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	Committee:
	Northern A Health and Disability Ethics Committee

	Meeting date:
	21 May 2019

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



	Time
	Item of business

	1:00pm
	Welcome

	
	Confirmation of minutes of meeting of 16 April 2019

	
	New applications (see over for details)

	
	 i 19/NTA/69
  ii 19/NTA/60
  iii 19/NTA/62
  iv 19/NTA/64
  v 19/NTA/66

	
	Substantial amendments (see over for details)

	
	 i NTX/11/11/102/AM42

	
	Review of approved studies (see over for details)

	
	

	
	General business:
Noting section of agenda

	4:30pm
	Meeting ends




	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  
	 

	Dr Karen Bartholomew 
	Non-lay (intervention studies) 
	13/05/2016 
	13/05/2019 
	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 Toni Millar 
	Lay (consumer/community perspectives) 
	11/11/2016 
	11/11/2019 
	Apologies
	 

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

	A/Prof Mānuka 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, noting that apologies had been received from Ms Toni Millar. A/Prof Mānuka Hēnare attended via teleconference.

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 April 2019 were confirmed.



New applications 


	 1  
	Ethics ref:  
	19/NTA/69 
	 

	 
	Title: 
	Discontinuing nucleos(t)ide analogue therapy for chronic hepatitis B with the aim of achieving HBsAg seroconversion 
	 

	 
	Principal Investigator: 
	Dr Tien Huey Lim 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	09 May 2019 
	 


 
Dr Tien Huey Lim was present via teleconference for discussion of this application.

Potential conflicts of interest

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

Dr Christine Crooks declared a conflict of interest, and the Committee agreed to continue without Dr Crooks’ participation.

Summary of Study

This study aims to identify patients with chronic hepatitis B in whom NA therapy can be safely stopped based upon HBsAg levels, with close follow-up and monitoring of patient and viral characteristics. This study will be performed as a prospective cohort study involving non-cirrhotic chronic hepatitis B patients at Counties Manukau District Health Board. The Committee noted that the intent of the intervention could have very positive health outcomes, and also noted the support of Dr Ed Gane.

Summary of resolved ethical issues 

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

1. The Committee queried how flare ups will be managed, such as placing participants back on long term treatment, and whether there are any known consequences for withholding treatment. The Researcher answered that a flare is the only expected adverse event that would result from withholding treatment. It was explained that even in the event of a flare medication ought not to be immediately restarted, as this is an indication of immune response which was the purpose of the intervention. The Researcher directed the Committee towards the flare management protocol within the updated research protocol.
2. The Committee queried the consenting process, as it was uncertain whether patients’ primary hepatologists would be obtaining consent. The Researcher clarified that the clinician would simply ask the patient for interest, and forward them to the research team if necessary.

Summary of outstanding ethical issues

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

3. The Committee stated that the study will need to be registered in a clinical trial registry such as ANZCTR (Ethical Guidelines for Intervention Studies paragraph 5.42).
4. The Committee observed that the application states that patients not recruited to the study will continue their usual treatment and have their data used as controls. The Committee recommended that the Researcher reconsider their study design, as there is a danger of bias if controls are being individually selected. Control patients should be taken from the same group as study patients, and data cannot be used in research without specific consent or an ethics waiver of consent. If a control arm is being utilised, a sample size calculation is necessary. Generally, the Committee was uncertain whether this study was implementation research, a feasibility or pilot study, or a randomised trial with an efficacy end point.  (Ethical Guidelines for Intervention Studies paragraph 5.5 & 6.22). The research question or hypothesis was not clear in the documentation so the Committee could not determine whether the design could achieve the aim.
5. The Committee noted that the protocol is currently lacking information on safety monitoring, criteria for restarting therapy, compliance management, and so on. Please include management of non-compliant patients or patients lost to follow up. The make-up and operation of the Data Safety Monitoring Committee should also be explained (Ethical Guidelines for Intervention Studies paragraph 5.41).
6. The Committee advised that data is required to be retained for at least 10 years (Ethical Guidelines for Intervention Studies paragraph 1.10).
7. The Committee advised the Researcher that the application form had not been adequately filled out, and therefore did not supply enough information to make a decision. Specifically, the form did not state that blood will be collected, and subsequent related questions were not answered. Neither is it sufficient for answers to simply point the Committee to the protocol. The Committee also noted that the Māori responsiveness section did not identify relevant cultural issues, such as the taking of blood, or state that formal Māori consultation is required. This too should be taken into account when completing the form again. (Standard Operating Procedures for Health and Disability Ethics Committees paragraph 42.3 & Ethical Guidelines for Intervention Studies paragraph 4.9).

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

8. Please qualify that the study is seeking a functional cure.
9. Please re-write the PISCF using the standard HDEC template, as the compensation section, Māori support information, and risks section, among others, have been omitted.
10. Please remove that samples are being sent overseas.
11. Please state that information will be sent to the participant’s GP, as this is currently in the consent form but not the PIS. Nothing should appear in the CF without first appearing in the PIS.
12. Please ensure that the documents are free of jargon and lay friendly including a lay title.

Decision 

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

· Please register the study in a clinical trial registry such as ANZCTR (Ethical Guidelines for Intervention Studies paragraph 5.42).
· Please reconsider the study design, as there is a danger of bias if controls are being individually selected. Control patients should be taken from the same group as study patients, and data cannot be used in research without specific consent or an ethics waiver of consent. If a control arm is being utilised, a sample size calculation is necessary. Generally, the Committee was uncertain whether this study was implementation research, a feasibility or pilot study, or a randomised trial with an efficacy end point. The design should be considered and made clear in a future application. (Ethical Guidelines for Intervention Studies paragraph 5.5 & 6.22).
· Please ensure that the protocol includes information on safety monitoring, criteria for restarting therapy, compliance management, and similar topics. The make-up and operation of the Data Safety Monitoring Committee should also be explained. Please also consider a means of storing data with higher levels of security than a portable device, how incidental findings will be managed, and how participants will be located for follow-up. (Ethical Guidelines for Intervention Studies paragraph 5.41).
· Please ensure that study data is retained for at least 10 years (Ethical Guidelines for Intervention Studies paragraph 1.10).
· Please be aware that the application form has not been adequately filled out, and therefore did not supply enough information for the Committee to make a decision. Specifically, the form did not state that blood will be collected, and subsequent related questions were not answered. Neither is it sufficient for answers to simply point the Committee to the protocol. The Māori responsiveness section did not identify relevant cultural issues, such as the taking of blood, or state that formal Māori consultation is required. This too should be taken into account when completing the form again. (Standard Operating Procedures for Health and Disability Ethics Committees paragraph 42.3 & Ethical Guidelines for Intervention Studies paragraph 4.9).



 

	 2  
	Ethics ref:  
	19/NTA/60 
	 

	 
	Title: 
	Prone and oscillation trial 
	 

	 
	Principal Investigator: 
	Dr Anusha Ganeshalingham 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	09 May 2019 
	 


 
Dr Anusha Ganeshalingham, Dr John Beca, and Ms Miriam Rea 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

In the treatment of severe lung disease in children, it is not known whether it is better to have children lying on their back (supine), or their front (prone), or to use standard mechanical ventilation (CMV), or a special form of ventilation known as high frequency oscillation (HFOV). This study aims to determine the best mode of ventilation and position for critically ill children with severe lung disease.

Summary of resolved ethical issues 

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

1. The Committee asked for an explanation of why a previous trial had been stopped for futility. The Researchers responded that no effect was found on the number of ventilator-free days at the end of the study, and that problems arose from participants not being limited to paediatric patients, and that cases over a certain degree of severity were required to be trialled on a high frequency ventilator. There were issues with previous Acute Respiratory Distress Syndrome (ARDS) studies not demonstrating a benefit, and it not being clear whether this is due to inefficacious treatment or the inclusion criteria being too broad. The Committee questioned whether this justified the proposed method of using only a critically unwell child population. The Researchers believed that it did, specifically being focused on a target cohort with severe disease.
2. The Committee queried whether data from the ICU database would be accessed for use in this study. The Researchers responded that it would not.
3. The Committee asked whether there will be compensation for parking expenses for families of PICU patients. The Researchers confirmed that this was standard practice.
4. The Committee noted that the application form omitted issues which may arise for Māori in this study, such as those related to the collection of blood.
5. The Committee queried whether non-research staff involved in patient care would be aware of the study and decisions made in relation to it. The Researchers stated that this would be the case.

Summary of outstanding ethical issues

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

6. The Committee noted that all participants will lack capacity at the time the research begins because of their severe illness.  This means that: (1) parents/caregivers will be asked to provide consent for the child/young person’s initial participation in the research; and (2) once the child/young person has gained capacity, they will be assented/consented (as appropriate) for their continued participation in the research. 
7. With respect to the issues arising with (1), the Committee discussed that parental/care giver consent to initial participation in the research is unproblematic for children/young people under the age of 16 but it is more complicated for those aged over 16.  The Committee noted that the Care of Children Act 2004 (CoCA) allows a guardian to consent for a child (defined to be a person under the age of 18) to any medical treatment or procedure.  At the same time, however, the CoCA recognises that a child over the age of 16 may consent to any medical treatment or procedure to be carried out for their benefit and it has the effect as if the child were of full age (i.e. 18).  Accordingly, the Committee decided that a parent/caregiver could consent for an incapacitated 17 year old to initially participate in this research. 
8. The Researchers explained that most participants will be under 5 which means assent for continued participation in the research once the child gains capacity will not be undertaken because of a child’s general maturity at that age.  However, given the possibility that participants may be as old as 17, the researchers were strongly advised to have the appropriate assent and consent forms for the age groups described in the HDEC resources: (i) 7-11 years; (ii) 12-15 years; and (iii) over 16 years. These assent/consent forms are for the continued participation in the research.  (Ethical Guidelines for Intervention Studies paragraph 6.22).
9. With respect to the issues arising with (2), the Committee discussed with the Researchers what continued participation in the research involved because the documentation was inconsistent as to whether the child/young person could withdraw data already collected in the study, as well as data yet to be collected or only the latter.  The documentation must be consistent throughout all PISCFs, including the PIS for parents/caregivers.  (Ethical Guidelines for Intervention Studies paragraph 6.22).
10. The Committee also discussed with the Researchers the nature of the future unspecified research (FUR) and whether it was open-ended or whether or was more restricted in scope.  The Researchers explained that the future research would be limited in scope to ARDS, making it an extended form of consent.  The Committee noted that children/young people should be asked about their continued participation once they gained capacity. (Ethical Guidelines for Intervention Studies paragraph 6.22).
11. The Committee asked that documentation be provided to indicate how the study will be undertaken in the New Zealand context where it differs from that described in the protocol.  For example, New Zealand participants will not complete follow-up questionnaires. All study documentation, such as PISCFs must be amended to remove references to follow-up information. (Ethical Guidelines for Intervention Studies paragraph 5.41).
12. The Committee asked that the Researchers only use the unique study number on documentation and not data of birth to minimise risk of re-identification.  If the Researchers wish to continue to use date of birth, they must justify this to the Committee. (Ethical Guidelines for Intervention Studies paragraph 7.2).

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

13. Please include a Māori tissue statement, following guidance in the HDEC template if required.
14. Please provide a separate optional PISCF for extended consent for ARDS research, and inform participants that samples will be retained to better identify prognostic factors and treatments in genetic sub-groups – it should be made explicit that genetic testing is involved. Amongst other things, this PISCF should: state whether individual results will be returned, detail the likelihood and management of incidental findings, include a Māori tissue statement, explain that international privacy and confidentiality protections differ from the New Zealand context and clarify the role played by the Biorepository Governance Committee (in relation to which the Committee was unable to find any information). The FUR guidelines should be followed for this PISCF - https://ethics.health.govt.nz/guides-templates-forms-0 It should also be made very clear whether this aspect of the study is optional.
15. Please amend all documentation to reflect that participants will not complete follow-up questionnaires.
16. Please improve the data privacy section including advice on the people who may access the data, the fact that data is going overseas, how data will be managed and the data security protocols in place in addition to amending all references regarding the inclusion of date of birth with participant data which should not occur.
17. Please state where blood samples will be sent.

Decision 

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

· Please amend the patient information and consent forms, taking into account the suggestions made by the Committee, and address issues of consent as discussed. Please also ensure that these documents are fully informative and internally consistent, taking into account the HDEC-recommended templates and age ranges. (Ethical Guidelines for Intervention Studies paragraph 6.22).
· Please provide documentation regarding any differences in how the New Zealand study will be conducted where there is a departure from the protocol (for example, in relation to follow-up)(Ethical Guidelines for Intervention Studies paragraph 5.41). 

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


 

	 3  
	Ethics ref:  
	19/NTA/62 
	 

	 
	Title: 
	Unstable Intertrochanteric Neck of Femur Fractures in the Geriatric Population: Short or Long Proximal Femoral Nail (PFN)? 
	 

	 
	Principal Investigator: 
	Mr Joseph Baker 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	09 May 2019 
	 


 
Dr Elizabeth Bond was present via teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

This study will compare two different types of fixation for hip fractures in the elderly: a long and a short femoral nail. The aim is to see which has the better outcome in terms of length of stay in hospital and patient mobility. It will also look at quality of life, pain, surgical times, transfusions, and complication rates.

Summary of resolved ethical issues

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

1. The Committee queried whether both treatments are considered standard care in New Zealand. The Researcher clarified that both have FDA approval, and are approved for use in New Zealand. The short nail was not used very frequently at Waikato DHB but it was in use and considered a standard of care.
2. The Committee asked whether this is a sponsored study or investigator-led. The Researcher answered that it is investigator-led, not a sponsored trial but that the device company was providing additional supply to the DHB for the study. The Committee noted that the supply of consumables would need to disclosed to participants in the PIS.
3. The Committee queried whether a 90 day follow-up period would be sufficient, and asked when a periprosthetic fracture would be expected to occur. The Researcher responded that this is expected to happen only within a week of surgery. The Committee observed that a peer reviewer suggested extending follow-up to 6 months. The Researcher answered that any fractures should have healed within a 3 month period.
4. The Committee asked whether patients will be able to tell which group they’ve been assigned to, or whether participants are blinded. The Researcher stated that this depends on health literacy, and that it may not be possible to completely blind the groups due to the different location of the incision for the different femoral nails. Only the study nurse will be reliably blinded.
5. The Committee queried whether study data will be entered into the New Zealand Hip Fracture Registry. The Researcher clarified that surgery data will be included regardless of the research (which is separately consented for in the surgical consent forms), and that no registry data will accessed by the research team.
6. The Committee queried whether there were any clinical factors which influence the selection of long or short femoral nails, or if there is truly equipoise, i.e. whether there is a factor which would cause clinical override of the randomisation process. The Researcher clarified that any selection is based on surgeon preference, and there is otherwise no factor that is not included in the exclusion criteria which would affect this decision.

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 advised the Researcher that a more detailed protocol is required for a clinical trial of surgical devices, which needs to be clear about safety and about outcome measures – which take into account comments by the peer reviewer. It was noted that, given the claim that this study would be sufficiently powered to provide a definitive answer,  more bio-statistical input is required particularly considering the new endpoint selected and to clarify whether there are four interim analyses (as currently proposed, which would substantially reduce the study power) or simply safety analyses. Data collection and management procedures are needed in line with the ICH Good Clinical Practice Guidelines (GCP) – this includes whether data will be stored with identifiers and how it will be stored. It was noted that to run a clinical trial the Researcher(s) should be GCP trained. Additionally, it should be acknowledged, as a study limitation, that the answers to questionnaires may be biased if participants are aware of which intervention they’ve received. More information is needed on the trial design in particular, for example it appears to be a comparative effectiveness RCT with a superiority endpoint however this is not stated. There should also be a follow-up plan for any potential psychological distress caused by questionnaires. (Ethical Guidelines for Intervention Studies paragraph 5.41).
8. The Committee notified the Researcher that participants cannot be enrolled with “proxy” consent in New Zealand. The Committee did note the peer review comment that a large portion of the population impacted by these fractures may be cognitively impaired, and the Committee acknowledged that in general a supported decision-making model for those who could be supported to provide informed consent was desirable. Processes by which relevant individuals will be assessed for competence should be outlined, and the involvement of a psycho-geriatrician should be detailed. The Committee also needed assurance that those obtaining the consent, including on call registrars and those who will also be involved in patients’ clinical care, will do so appropriately and without exerting any undue influence. (Ethical Guidelines for Intervention Studies paragraph 6.22). 
9. The Committee requested that all questionnaires be provided for the Committee’s review (Standard Operating Procedures for Health and Disability Ethics Committees paragraph 42.4). 

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

10. The Committee noted that a lot of necessary information had been omitted from the PISCF, such as an appropriate ACC statement, participants’ rights to access and correction and advised the Researcher to follow the HDEC template.
11. Please make clear that the manufacturer will be supplying the implants to the hospital for use in this study.
12. Once protocolised, include information on data management.
13. Please consider adding a picture or diagram of the devices perhaps demonstrating the difference between the two methods.
14. Please formalise any casual language.
15. Please remove commentary on a certificate of consent, as this is not relevant for a New Zealand context.
16. Please consider removing the term ‘geriatric’ from the study title, as this may be stigmatising.
17. Please outline to participants what the surgery will involve, despite this being standard of care.
18. In general, information about the differences between the nails, as outlined in the application form, is required. Please give greater detail on risk, including why modifications were made to the previous devices and why any previous risks have been mitigated with the new design.
19. Rather than stating that increased risks are not anticipated, please reframe this in terms of the risks associated with either method being considered equivalent.. Please make clear that participants cannot withdraw participation (have the device removed) from the study following the surgery, but outline what data they are able to withdraw (if any).
20. Please secure consent for the use of medical records in patient follow-up, i.e. the use of contact information.
21. Please be clear what data is being collected for economic analysis, such as IDI or Ministry of Health data, and who will be accessing data in this study. Methods for health economic evaluation should be included in the Protocol.
22. Please be clear that the research team is being blinded, not the surgeon.

Decision 

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

· Please amend the patient information and consent forms, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).
· Please provide a more detailed protocol which needs to be clear about safety and about outcome measures. Please ensure more bio-statistical input and clarify whether there are interim analyses or simply safety analyses. Data management procedures are needed in line with GCP, this includes whether data will be stored with identifiers and how it will be stored. Additionally, it should be acknowledged as a limitation that questionnaires may be biased if participants are aware of which intervention they’ve received. More information is needed on the trial design in particular. There should also be a follow-up plan for any potential psychological distress caused by questionnaires. (Ethical Guidelines for Intervention Studies paragraphs 5.41 & 6.22).

· Please note that participants cannot be enrolled with “proxy” consent, and that people who require assistance to provide informed consent, such as those with delirium, should be accommodated through a supported decision-making model. Processes by which relevant individuals will be assessed for competence should be outlined, and the involvement of the psycho-geriatrician should be detailed. Please also assure the Committee that those obtaining the consent, who will also be involved in patients’ clinical care, will do so appropriately and without exerting any undue influence. (Ethical Guidelines for Intervention Studies paragraph 6.22).

· The Committee requested that the quality of life questionnaires be provided for review (Standard Operating Procedures for Health and Disability Ethics Committees paragraph 42.4).


 

	 4  
	Ethics ref:  
	19/NTA/64 
	 

	 
	Title: 
	Antibiotic prophylaxis in sinus surgery 
	 

	 
	Principal Investigator: 
	Dr Andrew James Wood 
	 

	 
	Sponsor: 
	Waikato Medical Research Foundation 
	 

	 
	Clock Start Date: 
	09 May 2019 
	 


 
No researcher was present for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

This is a pilot study to inform decision-making around a future, larger study using a randomised, double blind placebo-controlled model for assessing the efficacy or otherwise of post-operative antibiotics in endoscopic sinus surgery (ESS). Secondary hypotheses will also be tested including whether differences exist between the microflora of sinus tissue and sinus mucus as well as documenting the microbial flora of chronic rhinosinusitis and outcomes from ESS in the Waikato region.

Summary of outstanding ethical issues

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

1. The Committee stated that the protocol should be strengthened around data management and security, for example what data is being collected, how it will be coded, whether study data will remain linked after the study ends, and whether it will be used for future research. Additionally, as this is a pilot study, the Committee was unclear on how results would be used to determine larger numbers – what are the feasibility questions? The Committee also queried when participants would be unblinded, as some will be on antibiotics and others won’t, and how their treatment will be managed after this – participants will need to be supplied a study card stating that they may be on an antibiotic. The Committee asked for clarity around the indefinite use of health information, and how this data will be coded. It was asked as well that the risk to pregnant participants be included and made consistent across study documents, and that the reporting mechanism for side-effects be outlined.  The Committee stated that, although presumed, it needs to be clear that allergies will checked for prior to prescribing antibiotics. (Ethical Guidelines for Interventional Studies paragraph 5.4 & 5.41).
2. The Committee noted that there was no clinical trial number assigned to this study (Ethical Guidelines for Intervention Studies paragraph 5.42).
3. The Committee asked that the identifiability of video recordings, mentioned on page 3 of the protocol, be clarified (Ethical Guidelines for Intervention Studies paragraph 7.2).

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

4. Please make explicit in the PIS that this is a pilot study.
5. Please clarify what happens to participants’ data upon withdrawal from the study.
6. Please remove information on tissue being sent overseas, as this is not currently in the protocol.
7. Please state how samples will be stored.
8. Please disclose that usual practice is prescribe antibiotics, and that some participants will therefore have standard care withheld from them.
9. Please improve wording around the question: ‘do antibiotics merely generate unnecessary side-effects?’ as there are other settings in which one may be prescribed antibiotics. Information on possible adverse effects and side-effects should also be improved.
10. Please include exclusion criteria.
11. Once protocolised, please include the data management plan.
12. Please include information on any notifiable incidental findings.
13. Please clearly state that all human tissue will be removed when analysing swab samples, and that there will be no genetic testing.
14. Please inform participants that their GP will be informed of their involvement in the study.

Decision 

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

· Please strengthen the protocol around data management and security, for example on what data is being collected, how it will be coded, whether study data will remain linked after the study ends, and whether it will be used for future research. Additionally, as this is a pilot study please clarify how results will be used to determine larger numbers. Please also explain when participants will be unblinded, as some will be on anti-biotics and others won’t, and how their treatment will be managed after this – participants will need to be supplied a study card stating that they may be on an antibiotic. Further, please provide clarity around the indefinite use of health information, and how this data will be coded. Please outline the risk to pregnant participants and make this consistent across study documents, along with the reporting mechanism for side-effects. Finally, please make clear that allergies will checked for prior to prescribing antibiotics. (Ethical Guidelines for Interventional Studies paragraph 5.4 & 5.41).
· Please acquire a clinical trial number for this study (Ethical Guidelines for Intervention Studies paragraph 5.42).
· Please comment on the identifiability of video recordings, mentioned on page 3 of the protocol (Ethical Guidelines for Intervention Studies paragraph 7.2).
· Please amend the patient information sheet and consent forms, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).

After receipt of the information requested by the Committee, a final decision on the application will be made by Ms Catherine Garvey and Dr Christine Crooks.

 

	 5  
	Ethics ref:  
	19/NTA/66 
	 

	 
	Title: 
	Dose-ranging efficacy and safety study of topical rapamycin cream 
	 

	 
	Principal Investigator: 
	Dr Caroline Mahon 
	 

	 
	Sponsor: 
	AFT Pharmaceuticals Ltd. on behalf of DSLP 
	 

	 
	Clock Start Date: 
	09 May 2019 
	 


 
Melina Storer from CDHB, and Dr Ioana Stanescu, Dr Jennifer Zhang, and Dr Philip Aitken who represented 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

This study will assess the efficacy and safety of two rapamycin strengths (0.5% and 1.0%) during a 26 week double-blind treatment phase with assessments made at clinical visits at baseline, 2, 8, 14, 20 and 26 weeks, and at follow-up.

Summary of resolved ethical issues 

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

1. The Committee queried whether the use of a placebo was justified in a dosage investigation. The Researchers responded this is a dose-response study intended to meet registration requirements, which itself requires an adequate and well controlled trial. In order to select an appropriate dose it must be compared against a placebo arm.
2. The Committee raised that a dose-response study was not usually considered a phase II / III study, as indicated in the application. The Researchers explained that following a discussion with the FDA, if the results of the study show a clear distinction between doses, the need of a formal phase III study may be waived; the study was also said to be powered to demonstrate efficacy.
3. The Committee requested an update on the study indemnity agreement with CDHB, which was still being updated at the time of submission. The Researchers stated that they were awaiting sign-off from the DHB, and that this is the standard NZACR indemnity. The Committee noted that there were references in the insurance certificate to multiple other products, and queried whether this will affect the total amount payable in this study. The Researchers stated that this only applies to the excess. The Committee was satisfied with this, and acknowledged that an updated certificate will be provided in July when the current one expires.
4. The Committee wished to make the Researchers aware that for future applications answers in the application form which simply state ‘refer to the protocol’ are not considered sufficient answers.

Summary of outstanding ethical issues

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

5. The Committee requested that the New Zealand-applicable study procedures be outlined (such as the return of pregnancy results to the participant alone and not to parents/care-givers), possibly in a cover letter, as the protocol includes some information that is not appropriate for the New Zealand context. Especially important are the consent procedures that will be followed: children should be assented in age groups as per the HDEC template and in New Zealand 16 year olds can consent on their own behalf to medical procedures and treatments.  16 year olds, and possibly younger children who are competent, may also complete the subjective improvement ratings – they do not need to be completed by the parent/caregiver as stated in the protocol.  (Ethical Guidelines for Intervention Studies paragraphs 5.41 & 6.22).
6. The Committee stated that study data must be retained for 10 years after the child turns 16, and this must be reflected in all study documentation (Ethical Guidelines for Intervention Studies paragraph 1.10).
7. The Committee asked that the statement on page 47 of the protocol be amended: “All information generated in this study must be considered highly confidential and must not be disclosed by either the Investigator or the Sponsor to any persons not directly concerned with the study without written prior permission from the Sponsor and Investigator”. This can only be the case with the participant’s consent unless participants have consented to the Sponsor and Investigator disclosing data to anyone. Further, it is unacceptable for a study in New Zealand to be stopped for commercial reasons – please either amend page 25 of the protocol or note this condition in a cover letter which outlines NZ specific procedures. The Committee also requested commentary on standard of care, and that it be made clear precisely who is the sponsor and CRO, and who else is involved. (Ethical Guidelines for Interventional Studies paragraph 5.41).
8. The Committee noted, regarding data security, as there is an eCRF, some discussion of electronic data management and security is also necessary. (Ethical Guidelines for Intervention Studies paragraph 7.3).  The Researchers must also make it very clear in study documentation and PISCFs that the number of people who can access the study data is very broad so that participants understand exactly what they are consenting to share, whether it is identifiable or not, and to whom.  

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

9. Please make clear that this is the first time that this compound, rapamycin in the base of the cream, has been used on a cohort of participants with this condition.
10. Please update the confidentiality and data section, and clarify whether data will be  potentially identifiable  for this study (e.g. unblinding will not occur, will results be given back to participants?, patient safety concerns, return of incidental findings, return of tissue).  If not necessary then the data should be stored anonymously, that is, delinked. Please ensure that only the unique study ID is used on documents, not participants’ initials.
11. Please include a contact number on participant diaries in case of any concerns.
12. It is strongly recommended that the PISCFs be revised to match the format and contents of the HDEC template. For example, the compensation and contraception sections are currently insufficient and the confidentiality section is in an unusual place (the PISCF starts with this rather than the unusual invitation and introduction).
13. Please state that data will be retained for 10 years after child participants turn 16.
14. Please include that participants will not be unblinded until the analysis of data from all international sites is complete, as this may affect how they are treated by their clinicians once off treatment.
15. Please provide some information for participants around the security of the document storage company.
16. Please clarify what happens to data upon participants’ withdrawal from the study and whether it will continue to be used – participants must be clear on these issues prior to consenting to participate.
17. The PIS should be New Zealand-ised, and make use of national terms. For example, whānau.
18. Please include all exclusion criteria.
19. Please ensure that the allergic reactions are bullet pointed in the same way that the side-effects and blood draw risks are.
20. It must be stated that there may be no benefit to participants from this study, including those on placebo. The benefit statement is currently presented as certain benefit.
21. Please include participants’ rights to access and correct their health information, in line with the Health Information Privacy Code.
22. In the parent/caregiver PIS, check that all wording relates to children. For example, amend the heading “What if I am taking placebo during the study?” and the section “Your rights”. Please also amend to reflect that the child will not be signing this document, and remove the witness signature panel. Neither are the parents participants, so pleased amend the wording “I have discussed this study with the participant named above. The participant appeared to fully understand the information provided about the study”.
23. Please make it clear that the Sponsor cannot access participants’ medical records unless that is part of the study in which case it must be made extremely clear to participants so they know what they are consenting to.
24. Please provide an explanation of the study medicine and what it does, in lay-language.
25. Please expand on the laboratory, blood, and urine tests on page 3, and state what these are for. Please state where samples will be sent.
26. Please revise the study schedule in lay-language, as it currently includes jargon and acronyms that participants are unlikely to understand.
27. .
28. Please clearly state what payments to participants will be, not merely that these will be in line with the study site.
29. On the child/adolescent information sheets, risks should be addressed as well as potential benefit.

Decision 

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

· Please amend the participant information sheet and consent forms, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).
· Please outline all New Zealand-applicable study procedures (such as the return of pregnancy results to the participant alone), as the protocol includes some information that is not appropriate for the New Zealand context. Especially important are the consent procedures that will be followed, and children should be assented in age groups as per the (Ethical Guidelines for Intervention Studies paragraphs 5.41 & 6.22).
· Pleas ensure that study data is retained for 10 years after the child turns 16, and that this is reflected in all study documentation (Ethical Guidelines for Intervention Studies paragraph 1.10, 5.41, & 6.22).
· Please amend the statement on page 47 of the protocol: “All information generated in this study must be considered highly confidential and must not be disclosed by either the Investigator or the Sponsor to any persons not directly concerned with the study without written prior permission from the Sponsor and Investigator”. This can only be the case with the participant’s consent. Page 25 of the protocol must also be amended, as it is unacceptable for a study to be stopped for commercial reasons, and commentary should be provided on standard of care. Please outline that there will be three study groups reading the PIS. Finally, make clear who the sponsor and CRO are, and anyone one else who is involved in the study. (Ethical Guidelines for Interventional Studies paragraph 5.41).

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

 


Substantial amendments
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	The SHIVERS Study 
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	Dr Sue Huang 
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	09 May 2019 
	 


 
Dr Sue Huang was present in person for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

This is an amendment which seeks to utilize the same SHIVERS-II prospective cohort design employed in 2018-2019 to conduct a cohort study in infants. The aim is to monitor new-borns over multiple years to see how encounters to their first flu virus (or flu vaccine), and any subsequent exposures, affect their immune responses.

Summary of resolved ethical issues 

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

1. The Committee queried whether this was an amendment, utilising the same methodology as the original SHIVERS study, or constituted a new study altogether. The Researcher confirmed that this was indeed an amendment to the adult population study, recruiting 600 children over a 3 year period.
2. The Committee asked the Researcher to clarify the clinical recruitment process. The Researcher explained that midwives would be aware of the study, and would gauge the interest of mothers under their care. Interested mothers would be given information and a phone number to contact the study team and an interview would be set up. There will be no direct referrals.
3. The Committee observed that details around the storage of cord blood are missing from the protocol. The Researcher explained that they would be following the protocol of the SHIVERS-II study.
4. The Committee queried whether there was the possibility of the study producing incidental findings that should be communicated to participants. The Researcher answered that all viruses tested for, primarily respiratory viruses, have been listed in the study documentation.
5. The Committee noted problems with using FDA race categories when collecting ethnicity data in New Zealand, and that the Researchers intended using the census categories as per New Zealand standards.
6. The Committee discussed with the Researcher why, as an IANZ requirement, it was necessary to include date of birth in samples being sent overseas – the Committee’s preference is that only a unique study number should be used to minimise risks of re-identification.  The Researcher explained that in this particular research, nuances of age are important because the data analysis considers children in terms of age in weeks and months.  In other studies, age quantified by year may be appropriate for analysis, but not in this research.  The Committee accepted that, in this particular context, date of birth was important for the substantive research analysis.  

Summary of outstanding ethical issues

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.
 
7. Please upload all brochures, the newspaper ads, web-based advertisements (Facebook) and communication with web-based special interest group (Mum’s groups) (Standard Operating Procedures for Health and Disability Ethics Committees paragraph 42).
8. The Committee notified the Researcher that consent for a child can only be obtained after the child’s birth, and asked that all study documentation be amended accordingly. (Ethical Guidelines for Intervention Studies paragraph 1.10 & 6.22).

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

9. Please make clear to participants that the immune testing in this study will involve specific genetic testing.
10. As the mother is a participant in this study, as well as providing consent on behalf of the child, please make clear that questions will be asked of her own health and family medical history, and that consent is obtained accordingly. The mother will also need to consent to the use of cord blood.
11. Please amend the consent process to accommodate the fact that consent for the child can only be given after the child’s birth.
12. Please state that blood samples may be sent to additional laboratories in the US for testing, alongside St Jude Children’s Research Hospital. This needs to be in both the PIS and consent form. A link to the co-ordinating centre’s website should be included so that participants can see all other participating laboratories if they wish.
13. Please make clear what is optional in the study for participants, e.g. blood tests, and what is not. This needs to be explicit in the PIS as well as the consent form.
14. Please include in the study procedures section that health information will be sought from a number of sources, such as registries and PHOs. Please also state that non-health related information such as demographics will be collected.
15. Please remove the references to the Certificate of Confidentiality from the United States National Institutes of Health as it may confuse New Zealand participants and makes the section unnecessarily complicated.
16. Please make it clear that samples sent overseas will have the participant’s date of birth attachedand may, therefore, be potentially re-identified.
17. Please include a Māori tissue statement. The HDEC template can be used as guidance.
18. Please amend to state what results will be supplied to participants. As results of flu immunity will not be provided, references to this as a benefit of the study must be removed.
19. Please check for typos and grammatical errors.
20. Please note that data and samples must be kept for 10 years after a child turns 16. 
21. Please also check the HDEC template to ensure that all relevant sections are included in the PISCF – for example, what rights apply on withdrawal (especially to data collected to point of discontinuation), rights of correction and access to data and generally include a separate section on data privacy and confidentiality, how samples and data will be destroyed.  Please also check for consistency between the CF and the PIS – for example, the CF suggests test results only go to the GP and not to the parent/guardian compared to the PIS.  Please also note that things should not appear for the first time in the CF, they must be explained in the PIS. 

Decision

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

· Please amend the patient information and consent forms, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies paragraph 6.22).
· Please upload all brochures, the newspaper ads, web-based advertisements (Facebook) and communication with web-based special interest group (Mum’s groups) (Standard Operating Procedures for Health and Disability Ethics Committees paragraph 42).
· Please recognise that consent for a child can only be obtained after the child’s birth, and that all study documentation is amended accordingly. (Ethical Guidelines for Intervention Studies paragraph 1.10 & 6.22).

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


  


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:
	18 June 2019

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




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




The meeting closed at 4:30pm.
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