relevant aspects are included
31. The Committee noted that the protocol states that participants should avoid sun contact to the eyes or the skin as well as exercise, potentially restricting them from outdoor activity. The Researcher suggested that these are very minor concerns. Please confirm whether this is the case, and amend either the protocol or PIS for consistency. 

Decision 

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

· Please clarify whether Accelsior would retain the study data to use for their own purposes.
· Please provide a safety plan for if a participant’s answers to the survey questions indicate mental health concerns.
· 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 Dr Christine Crooks and Ms Catherine Garvey.
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	Ethics ref:  
	19/NTA/120 

	 
	Title: 
	CRN00808-02: A study to evaluate the safety, PK and efficacy of CRN00808 in patients with acromegaly (ACROBAT EVOLVE) 

	 
	Principal Investigator: 
	Dr Richard Carroll 

	 
	Sponsor: 
	Crinetics Pharmaceuticals, Inc 

	 
	Clock Start Date: 
	08 August 2019 


 
Dr Richard Carroll was present by teleconference for discussion of this application.

Due to the similar objectives and ethical issues for studies 19/NTA/119 and 19/NTA/120, the two studies were discussed together.

Potential conflicts of interest

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

Dr Kate Parker declared a potential conflict of interest. The Committee decided it was non-substantial, and that Kate would stay for the discussion of the application.

Summary of Study

1. The purpose of this study is to evaluate how safe, tolerable and effective the medication CRN00808 taken orally is in the treatment of people with acromegaly who are treated with somatostatin analogue based treatment regimens.
2. Patients with acromegaly will received surgery as first line therapy where possible, but because the tumours are quite large at baseline and benign, the surgical treatment is often not ‘aggressive’; residual tumour is often left behind, and as a result many patients require second-line therapies, and most typically somatostatin analogues, which are given once a month. Those therapies are a life-long treatment, and the current standard of care is for the treatment to be given by injection, and usually by a health practitioner. 
3. This study would look at administering CRN00808 orally, which would reduce the burden of treatment on patients. 
4. The EVOLVE study involves a blinded increase in treatment from week 4 to week 8, followed by blinded randomisation to either placebo or an active treatment.

Summary of resolved ethical issues 

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

5. The Committee enquired as to whether participants would be on their standard medication during the screening period, and how long would the effect of the standard care medication would last. The Researcher confirmed that participants would be on the standard care medication during the screening period, and that there would be a four-week window at the start of the intervention phase of each study when the standard care medication will still have effect, and no substantial divergence in effect is expected.
The justification for this approach is to balance wanting to see the effect of the study drug and not wanting to take away the effect of the standard care and increase symptoms. 
6. The Committee asked for clarification regarding the number of participants to be recruited in New Zealand. The Researcher clarified that only 8 participants would be recruited in New Zealand for the ‘Acrobat Edge’ study and 10 for the ‘Acrobat Evolve’ study. 
7. The Committee enquired as to why New Zealand is over-represented in study, and if the disease may be more prevalent in New Zealand. The Researcher explained that the epidemiology of acromegaly in NZ is not currently known, but that research in Wellington indicates that the prevalence is comparable to overseas. The standard of care treatment, however, differs throughout the world. 
8. The Committee noted that the recruitment targets for the sub-studies are almost the same as for the main studies, and asked whether it may be a problem for the main study if those numbers aren’t reached. The Researcher stated that while participants do need to consent at the same time for the different studies, whether the recruitment targets are met for the sub-studies would not affect the outcome of main studies.
9. The Committee asked whether there would be a risk - through delay and the relationship between analysis and dose titration (blinded to PI) - in virtue of the analyses being carried out overseas. The Researcher resonded was that no concerns were foreseen and a similar pocess has been used before. The Committee noted that an insurance certificate had only been provided for the EDGE open label study and not the Evolve Study. The Committee also noted that the certificate covered participants in both Australia and New Zealand, and discussed whether this would provide compensation for injury to New Zealand participants to at least ACC-equivalent standard. The Committee noted, however, that its Standard Operating Procedures (SOPs) significantly constrain it from reviewing a sponsor’s insurance, permitting it only to check that insurance is “in place”. The SOPs further stipulate that Committees are not resourced or expected to undertake detailed expert scrutiny of the insurance.
10. The Committee enquired as to the mention of a third study mentioned in the investigator’s brochure. The Researcher stated that there were no specific plans to take part in a further study, but that a new HDEC application would be made in that case.

Summary of outstanding ethical issues

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

11. The Committee asked whether Accelsior would retain the study data to use for their own purposes. The Researcher agreed to seek clarification from the sponsor on this.
12. The Committee asked whether there any plans for how (with regards to the questionnaires) findings of depression will be managed. The Researcher acknowledged that this was not specified in the protocol, but would require a documented management plan.  
13. The Committee noted that the insurance certificate uploaded for both applications was in fact for 19/NTA/120. The Researcher stated that this is likely an oversight.
14. The Committee asked whether there was increased risk for AEs for the patients receiving blinded up titrated treatment. The Researcher stated that although some symptoms are expected, they expect no SAEs, and the Researchers can predict how any symptoms will develop. For example, initially there might be sweating/high temperature, increased blood pressure, subjective swelling of soft tissue. In terms of justification for withdrawing therapy, the symptoms that are very debilitating are those that are expected only after a significant amount of time. The protocol has been designed such that the Researchers can intervene and resume standard of care therapy before those more debilitating symptoms arise. The Committee requested that the Researcher further outline the risk of adverse events occurring while patients are on blinded up titrated treatment, and how these will be managed. Please clarify further how risks will be managed in this (02) study when the patients are switched to placebo/active after 8 weeks, and provide justification for exposing participants to those risks (when they would otherwise receive the standard care treatment).
15. Please also explain the difference in AE management between the two studies, given their different design.

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

16. Please add a lay title and the sponsor’s overseas address (this applies to all PIS documents).
17. Main PIS: there is very little information about this study until the reader gets to section 2. Please amend accordingly, and also explain that there are two related studies, and why the patient has been chosen for one over the other.
18. Please explain in the first section that this is a phase-2 study and that it is not known what the drug’s effects are. Section 5 “what will happen to me in the study”: the Committee noted that the length of this section hinders readability, and recommend the use of a table, such as that included in the patient-visit schedule.  
19. Please also note that positive results for Hepatitis B and C and HIV are notifiable.
20. Sections 6 and 7: please refer to the HDEC template on contraceptive use and amend the wording. 
https://ethics.health.govt.nz/system/files/documents/pages/template-for-reproductive-risks-in-participant-information-sheets-sep17.docx 
21. Section 7: please check the PIS and remove any repetition about the tests that patients will have. (most notably section 7 of the 02 study )
22. Section 13: where the companies that will have access to the data are listed, please also add those companies’ addresses. 
23. Section 13, page 18: it is stated “your rights to access, change,delete or move your information are limited”. The Committee asked why that would be in the open-label study, to which the Researcher agreed that it is superfluous. Please remove this sentence.
24. The Committee asked whether, in the placebo-controlled study, it is intended that participants can access their information. The Committee stated that this is a right of the participants, but that it would need to be stated in the PIS that doing so break the blind, meaning that those participants would have to exit the study. Please amend the PIS accordingly.
25. Section 13, page 18: it is stated “to exercise these rights please contact Accelsior’s data protection officer”. This is non-standard – the participant should instead contact the research staff.
26. Please amend the PIS to be more appropriate for New Zealand readers, for example by removing reference to EU law, ‘data controllers’, or ‘the competent supervisory authority’.
27. Consent form: please make sure that all standard sections are included (for example regarding data going overseas). Please refer to the HDEC template:
https://ethics.health.govt.nz/system/files/documents/pages/piscf-template-february-2019-v2.0-150719.doc 
28. Pregnant-partner PIS/CF: The Committee stated that a parent or legal guardian cannot legally consent for the baby until after the baby is born. Please amend the consent form to ask for consent to be contacted after the baby is born, with a separate consent box to consent on behalf of the baby after it is born.
29. Optional genetics sub-study PIS: the Committee noted that the sheet is missing a few sections which are expected in a Future Unspecified Research (FUR) PIS. For example:
· please state whether the results will be given back to the participant, and if so, how that will happen; 
· please state how the data and results will be shared, and and that there is unlikely to be any ethics review by a New Zealand representative.
· Please explain that results will need to be uploaded to a public genomics database.
· Please add a statement regarding the use of tissue for Māori. The Committee recommended the following: 
“You may hold beliefs about a sacred and shared value of any tissue samples removed. The cultural issues associated with sending your samples overseas and/or storing your tissue should be discussed with your family/whanau 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 prior to participation in research where this occurs.  However, it is acknowledged that individuals have the right to choose.” 
· Please New Zealand’ise the PIS – if there is a New Zealand legal obligation to store the sample longer than stipulated, this must be referred to
· The CF is also missing sections – please refer to the HDEC template and ensure all relevant aspects are included
30. For the 03 (19/NTA/119) PIS: there is a reference to Avance as an Australian CRO, but it is not mentioned anywhere else. Please amend or otherwise explain this.
31. The Committee noted that the protocol states that participants should avoid sun contact to the eyes or the skin as well as exercise, potentially restricting them from outdoor activity. The Researcher suggested that these are very minor concerns. Please confirm whether this is the case, and amend either the protocol or PIS for consistency. 

Decision 

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

· Please clarify whether Accelsior would retain the study data to use for their own purposes.
· Please provide a safety plan for if a participant’s answers to the survey questions indicate mental health concerns.
· 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 Dr Christine Crooks and Ms Catherine Garvey.
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	Ethics ref:  
	19/NTA/123 

	 
	Title: 
	Headstrong: a chatbot for wellbeing 

	 
	Principal Investigator: 
	Dr Karolina Stasiak 

	 
	Sponsor: 
	The University of Auckland 

	 
	Clock Start Date: 
	08 August 2019 


 
Dr Karolina Stasiak and Dr Liesje Donkin were present in person, and Professor Sally Merry was present by telephone for discussion of this application.

Potential conflicts of interest

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

Ms Rochelle Style declared a potential conflict of interest. The Committee decided the potential conflict was not such as to require her to leave the meeting and take no part in the discussion or decision. Accordingly, Rochelle remained in the meeting room during the discussion of the application.

Summary of Study

1. This exploratory study is designed to test the acceptability of, and engagement with, a Chatbot for the delivery of an emotional wellbeing programme for young people, rather than using an app of the delivery of such a programme. It is not designed to test the efficacy of the intervention.  Study procedures will be carried out online to reduce participant burden. All participants will provide electronic informed consent and complete baseline assessments for the trial through the HABITs portal. Once consenting and other measures are completed, participants will be directed to the Chatbot and asked to use it. Self-reported outcome data will be collected electronically at 4-6 weeks (“post intervention”) from baseline. Passive data collection (duration and pattern of use as well as completion of activities in the ChatBot) will be used during the intervention period and for four weeks afterwards (therefore 8 weeks) to report on Chatbot usage.
2. The chatbot uses the Facebook Messenger platform.
3. The research also includes a list of ‘risk’ words which, when used, will trigger a safety message to participants providing them with avenues for getting help. 

Summary of resolved ethical issues 

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

4. The Committee questioned whether the requirement for participants to own their own device to participate may be potentially discriminatory against lower-income families, who may be less likely to have devices for the children to use. The Researchers responded that even within low-income families most young people do have phones, at least shared within the family. They also noted that giving free phones might be unduly incentivising. 
5. The Committee asked who the PIS for schools will be given to. The Researchers explained that they will make an approach through the school Principal.
6. The Committee enquired as the recruitment target of the schools, noting that the application form stated that between 10-20 schools would be contacted, but only 100 children recruited. The Researchers explained that they expect to find 100 participants in less than 10 schools, and that recruitment will be stopped at 100. 
7. The Committee asked what form the consent form would be given in. The Researchers explained that the consent form would be signed online through their portal. 
8. The Committee noted that the Researchers had stated in the application form that the schools would identify participants, and asked instead whether it is possible for the Researchers to do a consent capacity test as had been done for other HABITs studies. The Researchers explained that the population for this study includes only participants over 16 years of age, and that the online platform is designed such that it is impossible for participants to skip parts. The Committee noted that it is not appropriate for the schools to determine capacity of participants.
9. The Committee noted that, due to different demographics of students in different schools, the manner in which schools would be selected for the recruitment of participants would result in different demographics of the participant population.
10. The Committee asked how the chatbot ‘ends’. The Researchers explained that there is no new content after 4 weeks. 
11. The Committee noted that in the protocol it is stated that research has shown that chatbots are perceived to be safe, and questioned whether the research merely shows that they are perceived to be so, or if they have been shown to be safe. The Researchers explained that this finding is from usability studies, which showed that people feel comfortable using chatbots. The Committee noted that this is a different issue to whether or not chatbots are substantively safe in a health-related context and referred to recent problems encountered by the English health system’s use of chatbots. 
12. The Committee asked whether there had been a peer review of the way the chatbot was programmed. The Researchers explained that the software was overseen by Professor Jim Warren, who is a health informatics expert.
13. The Committee stated that, in the consent form, it appears as if a participant must click the question mark to get the additional information. The Researchers explained that in order to sign the consent form, the user is required to click the question mark and see the additional information.

Summary of outstanding ethical issues

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

14. The Committee identified the ethical issue of potential harm to participants who indicate an intention to self-harm, especially as those with mental illness will not be excluded from the study. The Committee asked what message such a participant would receive and whether the message would be flagged to the researchers.
The Researchers confirmed that the participant would receive an automated message with information about various support sources, although this would only happen if they triggered the list of ‘key words’. The Researchers stated that the participant’s message would not be flagged to a real person, because the study is targeting wellness rather than depression, and that this is the standard response on many other platforms. They also noted that they have flagged right at the start (of using the chatbot) that the chatbot is an automated process and a real person is not talking to the participant. 
The Committee noted that while an automated support message may be standard practice on other platforms, the Chatbot differed in that it was research, establishing a stronger duty of care for the participants. The Committee requested information to provide assurance that the design of the chatbot meets best practice.
The Researchers also noted that if they were to intervene and notify health practitioners any time a participant indicated self-harm, this would raise the issue of privacy. They stated that to some degree participants need to have self-choice, and that researchers/practitioners need to tolerate the discomfort that they have with the fact that a large portion of young people have thoughts about self-harm. The Researchers suggested that participants should be encouraged to seek help, but they should also be trusted and give them the autonomy to seek help when they want it. They furthermore emphasized that from the SPARX study young people informed them they would be more likely to seek help, and they believe that the SPARK study is similar to the current study. 
Having regard to all of the above factors, the Committee was satisfied, overall, that participants would be given enough resources to seek help in this circumstance. 
15. The Committee expressed its strong concerns regarding the use of Facebook Messenger, and its access to the research data, including the way in which it may be used for commercial gain and on-sold. The Committee noted that there is a short section in the PIS about the Facebook terms of use and some information in the FAQ section, but that this was not sufficient to inform participants of the extent of the possible use of their data. The Committee required the Researchers to spell out in the PIS who will be able to access the data and the way in which it could be used, and that this must be made explicit before the consent is signed.  It is unsatisfactory to have highly relevant information in a FAQ section if participants are not required to access it prior to consent.
The Researchers agreed to expand the information and to make it more explicit. However, they also noted that the chatbot is very simple, and that there is limited ability for participants to write down free text; the majority is through pre-scripted dialogue, with already chosen words. This limits the ability for anyone to use their own words. 
The Committee queried, however, whether just the information that a person has used the chatbot could be shared by Facebook, and result in targeted advertisements or similar. The Researchers acknowledged that this may occur. The Committee also noted that information from other aspects of the chatbot, such as the gratitude journal and the daily mood journal, would be transferred to the Researchers via Facebook Messenger, which means it is not only the free text which is accessible by Facebook. The Committee noted the highly controversial ‘mood contagion’ survey conducted by Facebook.
16. The Committee asked for more information on the free-text sections of the chatbot. The Researchers explained that they had reduced any option for free-text as much as possible, and that where there were options for free text, the questions were specifically intended not to lead to conversations about self-harm. They also noted that the chatbot is quite unsophisticated, only responding to expected answers, and therefore unlikely to ‘go rogue’.
The Committee noted that little information on the free-text fields had been provided in the application. The Committee requested screenshots of the free-text parts which the Researchers agreed to provide in addition to the possibility of potentially showing the reviewers a test-run of the how the chatbot works

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

17. Please add information from the FAQ section which is relevant to participants’ full understanding of the study, especially about the limitations on the privacy of their data, into the PIS.
18. Please make it very clear to participants that their information may be collected by Facebook for its commercial gain and may be on-sold.
19. The PIS currently states that data will be stored for 6 years – please amend this to 10.
Please add a compensation statement. The Committee recommends the following: “If you were injured in this study, you would be eligible to apply for compensation from ACC just as you would be if you were injured in an accident at work or at home. This does not mean that your claim will automatically be accepted. You will have to lodge a claim with ACC, which may take some time to assess. If your claim is accepted, you will receive funding to assist in your recovery. If you have private health or life insurance, you may wish to check with your insurer that taking part in this study won’t affect your cover.”
20. Please state that the school Principal will be involved in helping to decide what participants to invite to the study in the PIS, and that the method by which participants will be recruited will be agreed on consultation with the school. 
21. Please ensure that all points in the consent form are also mentioned in the PIS (issues must not appear for the first time in the consenting section (e.g., what happens to the data on withdrawal)).
22. The Committee asked whether follow-up interviews would be conducted as part of the study. The Researchers explained that follow-up interviews are fully optional, and will be submitted to an HDEC as separate research applications. The Committee requested that the option of being contacted for this FUR be added to the consent form.
23. Please add that the participant’s information will be screened for indications of self-harm.
24. Please amend the ethnicity questions to be the census questions.
25. In the ‘countdown to follow up’, please amend “for best results use the chatbot daily” (as you do not yet know if you’re providing best results).
26. Please remove the phrase “western empirical science”. 
27. Please clarify how the two PISs for young people will be used – one is in a PowerPoint format and the other in WORD.
28. Please explain in the body of the PIS why participants can only withdraw data up to one month from agreeing to be in the study if the data continues to be collected up to 8 weeks after.
29. Please correct typo and grammatical mistakes, e.g. the email sent at day 28. 
30. Please address in the PIS what happens at the end of the trial in terms of continued access to the chatbot.

Decision 

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

· Assurance to the Committee that the technical (coding and design) aspects of the chatbot meets best practice.
· Please provide information on the free-text sections of the chatbot, including screenshots of all the free-text parts.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.
· Please upload onto the portal the Terms of Use & Privacy Policy which the participant is agreeing to (user portal document).

After receipt of the information requested by the Committee, a final decision on the application will be made by Dr Kate Parker and Ms Rochelle Style.


Substantial amendments
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	Ethics ref:  
	NTX/11/08/081/AM11 

	 
	Title: 
	Assessment of 95X Humidifier Usability 

	 
	Principal Investigator: 
	Dr Anthony Williams 

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	05 July 2019 


 
Dr David Buckley was present by teleconference, and Dr Geoff Bold and other members of the study team 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.

Ms Rochelle Style declared a potential conflict of interest.  The Committee decided the potential conflict was not such as to require her to leave the meeting and take no part in the discussion or decision.  However, while Ms Style could have remained in the meeting room during the discussion of the application, she left the meeting at approximately 5.20pm to catch a flight. .

Summary of Study

1. This is a usability assessment of the 95X heated humidifier and associated breathing tubes in the hospital setting. Subjective information will be collected from nurses using a questionnaire about their experience using the humidifier. The device is already released to market in the adult and neonatal versions, and the current version is to test usability in the paediatric environment.
2. As safety testing has already been carried out on the 95X heated humidifier, all existing humidifiers in the hospital will be swapped out for the 95X humidifier. 
3. The device functions by creating and adding humidified gas while the patient is breathing. The gas is designed to match the physiological conditions of what would normally be inside the endotracheal tube, preventing the airway from being dried out by medical gasses. 
4. The main difference between this device and the other similar devices is primarily the design of the tubes.

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 the difficulty in reviewing usability studies, which sit in between typical intervention and observational studies. They chose to adopt a similar approach to previous reviews, considering the study as observational with the nurses being the primary participants.
6. The committee questioned whether the safety data supplied for the paediatric population would inform the usability study. The Researchers confirmed that it would, and explained that while the two processes are being done in parallel, the results of the safety testing will be received before usability testing begins.
7. The Committee asked whether Māori consultation had been sought. The Researchers stated that Māori consultation had now been completed, and that it was recommended that ethnicity data of the nurses be collected. 
8. The Committee enquired as to the recruitment target for the trial, and the Researchers confirmed that for this part of the trial they are hoping to recruit 300 participants.
9. The Committee enquired as to why the study has been running over such a long period of time. The Researchers explained that although the first ethics approval was in 2011, the study start was delayed until 2014. Since then multiple updates to the device have continued the process. 

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

1. Please state in the PIS that your employment will not be affected by your choice to participate.
2. Please clarify that there is no IP rights for nurses participating in the study.
10. Please state that Māori consultation was received.
11. Please add that ethnicity data will be collected (using the census questions: see https://www.health.govt.nz/publication/hiso-100012017-ethnicity-data-protocols)
12. Under “what are my rights?” (page 3), it states: “If you would like to exercise any of your rights outlined above, or if you have any questions or concerns about privacy matters, you can contact the Fisher & Paykel Healthcare Privacy Officer”. In such cases the Researchers should take a more active role in supporting participants – please amend accordingly.

Decision 

This application was approved by consensus, subject to the following non-standard conditions:

· Please complete the residual risk review for the paediatric as was undertaken for the adult and neonatal populations.
· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.


Review of approved studies

 
	 1  
	Ethics ref:  
	15/NTA/108/AM10 

	 
	Title: 
	JenaValve AR NZ Study 

	 
	Principal Investigator: 
	Dr Mark Webster 

	 
	Sponsor: 
	Ms Barbara Lindsay 

	 
	Clock Start Date: 
	05 July 2019 


 
Mrs Robin Clarke was present by teleconference for discussion of this application.

Due to the similar ethical issues for studies 15/NTA/108/AM10 and 15/NTA/106/AM12, the two studies were discussed together.

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 (the "AR study") is a non-randomised, prospective, multicenter safety and efficacy study of the transapical and transfemoral JenaValve Pericardial TAVR System in patients who suffer from severe aortic regurgitation requiring replacement/repair of their native aortic valve that are at high risk for open surgical aortic valve replacement/repair. If successful, this will provide a device for physicians that may overcome the limits of other  Transcatheter Aortic Valve Implantation (TAVI) systems, that require annular calcification  to  securely anchor the THV to  avoid  device  migration/embolization, to treat  patients  with aortic regurgitation and who are not suitable candidates to undergo surgical  aortic valve replacement. 
2. This amendment prompted a reconsideration of approval of the application, in order to ensure that the Researchers take the necessary actions to ensure participant safety. 
3. The amendment was submitted in response to a serious adverse event at a site in Germany, where procedural complications in using the device lead to the death of a participant. The amendment was to notify HDEC that enrolment into the study had been halted.
4. There are two study sites in New Zealand, Auckland and Waikato, however since the study started in 2015, Auckland City Hospital has not enrolled any patients for either the AR or AS studystudy or for the other “AS study” (15/NTA/106/AM12 – refer further below in these minutes for a description). 
5. Since the AS study began, 11 participants have been enrolled at Waikato, all of whom have completed the main study procedures. 
6. For the AR study, no patients have been enrolled, however the JenaValve device was used on one patient in Waikato in 2018 as compassionate care, and the patient is in good health. No new participants will be enrolled in NZ. 
7. There is an internal investigation that is currently ongoing, and the Researchers will send through information from the sponsor once it is received.

Summary of resolved ethical issues 

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

8. As the Committee did not have visibility of previous amendments and progress reports, they raised several questions regarding the changes that had been made since the study began, which were answered as far as possible by the Researcher. The Committee asked why no participants were recruited in the Auckland locality. The Researcher clarified that participants were recruited in Auckland, but transferred to Waikato. The Committee asked whether the PIS/CF had changed since the study began, to which the Researcher responded that it had not, as the amendments largely concerned administrative changes and changes to how investigators are trained.
9. The Committee asked specifically if there had been any safety concerns before this SAE. The Researcher explained that in August 2016, the NTA HDEC was advised of valve-loading safety issues at Waikato. One participant had the valve deployed successfully, whereas the second and third participants did not have the valve deployed successfully on the first attempt. A full analysis and root-cause investigation was made, the loading tool was modified, and corrective preventative actions were put in place, and a design enhancement was made to the loading tool.
10. In February 2017 an updated Instructions for Use document was released which clarified the above changes.
11. In April 2017 the AS study was put on hold following some procedural complications the year before, so as to allow the sponsors to undertake an investigation into the device. As a result of that investigation, enrolment recommenced in September with an updated protocol.
12. The Committee asked to confirm that the PIS/CF had not changed following those events, which the Researcher confirmed. The Committee stated that at the time of the original safety concern in April 2017 the PIS/CF should have been updated to include information about that concern, and participants should have been re-consented to see if they wished to continue in the study. This could be done while also stressing the importance of attending the follow-up appointments for participant safety. However, it was noted that this was not required by the HDEC at the time.

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 Researchers reported that the Sponsor had previously said that they would not continue to enrol patients outside of US and EU due to financial reasons earlier in the year. The Committee stated that studies may not be stopped due to financial reasons, although noted that this was not the subject of the amendment.
14. The Committee required that all current and former participants be notified of the SAE as well as the previous safety concerns as soon as the results of the internal investigation are completed. They requested that participants be called, that the conversation be documented, and that they be encouraged to come to the follow-up appointments.

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

15. Please add information regarding the SAE to the PIS.

Recommended actions:

The Committee recommended the CI take the following actions to inform participants or arrange for their continuing treatment outside the trial protocol:

16. Please notify all current and former participants of the SAE as well as the previous safety concerns as soon as the results of the internal investigation are completed. Participants should be called, and the conversation should be documented.

Decision 

Approval of this application was suspended, with the following conditions required to be completed as soon as possible following the internal investigation (not awaiting trial follow up time points):  

· BEFORE taking the above recommended actions (16), please submit a management plan, to inform all current and former participants of what has happened, for HDEC review. This should include a transcript of the proposed telephone conversation that the Researchers will have with participants as well as the proposed letter the Researchers will send to participants.
· Please submit the most recent report from the Data Safety Monitoring Committee.

Before re-commencement of the study, the above conditions must be completed and submitted for full review.
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	Title: 
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Robin was present by teleconference for discussion of this application.

Due to the similar design and ethical issues for studies 15/NTA/108/AM10 and 15/NTA/106/AM12, the two studies were discussed together.

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

17. This study (the AS study”) is a prospective, multicenter, single arm feasibility study to evaluate the safety and efficacy of the transapical and transfemoral JenaValve Pericardial TAVR System in   patients with symptomatic severe aortic stenosis requiring replacement of their native aortic valve who are at high risk for open surgical aortic valve replacement. If successful, this will provide another device for physicians to choose from to treat patients with aortic stenosis requiring transcatheter heart valve replacement.
18. This amendment prompted a reconsideration of approval of the application, in order to ensure that the Researchers take the necessary actions to ensure participant safety. 
19. The amendment was submitted in response to a serious adverse event at a site in Germany, where procedural complications in using the device lead to the death of a participant. The amendment was to notify HDEC that enrolment into the study had been halted.
20. There are two study sites in New Zealand, Auckland and Waikato, however since the study started in 2015, Auckland City Hospital has not enrolled any patients for either the AR study (referred to earlier in these minutes) or the AS study. 
21. Since the AS study began, 11 participants have been enrolled at Waikato, all of which have completed the main study procedures. 
22. For the AR study, no patients have been enrolled, however the JenaValve device was used on one patient in Waikato in 2018 as compassionate care, and the patient is in good health. No new participants will be enrolled in NZ. 
23. There is an internal investigation that is currently ongoing, and the Researchers will send through information from the sponsor once it is received.

Summary of resolved ethical issues 

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

24. As the Committee did not have visibility of previous amendments and progress reports, they raised several questions regarding the changes that had been made since the study began, all of which were answered by the Researcher. The Committee asked why no participants were recruited in the Auckland locality. The Researcher clarified that participants were recruited in Auckland, but transferred to Waikato. The Committee asked whether the PIS/CF had changed since the study began, to which the Researcher responded that it had not, as the amendments largely concerned administrative changes and changes to how investigators are trained.
25. The Committee asked specifically if there had been any safety concerns before this SAE. The Researcher explained that in August 2016, the NTA HDEC was advised of valve-loading safety issues at Waikato. One participant had the valve deployed successfully, whereas the second and third participants did not have the valve deployed successfully on the first attempt. A full analysis and root-cause investigation was made, the loading tool was modified, and corrective preventative actions were put in place, and a design enhancement was made to the loading tool.
26. In February 2017 an updated Instructions for Use document was released which clarified the above changes.
27. In April 2017 the AS study was put on hold following some procedural complications the year before, so as to allow the sponsors to undertake an investigation into the device. As a result of that investigation, enrolment recommenced in September with an updated protocol.
28. The Committee asked to confirm that the PIS/CF had not changed following those events, which the Researcher confirmed. The Committee stated that at the time of the original safety concern in April 2017 the PIS/CF should have been updated to include information about that concern, and participants should have been re-consented to see if they wished to continue in the study. This could be done while also stressing the importance of attending the follow-up appointments for participant safety. However, it was noted that this was not irequired by the HDEC at the time.

Summary of outstanding ethical issues

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

29. The Researchers reported that the Sponsor had previously said that they would not continue to enrol patients outside of US and EU due to financial reasons earlier in the year. The Committee stated that studies may not be stopped due to financial reasons, although noted that this was not the subject of the amendment.
30. The Committee required that all current and former participants be notified of the SAE as well as the previous safety concerns as soon as the results of the internal investigation are completed. They requested that participants be called, that the conversation be documented, and that they be encouraged to come to the follow-up appointments.

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

31. Please add information regarding the SAE to the PIS.

Recommended actions:

The Committee recommended the CI take the following actions to inform participants or arrange for their continuing treatment outside the trial protocol:

32. Please notify all current and former participants of the SAE as well as the previous safety concerns as soon as the results of the internal investigation are completed. Participants should be called, and the conversation should be documented.

Decision 

Approval of this application was suspended, with the following conditions required to be completed as soon as possible following the internal investigation (not awaiting trial follow up time points):  

· BEFORE taking the above recommended actions (16), please submit a management plan, to inform all current and former participants of what has happened., for HDEC review. This should include a transcript of the proposed telephone conversation that the Researchers will have with participants as well as the proposed letter the Researchers will send to participants.
· Please submit the most recent report from the Data Safety Monitoring Committee.
 
Before re-commencement of the study, the above conditions must be completed and submitted for full review.

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:
	17 September 2019, 01:00 PM

	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 6:00pm.
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