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	Committee:
	Northern A Health and Disability Ethics Committee

	Meeting date:
	18 February 2020

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



	Time
	Item of business

	1:00pm
	Welcome

	1:30pm
	Confirmation of minutes of meeting of 17 December 2019

	
1:30 – 1:55pm
1:55 – 2:20pm
2:20 – 2:45pm
2:45 – 3:10pm
3:10 – 3:25pm
3:25 – 3:50pm
3:50 – 4:15pm
4:15 – 4:40pm
4:40 – 4:55pm
4:55 – 5:20pm
5:20 – 5:45pm
	New applications (see over for details)

	
	 i 20/NTA/12
Break
 ii 20/NTA/3
 iii 20/NTA/5
Break
 iv 20/NTA/4
 v 20/NTA/7
 vi 20/NTA/9
Break
 vii 20/NTA/10
 viii 20/NTA/6

	5:45pm
	General business:
Noting section of agenda

	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 
	 

	Mrs Kate O'Connor 
	Lay (consumer/community perspectives) 
	 
	 
	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 
	 

	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 Secretariat noted that it would be necessary to co-opt members of other HDECs in accordance with the Standard Operating Procedures. Mrs Kate O’Connor confirmed their eligibility and was co-opted as the Chair of the Committee for the duration of the meeting.

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 17 December 2019 were confirmed.



New applications 

	 1  
	Ethics ref:  
	20/NTA/12 
	 

	 
	Title: 
	FLASH-1 Study 
	 

	 
	Principal Investigator: 
	A/Prof Craig Jefferies 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	06 February 2020 
	 


 
Craig Jefferies and Sarah Boucher were present by teleconference; Dana Signal was present in person for discussion of this application.

Potential conflicts of interest

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

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


Summary of Study

1. Conventional self-monitoring blood glucose (SMBG) is an important part of self-management among children with type 1 diabetes (T1D). SMBG involves intermittent finger stick blood glucose tests that show the glucose value at the time of the test only, however to enable good control this has to be repeated multiple times each day. 
2. The new technology of flash continuous glucose monitoring (FGM), could increase glucose monitoring and in turn improve diabetes control among children with T1D. 
3. FGM users attach a small sensor to their arm to monitor interstitial glucose levels. The sensor is worn for up to 2 weeks. Users scan the sensor with a reader, which immediately displays current, predicted, and retrospective glucose data.
4. The proposed research would identify if FGM is an appropriate and safe glucose monitoring tool for our target population of children not achieving diabetes control (HbA1c greater than or equal to 58 mmol/mol (7.5%)). 
5. FGM is not funded by PHARMAC in NZ and therefore not available for most of our children, nor are such devices covered by private health insurance. Rigorous evidence demonstrating a benefit will be crucial in informing such funding bodies of the benefit these devices may result in when used appropriately. 
6. The Researchers propose a randomised controlled trial to determine whether FGM can improve diabetes control in children with T1D aged 4-13, inclusive, who are not currently achieving adequate diabetes control.

Summary of resolved ethical issues 

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

7. The Committee queried whether the sensors involved in the study are currently funded. The Researcher stated that they are not, the cost is $90 for the device and $90 per month as an ongoing cost. One of the focusses of the proposed project is equity, and the hope that this additional piece of evidence will increase likelihood of funding in the future.
8. The Committee queried the reasoning behind the initial 2-week blinding period, in which all participants wear the sensor. The Researcher stated that this initial period allows for the collection of more descriptive information, including feasibility of participants wearing the device. It also gives participants an early opportunity to withdraw from the study.
9. The Committee queried whether the data collection during the 2-week blinding period would involve a remote upload of data, or if it must occur in person. The Researcher stated that the first round of data uploads will be performed in person; all subsequent uploads can be performed either remotely from home, or in person during clinic visits.
10. The Committee queried what participants can keep once the study has finished. The Researcher stated that they can keep the hand scanner but not the monitor.
11. The Committee queried whether the manufacturer has any active role in the proposed study. The Researcher stated that they did not supple any product for free or at a discount, and no study data would be sent to them.
12. The Committee queried the question in the peer review on the use of HbA1C targets in the proposed study, and whether it had been responded to by the Researchers. The Researcher stated that the choice of target is based on clinical standard, which while technically old is still widely used.
13. The Committee queried whether the koha of a mall voucher was specifically for the child participants. The Researcher stated that it is.
14. The Committee queried how Researchers will advocate for children who do not wish to participate in the study, despite their parents wishing them to do so. The Researcher stated that the initial run-in phase of the study will indicate whether children will want to participate, and that they will be able to withdraw during that period if they wish. The Researcher confirmed that they were experienced in working with children and that the child’s wishes would be paramount.
15. The Committee queried where the database for the study is held. The Researcher stated that it is based in Dunedin, New Zealand.
16. The Committee queried who would be randomising participants, and what information would be shared with them to perform randomisation. The Researcher stated that they would utilise a statistician based on Dunedin, who would have age, ethnicity and study site shared with them, but no other information.
17. The Committee queried what identifiable information will be stored in the study database. The Researchers stated that participants’ data will be assigned a study number with identifiable information stored in a separate form, to ensure the data can be exported without identifiers. Additionally, different levels of access can be assigned to different users, so that only the essential data is available to individual members of the research team.
18. The Committee queried whether participants are able to perform physical activities while wearing the study device. The Researcher stated that they would be able to, including swimming. The Researcher added that that main predicted issue will be skin irritation, which study nurses are prepared for, and that if a sensor stops working it will be replaced under the manufacturers’ warranty.
19. The Committee queried whether participants can go straight onto the extension phase of the trial after the initial 16 weeks, or whether a gap in wearing the device will be required. The Researchers stated that it is optional to continue wearing or have a short gap in wearing the device, and will ensure that appropriate amendments are submitted to HDEC well before the second 16 week period commences, so that those who do wish to continue wearing the device can do so.

Summary of outstanding ethical issues

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

20. Please review the questionnaires that are intended be administered, as some questions are not applicable to children, e.g. questions pertaining to driving; marriage. The Committee suggested searching for modified versions of the questionnaires that have also been validated.
21. The Committee stated that, if possible, study nurses should maintain their own participant registries at each site, rather than using a centralised database that contains identifiable information.
22. The Committee stated that, unless necessary, study data for age should be limited to participant age (i.e. year of birth only), rather than full date of birth.

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

23. Please amend the protocol to include a data management plan to fulfil the requirements of Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement, and also reflects the requirements for each PIS (in language appropriate to each individual PIS.
24. Please amend the PIS for parents/guardians to include information about ongoing costs to participants, should they wish to continue using the study device after the study has ended.
25. Please amend all Participant Information Sheets to clearly state that there will be an extension phase to the current study, including that extension-specific, age group specific PISs will be made available towards the end of the study. These PISs must be submitted to HDEC as an amendment.
26. Please amend the PIS to state that, instead of obtaining verbal consent from 4-6-year-olds, illustrated assent forms will be provided to 4-7-year-olds.
27. Please amend the children’s PIS, to simplify “blinded data” to age-appropriate language.
28. Please ensure that participants and parents/guardians of participants are first informed of questionnaires in their PIS; please include further information in the PIS for parents/guardians including estimated completion time for all questionnaires.
29. Please amend the age group questionnaires to match with the PIS.
30. Please amend Participant Information Sheets to more clearly communicate that there is a margin of error and a lag of 5-10 minutes in the device, meaning that rapid drops in blood sugar may go undetected. Therefore, if the child feels unwell, then they should perform a finger prick regardless of what the device says. Please adjust wording and language according to the target age range of each PIS.
31. Please amend pronouns in the PIS for parents/guardians, to more clearly communicate whether the parent or child is a participant of the study.
32. Please remove tick boxes from all non-optional sections of the Consent Form.
33. Please amend the parent/guardian Consent Form to include a separate option for participants to have their study data removed upon withdrawal from the study.
34. Please amend the parent/guardian PIS to include greater detail about the future studies that they would agree to be contacted about, e.g. whether this applies to other extension studies only, or any other study. Matters cannot be raised for the firs time in a Consent Form, if they have not already been described in the PIS.
35. Please amend the parent/guardian Consent Form to advice that the study data and results will be sent to Pharmac with the goal of obtaining funding for the device and clarify the identifiability of that data.

Decision 


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


· Please remove questions that are not applicable to children from the questionnaires that they will be administered, e.g. questions pertaining to driving; marriage.
· Unless it is essential to the study design, study nurses should maintain their own participant registries at each site, rather than using a centralised database that contains identifiable information.
· Unless it is essential to the study design, study data for age should be limited to participant age (i.e. year of birth only), rather than full date of birth.
· Please amend the Participant Information Sheets, Assent Forms and Consent Forms, taking into account the feedback provided by the Committee (above)

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


 



	 2  
	Ethics ref:  
	20/NTA/3 
	 

	 
	Title: 
	Asthma SNP Chip 
	 

	 
	Principal Investigator: 
	Dr. William Abbott 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	06 February 2020 
	 


 
William Abbott 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.

Dr Christine Crooks declared a potential conflict of interest and recused herself from the following discussion. As quorum was upheld by the remaining Committee members, the review of this application continued.

Summary of Study

1. A collection of 492 DNA samples from people of Niue Island ethnicity was obtained between 1997 and 1999. The purpose of the study is to detect the genes that predispose people to asthma. Participants were advised that they are entitled to know their personal results, that samples would not be released to overseas scientists and that samples would be destroyed at the conclusion of the study.
2. 184 subjects had atopic asthma, 29 had non-atopic asthma, 220 subjects have never had asthma and there were 59 subjects in whom it was not possible to assign an asthma phenotype. There were 100 control subjects aged > 40 years who have never had either childhood-onset or adult-onset asthma. 
3. The Researcher proposes to send an aliquot of 3ug of this genomic DNA from each subject to the QIMR Berghofer Medical Research Institute in Australia, which has expertise in whole genome screening. Researchers propose to use a GSA array to type 749,000 SNP loci. While this technology was available at the time consent was obtained from participants, it was prohibitively expensive. The technology is now available at an affordable cost.
4. Statistical analyses of the genetic data will be performed by a co-investigator (Dr David Duffy) who is an internationally recognised expert on asthma genetics.
5. New Zealand Ethics Committees have previously granted approval for continued storage of the samples on an annual basis since 2013.

Summary of resolved ethical issues 

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

6. The Committee queried whether participants knew that their samples were still stored in Auckland. The Researcher stated the duration of tissue storage was not discussed at the time of collection. 
7. The Committee noted the Niuean government supports the research strongly endorses taking advantage of the opportunity to learn more about the reasons for asthma in Niuean people. This support is subject to two conditions:
· Any and all results of the study be published only with the prior approval of the Government of Niue
· Any intellectual property that arises from the study belongs to the Government of Niue
8. In the absence of further information, especially about Niuean culture and its relationship to collective and individual consents, the Committee expressed concern about the Niuean government claiming the intellectual property from the research, when that could belong to individual participants. 
9. The Committee queried the number of surviving participants from the previous study. The Researcher stated that this was not known. The Committee queried how many participants may be contactable.
10. The Committee queried the number of participants in the HDEC application form, compared to the number quoted in the letter to the Niuean Minister of Health. The Researcher stated that the disparity was due to a difference in the number of individuals who consented to take part in the initial study and the number of samples that were collected.
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 stated that, for the current study to proceed, the Researcher must apply to the Committee for a waiver of consent for secondary use (re-use) of human tissue (Standard 7.49 – 7.56; National Standards for Health and Disability Research and Quality Improvement, 2019), or establish and justify how the currently proposed use of the tissue for GSA array to type 749,000 SNP loci is consistent with the use for which it was initially collected (i.e., if it were feasible at the time, would the type of analysis proposed in the present study have been utilised in the previous study). Additionally, the Researcher must clarify whether any application for a Waiver of Consent pertains to tissue and/or to data which has been collected to date.
12. Please demonstrate how Standard 4.4 of the National Standards for Health and Disability Research and Quality Improvement (2019), in which cultural rigour is required when engaging with research with Pacific Peoples, is being upheld by the currently proposed GSA array. Please consult with the original PI, who is a member of the Pacific community, or recruit another Pacific or country-specific co-investigator, as a means to meet this ethical Standard.
13. Please provide cultural peer review from an appropriate member of the Niuean community who is independent from the proposed project.
14. Please provide independent scientific peer review from an appropriately qualified individual.
15. Please amend the study protocol to include a tissue and data management plan, including how incidental findings may be managed in accordance with Chapters 12, 14 and 15 of the National Ethical Standards for Health and Disability Research and Quality Improvement.

Decision 


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

· Requirement for justification for a waiver of consent for use of tissue; alternatively justification for how the proposed use of tissue and/or data is consistent with the originally consented study (Standards 7.49 – 7.56, National Standards for Health and Disability Research and Quality Improvement, 2019).
· Scientific peer review (Standards 9.25 – 9.32, National Standards for Health and Disability Research and Quality Improvement, 2019)
· Requirement to demonstrate practice of cultural rigor, as demonstrated by cultural consultation/peer review (Chapter 4, National Standards for Health and Disability Research and Quality Improvement, 2019) 
· Management and governance plan for tissue and data (Chapters 12, 14 & 15, National Standards for Health and Disability Research and Quality Improvement, 2019)



	 3  
	Ethics ref:  
	20/NTA/5 
	 

	 
	Title: 
	Galactosemia screening threshold study 
	 

	 
	Principal Investigator: 
	Dr Callum Wilson 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	06 February 2020 
	 


 
Isaac Bernahldt was present in person for discussion of this application.

Potential conflicts of interest

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

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


Summary of Study

1. Galactosemia is a rare inherited disease, causing inability to breakdown the sugar galactose which is found in human breast milk and cow’s milk. This condition is estimated to affect 1/50000 – 1/100000 infants born in NZ. Life threatening complications including liver failure and death can occur in early infancy, unless feeds containing galactose are stopped. The NZ newborn screening programme allows early diagnosis, by testing galactose levels in a blood test taken from all newborns at 48 hours of life, which is stored on the Guthrie card. However, in 2019 there were 2 siblings in NZ affected with galactosemia, who had normal newborn screening results, but then developed liver failure. 
2. The Researchers hope to investigate whether there have been other newborns with galactosemia who have been missed in the last 10 years of newborn screening in New Zealand. 
3. NHI numbers will be obtained for 500 children with the highest ‘normal’ galactose levels, from the Newborn Screening Unit database. Using the NHI numbers, International Classification of Disease-10 codes for diseases associated with galactosemia (e.g. liver failure) will be obtained from the Ministry of Health; these will be used to determine which NHI numbers meet inclusion criteria. NHI numbers that meet inclusion criteria will then be subject to a chart review.
4. Any cases with relevant ICD-10 codes will be noted and clinical records from these individuals will be reviewed, to determine whether the clinical course of these children is compatible with galactosemia. If any probable cases of galactosemia are identified in this way, DNA from stored blood on the Guthrie card will be used for genetic testing for galactosemia. 
5. If any cases of galactosemia are confirmed with genetic testing, these individuals/caregivers will be contacted to arrange appropriate clinical care and follow up. 
6. The Researchers believe that it is likely that no further missed cases of galactosemia will be identified, and very few if any will meet criteria for genetic testing. If this is the case then it will provide reassurance that the current screening threshold is appropriate.
7. The project will involve multiple District Health Boards and locality approvals will need to be granted accordingly.

Summary of resolved ethical issues 

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

8. The Committee queried the described controversy around screening for galactosaemia. The Researcher stated that some groups felt screening to be unnecessary, as it can be quickly diagnosed when babies present with the illness. However, screening can mitigate complications as a result of the disease, namely liver damage.
9. The Committee queried whether the study would benefit Māori. The Researcher stated that to date there are no documented cases of galactosaemia in Māori, so it is unlikely to affect Māori unless a new case is found during the proposed study.
10. The Committee queried what kind of locality approval the proposed study would undergo. The Researcher stated that main locality approval would be through Auckland DHB, but the records review would require approval from multiple sites.
11. The Committee queried how the sample will be managed and pre-screened. The Researcher stated that from NHI numbers will be obtained and screened using relevant ICD-10 codes as inclusion criteria; these NHIs will then be assigned unique study codes. The Researcher acknowledged that all localities will need to provide authorisation.

Summary of outstanding ethical issues

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

12. Please amend the protocol to reflect that only samples collected after 2011 will be used.
13. Please provide evidence of consultation with Māori, as there is a chance some samples will come from Māori.
14. The Committee queried whether there was any benefit to donors being informed of a positive test result. The Researcher stated that, while unlikely, undiagnosed illness would be possible, and a positive test result would mean that a management plan could be put in place to alleviate symptoms. The Committee noted that Researchers must have demonstrated sufficient justification for not obtaining consent for genetic testing, and weigh up the possible distress caused by disclosing actionable findings without prior explicit consent, against choosing not to disclose findings. The Committee acknowledged that these issues must also be weighed against existing NSU policy, and whether the proposed activity requires reconsent under that policy (please see Point 15 below).
15. Please provide a cover letter to the Committee, describing the justification for whether the proposed study will need to adhere to the Standards for a waiver of consent for secondary use (re-use) of human tissue (Standard 7.49 – 7.56; National Standards for Health and Disability Research and Quality Improvement, 2019), or whether the original NSU policy and consent applies to the proposed research. Please amend the protocol to include a plan for what actions will be taken in the event of a positive result.
16. Please include justification for/against disclosure of actionable or benign findings, including a plan for communicating findings to parents of participants if disclosure is deemed to be the best option.
17. Please include a data management plan in accordance with Chapter 12 of the National Standards for Health and Disability Research and Quality Improvement (2019).

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

· Please amend the protocol to reflect that only samples collected after 2011 will be used.
· Please provide evidence of consultation with Māori, as there is a chance some samples will come from Māori.
· The Committee queried whether there was any benefit to donors being informed of a positive test result. The Researcher stated that, while unlikely, undiagnosed illness would be possible, and a positive test result would mean that a management plan could be put in place to alleviate symptoms. The Committee noted that Researchers must have demonstrated sufficient justification for not obtaining consent for genetic testing, and weigh up the possible distress caused by disclosing actionable findings without prior explicit consent, against choosing not to disclose findings. The Committee acknowledged that these issues must also be weighed against existing NSU policy, and whether the proposed activity requires reconsent under that policy (please see Point 15 below).
· Please provide a cover letter to the Committee, describing the justification for whether the proposed study will need to adhere to the Standards for a waiver of consent for secondary use (re-use) of human tissue (Standard 7.49 – 7.56; National Standards for Health and Disability Research and Quality Improvement, 2019), or whether the original NSU policy and consent applies to the proposed research. Please amend the protocol to include a plan for what actions will be taken in the event of a positive result.
· Please include justification for/against disclosure of actionable or benign findings, including a plan for communicating findings to parents of participants if disclosure is deemed to be the best option.
· Please include a data management plan in accordance with Chapter 12 of the National Standards for Health and Disability Research and Quality Improvement (2019).

After receipt of the information requested by the Committee, a final decision on the application will be made by Northern A Health and Disability Ethics Committee.


 

	 4  
	Ethics ref:  
	20/NTA/4 
	 

	 
	Title: 
	AAA-SHAPE 
	 

	 
	Principal Investigator: 
	Associate Professor Andrew Holden 
	 

	 
	Sponsor: 
	Shape Memory Medical Inc. 
	 

	 
	Clock Start Date: 
	23 January 2020 
	 


 
Andrew Holden was present by teleconference for discussion of this application.

Potential conflicts of interest

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

Dr Christine Crooks declared a potential conflict of interest and recused herself from the following discussion. As quorum was upheld by the remaining Committee members, the review of this application continued.

Summary of Study

1. An Abdominal Aortic Aneurysm (AAA) is a bulging in the wall of a blood vessel known as the aorta. This is an artery which starts at the heart and extends into the stomach. The aneurysm occurs due to a weakness in a portion of the artery wall. Just like a balloon, the aneurysm enlarges, stretching the walls of the artery thinner. At this point, an aneurysm is at risk of rupturing and causing fatal bleeding, just as a balloon pops when blown up too much.  
2. Treatments options for AAAs include open surgical repair or endovascular aneurysm repair (EVAR). EVAR is a less invasive option for patients who are not fit enough to have an open surgical repair.
3. During EVAR, a stent graft (a fabric tube supported by metal wire stents that strengthens the weak spot in the aorta) is inserted into the aneurysm through small incisions in the groin. The stent graft provides a new passage for blood to flow without making the aneurysm any bigger. An endoleak is a complication of EVAR where some amount of blood is still flowing into the aneurysm. 
4. Endoleaks can be treated during EVAR by adding materials (such as glue and coils) into the sac of the aneurysm to block it off. This can help prevent the aneurysm increasing in size. The Researchers currently do not use any material to attempt to prevent endoleaks when performing EVAR.
5. The Impede-FX plug is made from a foam polymer. A polymer is a substance or material that has many small parts that when joined together make a larger object, like a beehive or a brick wall.
6. This device is flattened into a shape where it can be put into a small tube (catheter). When the device is delivered from the small tube into the aneurysm, the blood flow and body temperature causes the device to expand. Animal models have shown IMPEDE-FX reduces the size of the aneurysm compared to using metal coils.
7. The objective of the study is to determine the safety of IMPEDE-FX Embolization Plug outside of an EVAR stent graft, and the feasibility of the IMPEDE-FX Embolization Plugs to reduce the size of the AAA sac and/or the rate of other post-EVAR complications.
8. The proposed research is a first-in-human trial of the IMPEDED-FX device. An earlier model of the device, the IMPEDE, was previously trialled in New Zealand.

Summary of resolved ethical issues 

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

9. The Committee queried whether the foam polymer dissolves over time. The Researcher stated that it does.

Summary of outstanding ethical issues

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

10. Please provide all appendices referred to in the protocol and Investigator’s Brochure which include appendices on preclinical and nonhuman trials, as well as matters pertaining to the IMPEDE device.
11. Please provide trial-specific, independent peer review. Any potential conflicts of interest should be declared by both the peer reviewer and Researcher.
12. Please review the trial numbers in the protocol and Investigator’s Brochure and ensure that they are aligned.
13. Please either amend the protocol to remove references to the protocol for the previous version of the device so that the protocol and Investigator’s Brochure for the proposed trial are standalone documents, or include the protocol and IB for the previous trial as appendices to the protocol and IB for the current study.
14. Please provide more information and consideration to outcomes of Abdominal Aortic Aneurysms among Māori, as Māori are known to experience poorer outcomes from AAA; 
15. Please undertake consultation with Māori.
16. Please amend the protocol to include a data management plan for the proposed trial, including information on what data is received by the Sponsor, what happens to participant data if they withdraw from the trial, how data will be stored, the duration of storage, how or if it will be destroyed, and plans for the disclosure of incidental findings. Please refer to Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement for more information.
17. Please amend the protocol to describe how data (in particular images) will be de-identified, and what of that data will be sent to the Sponsor.
18. Please provide greater detail of how the IMPEDE FX device differed from the previous device trialled in New Zealand, including results of the outcome the that previous New Zealand trial.
19. The Committee stated that information on plug migration, as described in the protocol and Investigator’s Brochure, must be included in the “risks” section of the PIS.

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

20. Please amend the PIS to include more background information on the device, including information on any previous relevant studies undertaken in New Zealand.
21. Please amend the “Risk” section of the PIS, to include frequency and severity of all relevant risks, using lay-language. This data can be drawn from preclinical trials and studies using previous versions of the device.
22. Please amend the PIS to include a summary of the data management plan as required by Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019), including a statement that communicates the potential difference in data protection overseas, compared with New Zealand.
23. Please amend the PIS to more clearly communicate that the purpose of the device is to prevent endoleaks, and that endoleaks are a complication of endovascular aneurysm repair. Where the PIS discusses other options (such as glue), please clarify that the Researcher does not use these in their practice.
24. Please amend the PIS to ensure that the statement on participant compensation is in congruence with the HDEC PIS template; the template statement must not be shortened.
25. Please amend the PIS to clarify that site monitors will be Sponsor representatives.
26. Please amend the PIS to include information on how the current version of the device differs from previous versions of the device.
27. Please amend the PIS to describe how data (in particular images) will be de-identified, and what of that data will be sent to the Sponsor.
28. Please amend the PIS to state that alternative devices are not standard of care in New Zealand, i.e. standard of care is to not receive this device at all.
29. Please amend the Consent Form to ensure it is in line with the required changes to the PIS.

Decision 

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

· Please provide all appendices referred to in the protocol and Investigator’s Brochure which include appendices on preclinical and nonhuman trials, as well as matters pertaining to the IMPEDE device.
· Please provide trial-specific, independent peer review. Any potential conflicts of interest should be declared by both the peer reviewer and Researcher.
· Please review the trial numbers in the protocol and Investigator’s Brochure and ensure that they are aligned.
· Please either amend the protocol to remove references to the protocol for the previous version of the device so that the protocol and Investigator’s Brochure for the proposed trial are standalone documents, or include the protocol and IB for the previous trial as appendices to the protocol and IB for the current study.
· Please provide more information and consideration to outcomes of Abdominal Aortic Aneurysms among Māori, as Māori are known to experience poorer outcomes from AAA; 
· Please undertake consultation with Māori.
· Please amend the protocol to include a data management plan for the proposed trial, including information on what data is received by the Sponsor, what happens to participant data if they withdraw from the trial, how data will be stored, the duration of storage, how or if it will be destroyed, and plans for the disclosure of incidental findings. Please refer to Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement for more information.
· Please amend the protocol to describe how data (in particular images) will be de-identified, and what of that data will be sent to the Sponsor.
· Please provide greater detail of how the IMPEDE FX device differed from the previous device trialled in New Zealand, including results of the outcome the that previous New Zealand trial.
· Please amend the Participant Information Sheets and Consent Forms, taking into account feedback provided by the Committee (above)

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.


 


	 5  
	Ethics ref:  
	20/NTA/7 
	 

	 
	Title: 
	A clinical study to test the efficacy and safety of CSL312 oncatheter-associated blood clot formation in subjects with cancer who receive chemotherapy through a PICC line (CSL312_1002) 
	 

	 
	Principal Investigator: 
	Dr Laura Young 
	 

	 
	Sponsor: 
	Syneos Health New Zealand Ltd 
	 

	 
	Clock Start Date: 
	05 February 2020 
	 


 
Laura Young and Sophie Goodger was present by teleconference for discussion of this application.

Potential conflicts of interest

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

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


Summary of Study

1. The proposed research is a prospective, multicentre, randomised, double-blind, placebo-controlled, parallel-group, interventional study to assess the efficacy, safety, and pharmacokinetics (PK) of CSL312 in the prevention of PICC- associated thrombosis in subjects with cancer who receive chemotherapy through a PICC line. 
2. The study consists of a 21-day screening period, a 4-week treatment period, and a safety follow-up period of approximately 12 weeks. Eligible subjects will be randomised at the first visit of the treatment period to receive 1 of the dose levels of CSL312 (1, 3, 7, or 10 mg/kg) or placebo. Randomization will be 1:1:1:1:1 with stratification by 2 levels of PICC line (PICC gauge and PICC lumens [≤ 4 French and single lumen versus ≥ 5 French and / or multi-lumen]).
3. During the treatment period, CSL312 or placebo will be administered on Day 1 and Day 15 as an intravenous (IV) infusion over 60 ± 5 minutes (min) into the arm, through a peripheral IV device separate to the PICC line.
4. On Day 1, CSL312 or placebo will be administered before PICC insertion. The PICC will be inserted as soon as practicable after investigational product (IP) dosing on the day of dosing i.e., Day 1.
5. If for any reason the PICC insertion is delayed beyond Day 1, the subject will be able to remain in the study.
6. If chemotherapy infusion is planned on the same day of IP infusion, then the IP will be given first, with a gap of at least 30 min between infusions.
7. Blood and urine samples will be collected at various time points until Day 110 for safety, PK, and pharmacodynamics (PD) evaluation.

Summary of resolved ethical issues 

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

8. The Committee queried whether placebo treatment changes standard of care. The Researcher stated that placebo was chosen as a comparator because patients who receive a PICC line doe not routinely receive prophylactic anticoagulation, therefore use of placebo does not change standard of care.
9. The Researcher stated that high-risk oncology patients do receive anticoagulant as standard of care, however they would be excluded from the study, and there is no loss of standard of care as a result of participating in the study.
10. The Committee queried whether there are other sites involved in the study. The Researcher stated that the trial at the Australian site is already underway. Additionally, recruitment is planned for other overseas sites in the future, however no specific plans are set yet.
11. The Committee queried what linking will take place between tissue that has been consented for Future Unspecified Research and other study data. The Researcher stated that only the tissue and study number will be sent away; linking will only be possible at the New Zealand site.
12. The Committee queried whether the study Sponsor will have access to medical notes. The Researcher stated that only onsite monitoring will occur.

Summary of outstanding ethical issues

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

13. Please amend study wording to describe the trial as a phase II trial, as this reflects the trial better than phase Ib.
14. If possible, please remove the requirement for receipts for participants to receive reimbursements.
15. Please remove date of birth and gender when de-identifying, as these are considered identifiable information.
16. Please include a governance/management plan for data in the protocol, in accordance with Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019).
17. Please include a governance/management plan for tissue in the protocol, in accordance with Chapters 14 and 15 of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019).

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

18. Please amend the PIS to more clearly communicate that the study will consist of oe placebo group and four dosing groups. Please include a brief explanation of why different dosage groups will be used.
19. Please amend the PIS to ensure that race and ethnicity can be self-selected by participants, and that, if ethnicity data is to be collected, this follows Ministry of Health guidelines and is clarified in the PIS.
20. Please amend the PIS to ensure that the HDEC is correctly described as Northern A HDEC.
21. Please amend page 4-5 of the PIS on study visits and replace the body of text with a table for improved clarity.
22. Please amend the PIS to state that the study can be terminated by the Sponsor, but not for commercial reasons.
23. Please amend the main PIS to describe what will happen to tissue samples, including whether they will be destroyed or returned, and all other information required by Chapter 14 of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019).
24. Please amend the main PIS to clarify whether any other tissue analysis for this study will occur overseas.
25. Please amend page 11 of the main PIS to clarify that the participant’s GP will be informed of any incidental findings.
26. Please include relevant information on the data governance/management plan in the PIS and ensure that terms for data are unified across all study documentation. Avoid multiple terms for data, especially without definition, such as those currently used, e.g. Personal Information, Study Information, Personal data, Study data, your health records, coded study data and personal health information.
27. Please amend the pregnant partner PIS to clarify at what point data collection on the participant/partner’s baby would take place.
28. Please amend the pregnant partner PIS to also account for the event that a participant becomes pregnant.
29. Please remove information on Future Unspecified Research (FUR) from the main PIS and create a separate PIS for FUR, so that the participant’s decision to participate in the main study is independent from their decision to participate in FUR.
30. Please clarify in the PIS for FUR if FUR includes genetic research and align other study documentation accordingly, with reference to the appropriate Standards in the National Ethical Standards for Health and Disability Research and Quality Improvement (2019).
31. Please ensure that the PIS for FUR clearly states that only tissue and study number will be sent off-site, and no other data will be sent.
32. Please ensure that the PIS for FUR clearly stated the name and address of the laboratory receiving samples consented for FUR.
33. Please ensure that the PIS and Consent Form for FUR is as specific as possible as what type of research may be undertaken with the provided samples. The Consent Form and PIS must be consistent in that regard (currently, those documents are inconsistent in how FUR is described).

Decision 

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

· Please amend study wording to describe the trial as a phase II trial, as this reflects the trial better than phase Ib.
· If possible, please remove the requirement for receipts for participants to receive reimbursements.
· Please remove date of birth and gender when de-identifying, as these are considered identifiable information.
· Please include a governance/management plan for data in the protocol, in accordance with Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019).
· Please include a governance/management plan for tissue in the protocol, in accordance with Chapters 14 and 15 of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019).
· Please amend the Participant Information Sheets and Consent Forms, taking into account feedback provided by the Committee (above)

After receipt of the information requested by the Committee, a final decision on the application will be made by Ms Catherine Garvey and Dr Kate Parker.
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	Ethics ref:  
	20/NTA/9 
	 

	 
	Title: 
	The SUN Study 
	 

	 
	Principal Investigator: 
	Associate Professor Clare Wall 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	06 February 2020 
	 


 
Clare Wall 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.

Dr Christine Crooks declared a potential conflict, however in discussion with the Chair no conflict of interest was apparent for this application.


Summary of Study

1. The SUN study is a double-blind, RCT that randomises 300 infants, who have not started complementary feeding into two groups (n=150 per group), where they will receive a prebiotic food (kūmara powder). 
2. The purpose of this study is to compare the impact of consuming a kūmara powder with increased resistant starch (a carbohydrate that resists digestion and acts as a prebiotic food for the good gut bacteria), or standard kūmara powder on the infant gut microbiome and how this supports immune health. 
3. One group will receive a standard kūmara powder (comparator control) and the other group will receive a kūmara powder with an increased amount of resistant starch (intervention), achieved through different cooking and cooling methods. Infants eligible for participation are healthy children less than 4 months of age and their mothers, with the expectation that they will be introduced to their first foods at around 6 months of age, and not before 4 months of age, as per the Ministry of Health Guidelines for Infants. 
4. Infants will not be eligible for participation in the trial if they were born <32 weeks gestation or small for gestational age; have a developmental disability; have an illness likely to influence their nutritional status; have health conditions that affect feeding; are not immunised according to the NZ Immunisation Schedule; are undergoing treatment with antibiotics; are receiving a supplement with a pre- and/or probiotic; or whose parents written or spoken English comprehension is likely to make participation difficult for them. 
5. The kūmara powder will be introduced at the same time as the first complementary foods and is to be consumed daily (approx. 5 g/day, reconstituted to an age-appropriate consistency) for a period of 6 months, until the infant is approx. 12-months-of-age. 
6. The kūmara powder is provided in a form that is safe for infants to consume ad libitum, where the required daily amount will not displace other foods of important nutrient composition.
7. Participation will include completion of questionnaires as well as use of health, food and sleep diaries.
8. Blood and stool samples will be collected from child participants; breastmilk, blood and stool samples will be collected from their mothers. Some samples will be sent overseas.

Summary of resolved ethical issues 

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

9. The Committee queried the feasibility of recruiting for the proposed study. The Researcher stated that they had already run a pilot study, in which 35/40 participants were retained and 86% of planned samples were collected; this was considered sufficient to run a Randomised Controlled Trial. Additionally, Facebook was found to be a useful recruitment tool and will also be used in the proposed trial.
10. The Committee queried what would happen if a baby did not complete their immunisations. The Researcher stated that only the immunisation at 5 months was relevant to inclusion in the study.
11. The Committee queried what involvement the study website has in the study, The Researcher stated that it is used for advertising purposes only.
12. The Committee queried whether identifiable data will be stored on the Redcap database. The Researcher stated that only the study number will be stored on the database, with identifiable information and the study key file kept separately.
13. The Committee queried how study questionnaires will be administered. The Researcher stated that they will be administered in person.

Summary of outstanding ethical issues

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

14. Please amend the typo in the protocol so that non-immunised babies are part of the exclusion criteria.
15. Please amend the protocol to contain more information about the sleep sub-study, including context and its relationship to the proposed trial. 
16. Please remove spaces for identifiable information (e.g. date of birth) to be entered on questionnaires and all study documentation including but not limited to the participation booklet and the Individual Record of Documents. Study number only should be attached to these.
17. Please amend the protocol to include a data management & governance plan, including data security protocols in accordance with Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019).
18. Please amend protocol to clarify that only study collaborators will have access to study data. 
19. Please amend the protocol to clarify information on the makeup of the data management committee; currently the documentation refers to the Data Management Committee of the High Value Nutrition Programme and data Subject Matter Experts.
20. Please provide a response to the comments in the peer review on sex outcomes.
21. Please amend relevant study documentation to ensure that study records will be kept for ten years after the youngest participant has turned 16 years old.
22. Please amend relevant study documentation to correct the likely time taken to complete the questionnaires (which appear to underestimate the time required). Please also apply this to similar statements in study recruitment materials.
23. Please ensure that any recruitment and advertising materials are approved by HDEC prior to use; e.g. community outreach campaigns of media releases, posters and flyers, social media platforms.

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

24. Please amend the Participant Information Sheet to contain more information about the sleep sub-study, including context and its relationship to the proposed trial. 
25. Please amend the PIS to include information on the questionnaires and how long it is expected take participants to complete them.
26. Please amend the PIS to include a section on data, including relevant information on the data management & governance plan outlined in the protocol.
27. Please provide a PIS for day-care centres, informing centre employees what is involved for them and what consent has been provided.
28. Please amend the PIS to provide further information about what kind of testes are being performed as part of the study, e.g. the omics analyses etc.
29. Please amend the PIS to state that phone conversations will be recorded. Please factor the storage of audio in the data management & governance plan.
30. Please amend the PIS to include, using lay-language where possible, what types of analyses are being performed for this study.
31. Please amend the PIS to include the name and address of the laboratory in Ireland where stool samples will be sent.
32. Please amend relevant study documentation to ensure that study records will be kept for ten years after the youngest participant has turned 16 years old.
33. Please amend the Consent Form to state that participants agree to take 5g kumara powder per day.
34. Please amend the PIS to include information about the optional study which may take place if new techniques to analyse samples are developed within the storage timeline to permit stored sampled to be retested as part of the study. This option is mentioned in the Consent Form but not in the main body of the PIS.
35. Please review the use of personal pronouns in the Consent Form; some wording in the infant section refers to “you”, rather than “your/my baby”.
36. Please amend study advertising to remove unnecessary quotation marks.
37. Please ensure that advertising materials clearly state that the study is a comparison of kumara powders.

Decision 

This application was provisionally approved by consensus, subject to the following information being received:
 
· Please amend the typo in the protocol so that non-immunised babies are part of the exclusion criteria.
· Please amend the protocol to contain more information about the sleep sub-study, including context and its relationship to the proposed trial. 
· Please remove spaces for identifiable information (e.g. date of birth) to be entered on questionnaires and all study documentation including but not limited to the participation booklet and the Individual Record of Documents. Study number only should be attached to these.
· Please amend the protocol to include a data management & governance plan, including data security protocols in accordance with Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019).
· Please amend protocol to clarify that only study collaborators will have access to study data. 
· Please amend the protocol to clarify information on the makeup of the data management committee; currently the documentation refers to the Data Management Committee of the High Value Nutrition Programme and data Subject Matter Experts.
· Please provide a response to the comments in the peer review on sex outcomes.
· Please amend relevant study documentation to ensure that study records will be kept for ten years after the youngest participant has turned 16 years old.
· Please amend relevant study documentation to correct the likely time taken to complete the questionnaires (which appear to underestimate the time required). Please also apply this to similar statements in study recruitment materials.
· Please ensure that any recruitment and advertising materials are approved by HDEC prior to use; e.g. community outreach campaigns of media releases, posters and flyers, social media platforms.
· Please amend the Participant Information Sheets, Consent Forms and advertising materials, taking into account feedback provided by the Committee (above)

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.
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	Ethics ref:  
	20/NTA/10 
	 

	 
	Title: 
	Vaping as a substitute for smoking 
	 

	 
	Principal Investigator: 
	Dr Hayden McRobbie 
	 

	 
	Sponsor: 
	Lakes District Health Board 
	 

	 
	Clock Start Date: 
	07 February 2020 
	 


 
Hayden McRobbie was present by teleconference for discussion of this application.

Potential conflicts of interest

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

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


Summary of Study

1. Smoking rates in people with mental illness remain high, with up to around 80% of people admitted to an acute psychiatric unit reporting current tobacco use. Quitting smoking is often difficult for people with mental illness. Nicotine replacement therapy (NRT) is the most commonly used treatment to manage temporary abstinence from smoking but its helpfulness for this purpose is modest. 
2. Electronic cigarettes, or vaping products, can deliver nicotine in more similar ways to smoking, compared with NRT products. There is growing evidence that vaping can help people stop smoking.
3. A recent project undertaken in Bay of Plenty DHB found that providing vaping as a substitute for smoking to patients admitted to the inpatient mental health unit reduced the number of days spent in the unit during the trial month (8 days compared to 10 days average stay in previous month) and received positive feedback from both patients and staff.
4. This 6-month pilot project aims to replicate and expand on these findings. We will offer a 4th generation pod-type vaping product to smokers admitted to the Lakes DHB inpatient mental health unit to use as a substitute for smoking. Patients will be able to keep the vaping product on discharge to continue using if they wish.
5. Researchers aim to collect data regarding seclusion episodes, episodes of aggression, physical assaults, and length of stay over the 6-month pilot and compare these measures against aggregate counts in the 6-month period prior to the introduction of vaping. 
6. Subjective feedback from staff and clients will also be collected using semi-structured interviews, and some quantitative data from clients on the helpfulness of vaping. 
7. Finally, participants will also be followed up at 4-weeks and 6-month post-discharge to assess cigarette consumption and vaping (type of device, nicotine use, cost).

Summary of resolved ethical issues 

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

8. The Committee noted that NRT is current best standard of care and that vaping is a form of harm reduction that is not yet standard of care.
9. The Committee queried the vulnerability of potential participants. The Researcher stated that the mental health unit involved in the study believed that most people will be able to provide written consent early in their hospital stay.
10. The Committee queried what happens if participants are found to be smoking onsite, and whether the interaction causes aggression. The Researcher stated that typically patients are offered nicotine substitutes; previous studies have found that offering vaping products to patients appears to lower the chances of an aggressive response.
11. The Committee queried what data will be accessed by the Researcher for the purposes of the study. The Researcher stated that only aggregate data will be used to measure length of stay and seclusion. Individual mental health symptoms will however be recorded.
12. The Committee queried how the vaping devices will be distributed. The Researcher stated that they will be stored and recharged at the nurse’s station as they can only be used outside.
13. The Committee queried how capacity to provide free and informed consent will be assessed. The Researcher stated that frontline staff will be trained in study procedures and will go through the PIS with potential participants. 
14. The Committee queried how the views of participant’s whanau will be collected. The Researcher stated that this will be reported by the participant.

Summary of outstanding ethical issues

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

15. Please amend the protocol to include information on what health information will be collected at an individual level, including how that data will be safely managed.
16. Please amend the protocol to include information on how individual vaping devices will be sanitised and assigned to individual participants, including which part (if any) will be retained by the participant and which part is to be kept at the nurse’s office. Please also include plans for charging and requesting access, additionally ensuring that this information is available in the PIS.
17. Please amend the protocol to provide more information on how capacity to provide consent is assessed.
18. Please amend the protocol to demonstrate how the supported decision-making model, as described the National Ethical Standards for Health and Disability Research and Quality Improvement (2019), is being utilised for this study.
19. Please amend the table of risks in the protocol to include coercion and potential inducement, and how they will be mitigated, including (but not limited to) how researchers will ensure that access to vaping devices will not be used a reward for good behaviour and how patients will be nonetheless encouraged to stop smoking.
20. Please provide evidence of independent scientific peer review for this study.

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

21. Please amend the PIS to include information on what health information will be collected at an individual level, including how that data will be safely managed. Additionally, please amend the PIS to ensure it reflects the relevant details of data management and data governance including how participants’ privacy and confidentiality of data will be protected; as currently the relevant section of the PIS on these rights is insufficient.
22. Please ensure that the PIS clearly communicates that the researchers are interested in environment and behaviour, not individual aggression.
23. Please amend the PIS to include information on how individual vaping devices will be sanitised and accessed by individual participants.
24. Please amend the PIS to remove the sentence stating that participants in seclusion can vape in their rooms.
25. Please amend the PIS to state that the proposed study is aimed at current smokers only, and that nicotine replacement therapy is available as an alternative option to those who do not wish to use vaping products.
26. Please provide a separate PIS for staff interviews.
27. Please amend the patient PIS to provide more information on the semi-structured interviews, with sufficient emphasis on the fact that they are optional. Please provide a separate Consent Form for this optional part of the study.
28. Please amend the PIS to include any risks to using vaping products, including frequencies based on existing data (i.e. even if rare, include them but state how rare/severe they are).
29. Please amend the main PIS to be clear that vaping is seen as a pathway to completely quitting smoking, and that the ideal outcome is for the participant to cease vaping when they feel ready.
30. Please amend the Consent Form to take into account the changes required of the PIS, including consenting to the follow-up at one month, three months and the interviews.

Decision 

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


· Please amend the protocol to include information on what health information will be collected at an individual level, including how that data will be safely managed.
· Please amend the protocol to include information on how individual vaping devices will be sanitised and assigned to individual participants, including which part (if any) will be retained by the participant and which part is to be kept at the nurse’s office. Please also include plans for charging and requesting access, additionally ensuring that this information is available in the PIS.
· Please amend the protocol to provide more information on how capacity to provide consent is assessed.
· Please amend the protocol to demonstrate how the supported decision-making model, as described the National Ethical Standards for Health and Disability Research and Quality Improvement (2019), is being utilised for this study.
· Please amend the table of risks in the protocol to include coercion and potential inducement, and how they will be mitigated, including (but not limited to) how researchers will ensure that access to vaping devices will not be used a reward for good behaviour and how patients will be nonetheless encouraged to stop smoking.
· Please provide evidence of independent scientific peer review for this study.
· Please amend the Participant Information Sheets and Consent Forms, taking into account feedback provided by the Committee (above)

After receipt of the information requested by the Committee, a final decision on the application will be made by Mrs Kate O’Connor and Dr Karen Bartholomew.
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	Ethics ref:  
	20/NTA/6 
	 

	 
	Title: 
	GT-30 Personalised Neoantigen DNA Vaccine + IL-12 for Advanced HCC 
	 

	 
	Principal Investigator: 
	Professor Edward Gane 
	 

	 
	Sponsor: 
	Pharmaceutical Research Associates Ltd (NZ) 
	 

	 
	Clock Start Date: 
	05 February 2020 
	 


 
Edward Gane and Margaret Joppa were present by teleconference for discussion of this application.

Potential conflicts of interest

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

Dr Christine Crooks declared a potential conflict of interest and recused herself from the following discussion. As quorum was upheld by the remaining Committee members, the review of this application continued.

Summary of Study

1. The proposed study aims to recruit patients with Advanced Hepatocellular Carcinoma (HCC). Since many patients currently do not respond adequately to immunotherapies, the Investigational Product is a DNA vaccine which has been personalized to express tumour specific antigens to generate improved immune cell infiltration to tumour cells. The IP (GNOS-PV02 + INO-9012), in combination with the immunotherapy Pembrolizumab, could lead to improved clinical outcomes.
2. The first primary objective is to determine safety and tolerability of GNOS-PV02 + INO-9012 delivered by injection followed by electroporation through CELLECTRA 2000 (a device that delivers four small electric charges through 3 needles to help entry of the DNA into cells). This will be assessed through adverse event reporting. 
3. Other objectives are to evaluate the immune response following treatment through blood tests and the anti-tumour activity through radiographic imaging and survival.
4. For study enrolment, HCC patients that are not amenable to curative treatment and who have a life expectancy of six months or less are referred to ADHB Liver Research Unit. Since this is a second-line study, patients will be initiated on a first-line therapy (Sorafenib or Lenvatinib). During this time, a tumour biopsy tissue sample will be provided to the Sponsor lab for manufacturing the DNA vaccine. 
5. At the discretion of the treating physician, patients can discontinue the first-line therapy and begin receiving GNOS-PV02 + INO-9012 and Pembrolizumab according to the dispensing schedule. Safety and efficacy testing are listed in the protocol schedule of assessments and include physical exam, vital signs, blood testing and radiographic imaging.
6. Treatment will continue whilst clinician considers that patient is incurring clinically meaningful benefit up to a maximum of 2 years.

Summary of resolved ethical issues 

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

7. The Committee queried whether the delivery method was part of the study question. The Researcher stated that it was not.
8. The Committee queried whether Pembrolizumab is part of standard of care for this type of cancer. The Researcher stated that it is not yet in New Zealand, however it is approved for second line treatments to liver cancer is some other countries. As it is part of the study, the protocol allows for access post-study.
9. The Committee queried whether the DNA vaccine will affect cell replication. The Researcher stated that the form of DNA used is non-replicating, therefore this would not occur.
10. The Committee queried whether a Sponsor representative must be present for the administration of every injection. The Researcher stated that this wold likely be the case for the first round of injections; study staff would be trained appropriately for subsequent injections.
11. The Committee queried whether it was optional for the participant’s GP to be informed. The Researcher stated that it was mandatory.
12. The Committee queried, given the small number of patients who meet inclusion criteria, how identifiability will be protected. The Researcher stated that participants will be assigned a study number; patient details are held by the site and not shared with the Sponsor.
13. The Committee queried whether any incidental findings are likely. The Researcher confirmed that no incidental findings will occur.
14. The Committee queried the genetic research described in the PIS. The Researcher stated that the genetic testing that is part of this main study is only examining tumour tissue.
15. The Committee queried whether data reviews every six months would be sufficient. The Researcher stated that any serious adverse event is notified within 24 hours and shared with all sites; oversight from the Sponsor and CRO would also occur more frequently than every six months.
16. The Committee queried whether participants are able to speak publicly about their participation in the trial, in the event of media interest. The Researcher stated that all participants were receiving the same treatment, so there should be no reason for them not to talk about it. There would be no request that participants not speak with media.
17. The Committee queried whether the DNA vaccine is considered a hazardous substance. The Researcher stated that as most it is considered a modified organism, as it only consists of a short strand of DNA.
18. The Committee queried the partial de-identification of tissue samples that are being sent overseas. The Researcher stated that only study number ad year of birth would be attached to samples.
19. The Committee queried the timeframe for preparing the personalised vaccine. The Researcher stated this would be up to eight weeks.

Summary of outstanding ethical issues

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

20. Please amend the protocol to include a tissue management & governance plan in accordance with Chapters 14 and 15 of the National Ethical Standards for Health and Disability Research and Quality Improvement.
21. Please amend the protocol to include a data management & governance plan in accordance with Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement.
22. Please provide clarification that study insurance is specific to the New Zealand site and references the New Zealand participants exclusively.
23. Please amend trial insurance so that injuries related to pembrolizumab are not excluded from cover. Please amend the amount that the trial is insured for so that injuries related to both the study DNA vaccine and pembrolizumab have adequate coverage.

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

24. Please amend the compensation statement in the PIS to include injury from Pembrolizumab, as it is part of the study.
25. Please amend page 4 of the PIS to ensure that Hepatitis B and HIV are both included as notifiable diseases.
26. Please amend page 16 of the PIS to give participants the option of receiving vouchers, rather than having to provide receipts for reimbursement purposes.
27. Please amend the PIS for Future Unspecified Research (FUR) to include information on how tissue will be disposed of; please refer to relevant sections of the National Ethical Standards for Health and Disability Research and Quality Improvement (2019) (e.g. Standards 7.57 and 7.58) for further guidance.
28. Please amend the PIS for FUR to clarify that tissue samples will be stored in a Sponsor biobank; please include the name and address of the biobank in which samples will be stored.
29. Please amend the PIS for FUR to clarify the scope of the FUR, e.g. whether genetic research will be involved, as current documentation provides inconsistent information.
30. Please amend the PIS for FUR to clarify risks (e.g. risk of re-identification, especially in FUR is genetic).
31. Please amend the PIS to clarify that, while the vaccine takes up to 4 weeks to manufacture, the full turnaround time from sampling to dosing is up to 8 weeks.
32. Please amend page 6 of the PIS to clarify what part of the research the sample taken at week 9, dose 4 is to be used for. If it is intended for FUR, please remove from the main PIS and include in the FUR PIS.
33. Please amend the PIS to state whether blood samples are optional or mandatory.

Decision 


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

· Please amend the protocol to include a tissue management & governance plan in accordance with Chapters 14 and 15 of the National Ethical Standards for Health and Disability Research and Quality Improvement.
· Please amend the protocol to include a data management & governance plan in accordance with Chapter 12 of the National Ethical Standards for Health and Disability Research and Quality Improvement.
· Please provide clarification that study insurance is specific to the New Zealand site and references the New Zealand participants exclusively.
· Please amend trial insurance so that injuries related to pembrolizumab are not excluded from cover. Please amend the amount that the trial is insured for so that injuries related to both the study DNA vaccine and pembrolizumab have adequate coverage.
· Please amend Participant Information sheets and Consent Forms, taking into account feedback provided by the Committee (above)

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




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 March 2020, 01:00 PM

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




3. Minutes from the previous meeting

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


The meeting closed at 6:00pm.
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