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	Committee:
	Northern A Health and Disability Ethics Committee

	Meeting date:
	16 July 2019

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



	Time
	Item of business

	1:00pm
	Welcome

	1:05pm
	Confirmation of minutes of meeting of 18 June 2019

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

	
	 i 19/NTA/79
 ii 19/NTA/92
 iii 19/NTA/93 (Closed)
 iv 19/NTA/94
 v 19/NTA/96
 vi 19/NTA/97
 vii 19/NTA/98
 viii 19/NTA/100
 ix 19/NTA/101
 x 19/NTA/102
 xi 19/NTA/103

	
	Substantial amendments (see over for details)

	
	

	6:25pm
	General business:
Noting section of agenda


	6:30pm
	Meeting ends




	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  
	 

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

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

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

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

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

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

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


 

Welcome
 

The Chair opened the meeting at 1:00pm and welcomed Committee members, noting that apologies had been received from Ms Rochelle Style.

The Chair noted that it would be necessary to co-opt members of other HDECs in accordance with the Standard Operating Procedures.  Mrs Leesa Russell confirmed their eligibility, and was co-opted by the Chair as a member 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 18 June 2019 were confirmed.

New applications 


	 1  
	Ethics ref:  
	19/NTA/79 
	 

	 
	Title: 
	(duplicate) Synbiotics and liver transplantation 
	 

	 
	Principal Investigator: 
	Associate Professor Lindsay Plank 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	06 June 2019 
	 


 
Associate Professor Lindsay Plank 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. As quorum was upheld, The Committee decided to review the application without input from Dr Crooks.

Summary of Study

1. Liver transplantation is the only effective treatment for patients with advanced liver disease. This is a major operation which is associated with a high rate of complications over the early postoperative period which prolongs stay in hospital and is a major cause of early death. These complications are predominantly bacterial infections.
2.  A combination of prebiotics and probiotics (synbiotics) provided for one day before and 14 days after transplant has been shown to almost eliminate bacterial infections. 
3. The current researchers propose to conduct a similar study using the same synbiotic. If this treatment reduces infections after transplant, it is expected it to lead to routine use in liver transplant units in New Zealand and internationally. This result and the associated reductions in antibiotic use and length of hospital stay are significant both for patients undergoing this life-saving procedure and for the hospital, given the consequential cost savings. The potential mechanisms that might explain the purported benefits of this treatment will also be examined.


Summary of resolved ethical issues 

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

4. The Committee queried whether medical records will be viewed, and if so, does the PIS state this. The Researcher stated that this statement is included in the updated version of the PIS.
5. The Committee queried whether a statistician was utilised to calculate study power. The Researcher stated that, as a statistician, he performed the calculations himself and was satisfied with the result.
6. The Committee queried the statement in the application form that access to transplants does not differ between ethnicities. The Researcher stated that there is no difference at the point of referral, but acknowledged that differences may occur prior to this.
7. The Committee queried the feedback presented in the independent peer review, specifically around definitions. The Researcher stated that definitions were sourced from the CDC criteria for infection rate. 
8. The Committee queried the peer review feedback that questioned whether sufficient participants could be recruited for this study. The Researcher stated that they had high confidence in achieving the desired number of participants and that the study could be extended for a further six months to allow for further recruitment if necessary. 
9. The Researcher responded to other queries arising from the scientific peer review. The researcher considered that bacterial infection (as an outcome) did not need to be further defines, being clear by reference to CDC criteria. 

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

10. Please amend the PIS to explicitly state what happens to samples after the study has ended, e.g. if they are destroyed.
11. Please add to the PIS whether study arms are blinded/double blinded.
12. Please amend the PIS to state that participant withdrawal from the study means that no more data will be collected from them.
13. The Committee stated that a table of procedures should be included in the PIS.
14. The Committee stated that the PIS needs to include a statement informing participants that extra blood samples will be taken during standard follow-up appointments, and that no extra appointments are necessary.
15. The Committee stated that the PIS needs to be amended to state that stool sample packs will be delivered to patients, and that patients can bring samples with them to follow-up appointments, to give to researchers.
16. The Committee stated that the PIS needs to be clearer about whether patients can participate without giving blood or stool samples. 
17. The Committee stated that the PIS and consent forms needs to be updated to state that pregnant participants will not be excluded from the study.
18. The committee stated that the PIS needs to be amended to more clearly state that the follow-up period for the primary outcome is thirty days, while the follow-up period for the secondary outcome is ninety days.
19. The Committee stated that 1:1 randomisation into each arm of the study needs to be communicated more clearly.
20. The Committee stated that the PIS needs to include information about whether the study is sponsored or investigator-led, and whether the manufacturer has provided any assistance (such as free or discounted product)?
21. The Committee stated that the PIS needs to be amended to more clearly inform participants about how to correctly store the product, for example whether it needs to be placed in refrigerated storage.

Decision 

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


· Please refer to the requested changes to the PIS & Consent Form listed 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:  
	19/NTA/92 
	 

	 
	Title: 
	VAC18193RSV2001 - A study to assess if an investigational vaccine can prevent lower respiratory tract disease caused by respiratory syncytial virus (RSV) in adults aged 65 years and older.  
	 

	 
	Principal Investigator: 
	Dr Jackie Kamerbeek 
	 

	 
	Sponsor: 
	Janssen-Cilag (New Zealand) Limited  
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
Dr Jackie Kamerbeek & Ms Katie Kennett were present by teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. Respiratory syncytial virus (RSV) is a seasonal virus that infects the lungs and airways. Healthy people usually experience very mild cold-like symptoms and recover in a few days. However, respiratory diseases caused by RSV can also be serious and lead to hospitalisation and, in some cases, death in infants and older adults. 
2. The purpose of this study is to see if the mixed combination of Ad26.RSV.preF and RSV preF protein is a safe and effective vaccine to prevent respiratory diseases caused by RSV in adults aged 65 years and older. 
3. Approximately 5,800 participants will be randomized in parallel in 1:1 ratio to receive either Ad26.RSV.preF/RSV preF protein mixture vaccine or matching placebo. 
4. The study comprises administration of study vaccine on Day 1. After vaccination, participants will be followed for symptoms that could indicate an ARI until the end of RSV season. Revaccination at Month 12 and study progression beyond the first RSV season is conditional on the results obtained after the participants have been followed for one RSV season after vaccination on Day 1.
5. Study duration will be approximately 1.6 years in the first cohort, and 0.8 years for the potential extra participants in the second cohort.
6. All participants will be closely observed for a minimum of 30 minutes after vaccination to monitor for the development of any acute reactions, or longer if deemed necessary by the investigator.
7. An Independent Data Monitoring Committee (IDMC) will be commissioned for this study. In general, the IDMC will monitor safety data on an ongoing basis to ensure the continuing safety of the participants. In addition, the IDMC will formally monitor the efficacy endpoints.

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 relatively high number of intended participants for a Phase IIb study, and whether it was indicative of an intention to progress to Phase III. The researcher stated that the sponsor had not yet indicated whether any follow-up studies would occur. 
9. The Committee queried how patients will be identified as potential participants. The Researcher stated that patients have previously consented to be entered into a database that can be accessed for research recruitment. The Researcher also stated that advertising would be utilised. 
10. The Committee queried the process by which patients would be contacted for potential recruitment. The Researcher stated that they would call patients and pre-screen with a questionnaire, administered over the phone. This conversation would be documented, as it could be considered consent. If the patient is not suitable for participation in the present study, they are asked whether they are happy to remain on the database of potential participants, and the information collected in pre-screening is not supplied to the sponsor.
11. The Committee queried how participant data will be identified when it is stored. The Researcher stated that participant data will be de-identified, and a study number assigned to each. The only other information used is the year of birth of participants.
12. The Committee queried whether ethnicity data is being collected. The researcher indicated that this would take place in accordance with Ministry of Health guidelines.
13. The Committee queried the mention in study documentation of a potential second cohort. The Researcher clarified that this cohort was not based in New Zealand.
14. The Committee queried the security and delivery of the App that participants will use as an E-Diary. The Researcher stated that the sponsor will supply smartphones to the CI with the study App already installed. These smartphones will be passed on to participants to use; data collected will be de-identified.

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

15. The Committee stated that reference to the study drug as a potential vaccine should be removed from the PIS and Consent Forms, and changed to state that researchers are looking into how the drug works.
16. The Committee stated that the first paragraph of the PIS, under “What is the purpose of this study”, should be amended to remove ambiguity and ensure that participants are aware that the purpose of the study is not to prevent RSV infection through taking the treatment.
17. The Committee stated that the PIS needs to be amended to clarify that this is a first-in-patient study. 
18. The Committee requested that the PIS is reviewed and edited to replace technical language, jargon and acronyms with lay-language where possible, in particular in the section on risk.
19. The Committee requested that the PIS is reviewed and edited to be more concise where possible.
20. The Committee stated that information regarding Future Unspecified Research (FUR) can be removed from the main PIS (for example page fifteen), as there is a separate form for this.
21. The Committee stated that any reimbursements to participants for travel expenses need to be included in the PIS, including how the reimbursements are calculated.
22. The Committee stated studies taking place in New Zealand cannot be stopped for commercial reasons; page thirteen of the PIS should be amended to reflect this.
23. The Committee stated that location and duration of samples stored for Future Unspecified Research (FUR) needs to be declared in all relevant Information Sheets; the main PIS should refer the participant to the optional FUR PIS for further information.
24. Optional FUR PIS: The Committee stated that, if the Sponsor is not intending to return samples, then the name and location of the sample repository facility should be included in all relevant Information Sheets.
25. Pregnant partner PISCF: The Committee stated that the PIS for Pregnant Partners needs to be amended to reflect that consent must to be sought at the time the baby is born to collected information about the newborn.
26. The Committee requested that the Sponsor and CI provide more information about the App that is to be used, particularly around data storage and security. 
27. The Committee stated that duration of data storage (stated by Researcher as fifteen years) needs to be declared in the PIS.
28. The Committee requested that that use of the product name is minimalised, and “study drug” or “study vaccine” is used instead.
29. The Committee stated that the use of thermometer logs in the Protocol needs to be included in the PIS.
30. The Committee stated that the reason for using the E-Diary needs to be disclosed in the PIS.
31. The Committee stated that a schedule of procedures is included in the PIS.
32. The Committee stated that the confidentiality section on page fifteen of the PIS is to be simplified, and more lay-language should be utilised.
33. The Committee stated that mention of Future Unspecified Research needs to be removed from page fifteen of the PIS.
34. Optional FUR PISCF: The Committee requested that the Optional FUR consent form is updated to be specific to the current study, as the current form appears to be a generic form supplied by the Sponsor. 
35. The Committee stated that any mention of indefinite storage of data and samples will need to be removed from study documentation, as HDECs cannot approve this.
36. The Committee stated that any reference to other study documents in the PIS should be amended so that the PIS is a standalone document.

Decision 


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


· Please refer to requested changes to PIS and Consent Forms listed above.

After receipt of the information requested by the Committee, a final decision on the application will be made by A/Prof Manuka Henare and Dr Christine Crooks.



	 3  
	Ethics ref:  
	19/NTA/93
	 

	 
	Title: 
	NHFO2: Inpatient study 
	 

	 
	Principal Investigator: 
	Dr James Harper 
	 

	 
	Sponsor: 
	Fisher and Paykel Healthcare Limited 
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
Dr James Harper & Irene Braithwaite were present by teleconference for discussion of this application.

The Committee decided by consensus to uphold the researcher’s request for a closed session to review 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.

Decision 

This application was approved by consensus, subject to non-standard conditions.


	 4  
	Ethics ref:  
	19/NTA/94 
	 

	 
	Title: 
	ISIS 696844-CS4: A study assessing the effectiveness and safety of the trial drug ISIS 696844, in adults with IgA nephropathy. 
	 

	 
	Principal Investigator: 
	Dr  Richard Robson 
	 

	 
	Sponsor: 
	Geaorge Clinical Pty Ltd 
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
Dr Richard Robson and Sharana were present by teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. ISIS 696844 is being developed for the treatment of IgA nephropathy.
2. IgA nephropathy is caused when IgA builds up in the kidney and activates a part of the immune system called complement.  Activation of complement may injure the kidney and decrease the ability of the kidney to function normally. ISIS 696844 works by slowing the body’s production of a protein called Factor B (FB), which is part of the complement system. Researchers hope this may prevent further injury to the kidney.
3. The aims of this study are: To see if lowering blood FB levels reduces markers of kidney damage in the urine; to see how safe and well-tolerated the study drug is; and to measure the amount of study drug in the blood over time.
4. The study will enrol approximately 10 adults with IgA nephropathy.
5. Every participant will receive 8 doses of study drug over 25 weeks, as follows: 70 mg ISIS 696844 once every two weeks for 3 doses, then; 70 mg ISIS 696844 once every four weeks, for 5 further doses.
6. Each dose will be given as an injection under the skin on the abdomen or thigh, at the research centre.
7. Study drug and complement levels will be measured at specific times after dosing. Safety assessments will be performed, urine will be collected and analysed, and any changes in health will be recorded.
8. The results will provide important information about the potential effectiveness and safety of ISIS 696844 in IgA nephropathy.

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 limitations to where participants can go while taking the study drug. The Researcher stated that this is part of the risk management for participants, as they are at greater than normal risk for infection.
10. The Committee stated that, if archival tissue samples can be used, this needs to be declared in the PIS.
11. The Committee queried how samples will be coded. The Researcher stated that samples will be de-identified and coded by subject number only.

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

12. The Committee stated that the PIS needs to be amended to clarify whether archival samples are electronic slides or physical samples.
13. The Committee stated that the PIS needs to be amended to clarify whether samples are sent overseas for analysis and if so, where they are being sent to, how long they will be stored for, and disposal/return protocol needs to be declared in the PIS.
14. The Committee stated that as egg donation is excluded, can freezing eggs for future use also be excluded and the PIS and Consent Forms adjusted accordingly.
15. The Committee stated that if notifiable diseases are tested for, the Medical Officer of Health must be notified, not the Ministry of Health.
16. The Committee stated that the PIS needs to be amended to clarify when data is collected during pregnancy, i.e. during pregnancy or after the baby is born.
17. The Committee stated that a separate Consent Form is required if any information about participants’ children is collected.
18. The Committee stated that the PIS needs to be amended to describe how long data from a participant’s child is stored for.
19. The Committee stated that, if consent is obtained prior to birth, reconsenting is required for collecting data on the child once they are born.
20. The Committee stated that page fourteen of the PIS needs to be amended to clarify whether authorisation for data is to collect indefinitely or to use data collected for the present study indefinitely.
21. The Committee stated that the exploratory information sheet needs to include the name and location of the central laboratory.
22. The Committee stated that the genetic research PIS needs to include a time limit for storage of samples.
23. The Committee stated that the PIS should be amended to clarify that the sample is de-identified, and what (if any) data is being sent to the central laboratory with the sample.
24. The Committee stated that the statement in the PIS about risk of meningococcal should be clarified as theoretical, as an infection has yet to occur under these circumstances. 
25. The Committee stated that page fifteen of the PIS regarding commercial rights needs to be reworded to lay-language.
26. The Committee stated that paragraph three, page fifteen of the PIS is amended to more clearly state whether the samples described are being used to future unspecified research.
27. The Committee stated that the optional genetic study, and the tests involved, should be explicitly stated in the main Consent Form, in addition to the PIS.

Decision 


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


· Please refer to the requested changes to the Participant Information Sheet and Consent Form, listed above.

After receipt of the information requested by the Committee, a final decision on the application will be made by A/Prof Manuka Henare and Mrs Leesa Russell.


 

	 5  
	Ethics ref:  
	19/NTA/96 
	 

	 
	Title: 
	VascDiab 
	 

	 
	Principal Investigator: 
	Dr Janak de Zoysa 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
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. Steroid induced diabetes mellitus is an uncommon complication of anti-neutrophil cytoplasmic antibody (ANCA) associated vasculitis therapy. When it occurs it is associated with significant morbidity and mortality. In the general population, metformin has been used for diabetes prevention in high-risk individuals. Improving insulin sensitivity is one of many proven favourable effects of metformin. Despite the incidence of impaired glucose tolerance and new onset diabetes in patients treated with corticosteroids in ANCA-associated vasculitis, there is a lack of evidence for the role of metformin in the prevention of diabetes in this setting.
2. The Vasculitis and Diabetes (VascDiab) study is an open-labelled multi-centre, unblinded study assessing the feasibility, tolerability and efficacy of metformin in patients treated with corticosteroids with ANCA-associated vasculitis.

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 exclusion criteria for participation in the study requires clarification in study documents. 
2. The Committee stated that metformin is contraindicated in many medical conditions, so further information about screening and exclusion criteria, or justification for increased risk to participants is required.
3. The Committee stated that it was unclear in the protocol whether the proposed sample size was sufficient to demonstrate therapeutic benefit.
4. The Committee stated that clarification is required regarding the design of the study, and whether the research aims can be answered with the proposed design. 
5. The Committee stated that a statistician needs to be involved in power analysis of the study, to determine target recruitment numbers.
6. The Committee stated that clarification is needed about how patients are identified, screened, and recruited as participants, and how any potential conflicts of interest with he investigator’s own patients will be managed.
7. The Committee stated that more information was needed regarding how participants will be randomised to either arm of the study.
8. The Committee asked that, in order to randomise, is the investigator using any stratification criteria when randomising participants to study arms, and would any identifiable information be shared between sites to do this. 
9. The Committee stated that more information is needed with regards to collection and storage of information.
10. The Committee stated that the space for participant names on questionnaires be replaced with space for a study identification number only.
11. The Committee stated that reviews of data safety monitoring may need to be more regular than every six months.
12. The Committee stated that the statement on Equipoise standard being met requires rewording for greater clarity.
13. The Committee stated that the protocol needs to be amended to include information on how data analysis will be performed.
14. The Committee stated that study documents should be amended to more closely follow HDEC templates where possible to avoid missing required sections, for example ACC or equivalent coverage and rights to access data.
15. The Committee stated that the independent scientific peer review needs to address any scientific and design issues that are found in the study documentation.

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

16. The Committee stated that information on the prevalence of ANCA-positive vasculitis and the aim of the study needs to be clarified in the PIS
17. The Committee stated that the risk section of PIS overall needs greater detail.
18. The Committee stated that the PIS needs to be amended to include a more detailed exclusion criteria section, particularly due to the risks of taking metformin.
19. The Committee stated that the PIS needs to be amended to clarify whether patients receive any financial reimbursement, whether the study drug is supplied or whether patients are expected to cover costs of metformin.
20. The Committee stated that the PIS needs to be amended to clarify how data is being protected. 
21. The Committee stated that the ACC statement in the PIS should match the HDEC template regarding the patient’s “need to apply” to ACC
22. The Committee stated that a contact person must be listed in the PIS if participants have any issues between scheduled meetings with researchers. 
23. The Committee stated that the PIS and protocol must include information about how patient data is de-identified and stored. 
24. The Committee stated that the potential benefits of metformin, described in the PIS, should only be benefits relevant to the study.
25. The Committee stated that both the risks and benefits of Metformin need to be described in the PIS. 
26. The Committee stated that the section of the PIS on funding needs to have the correct header added.
27. The Committee stated that any secondary events described in the PIS need to also have measures, variables, a management plan, a time frame and a data collection plan in the PIS.
28. The Committee stated that the Consent Form needs to be amended to remove the clause that states that even if patients withdraw from the study, their data will still be used.
29. The Committee stated that the Consent Form needs to be amended so that patients’ GP is always informed.
30. The Committee stated that the inclusion of steroid patients needs to be clarified on the PIS and Consent Form.





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 information sheet and consent forms, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies (2012) para 6.13 & 6.22)
· Please address the issues raised by the Committee regarding the protocol (Ethical Guidelines for Intervention Studies (2012) para 5.4)
· Please address the concerns raised by the Committee with regards to scientific peer review (Intervention Guidelines Appendix 1) 
· Please address issues raised by the Committee regarding the management and protection of data (Intervention Guidelines para 5.40)
· Please address the concerns raised by the Committee regarding balancing risks and benefits to participants (Ethical Guidelines for Intervention Studies (2012) para 3.11 & 5.4)

 

	 6  
	Ethics ref:  
	19/NTA/97 
	 

	 
	Title: 
	CHOC-DIP: Children on Cefalexin Dose Interval with Probenecid study 
	 

	 
	Principal Investigator: 
	A/Prof Tony Walls  
	 

	 
	Sponsor: 
	University of Otago, Christchurch School of Medicine 
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
Associate Professor Tony Walls and Dr Clare Vivian were present by teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This study aims to look at how probenecid affects the excretion of Cefalexin in children ages 2-12 years. It involves giving a dose of Cefalexin orally alongside Probenecid orally and then taking blood samples to measure the blood levels of Cefalexin. 
2. Cefalexin is an antibiotic used for skin and bone infections. Probenecid is a medication that can be used in conjunction with some antibiotics to delay the excretion of antibiotics. This is an advantage as it means the medication can be given less frequently. Cefalexin is usually given 3-4 times a day, but if it could be given twice a day in children it would be advantageous as it avoids the requirement to give a dose of medication at school or daycare. 
3. Probenecid is approved by the FDA and Medsafe for children aged >2 years as an adjuvant to penicillin and has also been used with Cefalexin. To our knowledge there are no studies investigating the effect of Probenecid on the pharmacokinetics of Cefalexin.

Summary of resolved ethical issues 

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

4. The Committee queried whether the proposed study is in pursuit of any degree or qualification. The Researcher confirmed it that it is part of physician training.
5. The Committee queried the age range of participants. The Researcher confirmed that children between two and twelve years old would be recruited
6. The Committee queried whether there is a risk of participants being under-treated as a result of their participation in the study. The Researcher stated that this risk was minimised by only recruiting children that are ready for discharge anyway.
7. The Committee queried how patients will be recruited into the study. The Researcher stated that eligible patients will be identified early in their illness, however they will not receive the study drug until their heath has improved to the point of discharge. Patients are additionally followed up with a week after discharge, to ensure relapse risk is minimised.
8. The Committee stated that data and tissue samples should be stored with a study code instead of patient NHI numbers, as these are considered identifiable. The Researcher confirmed that they will amend the protocol to allow for the creation of study numbers.
9. The Committee stated that if the study was extended to other indications, then the researchers would need to submit an amendment to HDEC. The Researcher confirmed that they would do this.
10. The Committee queried whether patients’ PICC lines would stay in after they have left hospital. The Researcher responded that PICC line would be removed when the children go home.
11. The Committee queried whether interactions between the study drug and analgesics (meaning participants cannot take analgesics) will result in discomfort for the children. The Researcher stated that criteria for being sent home from hospital includes the return of normal functioning, therefore the likelihood of needing pain relief is very low. 

Summary of outstanding ethical issues

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

12. The Committee stated that data must be stored for at least ten years after the youngest participant turns sixteen.
13. The Committee stated that the protocol needs to be amended to include criteria for stopping the study.
14. The Committee stated that the protocol needs to be amended to include the plan for how data will be analysed.

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

15. The Committee stated that the PIS needs to be amended to more closely follow the HDEC template.
16. The Committee stated that the parent/caregiver PIS needs to be amended to include the correct ACC statement (as found on the HDEC PIS template).
17. The Committee stated that the PIS needs to be amended to include a section on participant rights and participant access to data (see HDEC template).
18. The Committee stated that the PIS needs to state that the study was reviewed by Northern A HDEC.
19. The Committee stated that the PIS and Consent Forms need to be amended so that any yes/no tick boxes are only presented where agreement is not mandatory for recruitment into the study.
20. The Committee stated that the end of the PIS needs to include an advocacy contact person (see HDEC template).
21. The Committee stated that the PIS for children should more closely follow the HDEC template.
22. The Committee requested that the PIS for children is formatted to a larger font.
23. The Committee requested that the PIS for children be amended to use more lay and age appropriate language.
24. The Committee stated that the PIS for children should be amended to ensure that only information that is essential for the children to know about should be included, for example, what do they need to do, will it hurt, how often do they need to do what’s asked of them. 
25. The Committee stated that the PIS for parents/caregivers should be amended to more clearly explain the difference between the study trial and standard of care, even though risk is minimal.
26. The Committee stated that the PIS should clarify that patients will not receive therapeutic benefit from participation in this study, but that it is for the benefit of future children.
27. The Committee stated that the PIS should explain to parents that their children will usually be going home a day earlier than standard care, even though it may seem like a day longer. 
28. The Committee stated that the PIS should clarify that the PICC line will be removed from patients when they leave hospital. 
29. The Committee stated the PIS should be amended to be clearer about the side-effects of both medications used in this study.
30. The Committee stated that the PIS need to be amended to more clearly state how blood samples will be stored for analysis and where they will be stored.
31. The Committee stated that the PIS needs to be amended to more clearly communicate how long blood samples will be stored for, and how participants can have their samples returned to them if requested.

Decision 

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


· Please amend the protocol and PIS to reflect that study data will be stored for ten years after the youngest participant has turned sixteen
· Please add criteria for stopping the study to the protocol
· Please include a data analysis plan in the protocol
· Please refer to the requested changes to the Participant Information Sheets and Consent Forms listed above

After receipt of the information requested by the Committee, a final decision on the application will be made by A/Prof Manuka Henare and Dr Kate Parker.
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	Ethics ref:  
	19/NTA/98 
	 

	 
	Title: 
	A study assessing the similarity of Avastin and the trial drug BP01 
	 

	 
	Principal Investigator: 
	Dr Christian Schwabe 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
Dr Christian Schwabe and Miss Shuruthi Balachandran 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. As quorum was upheld, The Committee decided to review the application without input from Dr Crooks.

Summary of Study

1. The Sponsor has developed a drug similar to Avastin®, called BP01. This study aims to show that BP01 has a high degree of similarity to Avastin®, in terms of: Levels of drug in the blood over time; safety and side effects; immunogenicity(the body's immune response in terms of producing antibodies against the drug (called antidrug antibodies or ADAs)
2. The study will compare single doses (1mg/kg) of BP01 with Avastin® commercialised in the USA and Europe.
3. Avastin is a cancer treatment approved in many parts of the world including New Zealand.

Summary of resolved ethical issues 

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

4. The Committee queried the decision to only recruit men for this study. The Researcher responded that there is no precedent in the literature for including women in studies examining this drug, usually as a result of risk management and safety concerns regarding potential pregnancy.
5. The Committee requested that post-menopausal women be considered for recruitment into the study, as there would be no risk of pregnancy. However, this is not a requirement if necessary safety precautions cannot be met.
6. The Committee queried the safety arrangements for the study. The Researcher stated that sentinel participants stay on-site overnight and receive around-the-clock monitoring. Participants are then assessed and discharged, with frequently follow-up appointments for continued monitoring. Participants are also given a study identification card, so that other medical professionals will be informed of their circumstances.
7. The Committee queried whether there were any anticipated side-effects for the participants in the non-study arm. The Researcher stated that due to the single dose schedule and low dose given, no side-effects attributable to the drugs given in the study are expected. Other safety concerns are addressed in the protocol and are theoretical.
8. The Committee queried whether reserve participants for the sentinel arm who undertake screening and leave the same day (without being allocated to a study arm), receive any compensation. The Researcher confirmed that they would be reimbursed for their time.


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

9. The Committee stated that point four, page thirteen of the PIS needs to be amended so that all three arms of the study are insured, not just the sentinel arm.
10. The Committee stated that the PIS and Consent Forms for pregnancy in the partner of participants need to be amended to state how long data will be collected on the baby once born, and clarify how long participants are consenting for data to be collected on their baby.
11. The Committee stated that the PIS and Consent Forms for pregnancy in the partner of participants need to be amended to state how long data on the baby will be stored for.
12. The Committee stated that the information on main PIS and Consent Forms about the drugs used in this trial should be replicated in the pregnant partner of participant PIS and Consent Forms.
13. The Committee stated that the contact number given in the pregnant partner forms should be a named member of the study team or the Coordinating Investigator, rather than a generic telephone number.
14. The Committee stated that the PIS should be amended so that the formula for calculating pro rata compensation for participants who pull out of the study early should be as clearly communicated as possible. 
15. The Committee stated that the compensation clause in on page thirteen of the PIS should be amended to include the industry guidelines that are referenced, and made clear that the sponsor company has agreed to follow those guidelines.
16. The Committee stated that the PIS needs to be amended to state earlier that participants will be inpatients for two days. The Committee suggested stating this at the end of page two, after it is stated that the drug will be administered via intravenous infusion.
17. The Committee stated that the sponsor company’s name and address needs to be added to the front page of the PIS.

Decision 


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


· Please refer to the requested changes to the PIS and Consent Forms listed above. 

After receipt of the information requested by the Committee, a final decision on the application will be made by Ms Catherine Garvey and Mrs Leesa Russell
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	Ethics ref:  
	19/NTA/100 
	 

	 
	Title: 
	Oral health and Oral-Health-Related Quality of Life of mental health service users in Christchurch. 
	 

	 
	Principal Investigator: 
	Dr Emma  Johnson 
	 

	 
	Sponsor: 
	Sir John Walsh Research Institute 
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
Dr Emma Johnson and Vivian Murdoch were present by teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. People with severe mental illness have poorer physical and oral health than the general population. There are many reasons for this disparity, including socioeconomic status, smoking, alcohol and drug intake, and the side-effects of psychiatric medications.
2. The Canterbury District Health Board (CDHB) has received funding for a project which aims to improve the oral health of mental health service users in Christchurch. One group of people identified as needing such a service are those at Totara House, a specialist multidisciplinary service for young people (18-30 years) experiencing a first presentation of psychosis. As part of their clinical care, all patients in this group will be offered one free course of dental treatment to stabilise their oral health. 
3. There has been limited research on the oral health of mental health service users in New Zealand. This study aims to evaluate the oral health and oral-health-related quality of life (OHRQoL) of this group of mental health service users. A sample of approximately 100 people at Totara House will be offered participation in the study. The researcher plans to use a pre-post-treatment design to determine whether treating dental problems improves quality of life. 
4. The findings from this study will be used to improve understanding of oral health needs and OHRQoL in this vulnerable group. The researcher hopes the results will show how much of an improvement can be made to the day-to-day lives of this group of patients through treating their dental problems. Additionally, identifying unmet needs will enable targeting of specific prevention and treatment of oral diseases for these vulnerable individuals.

Summary of resolved ethical issues 

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

5. The Committee queried how ability to consent to this research will be measured. The Researcher stated that the referring mental health service will advise on whether potential participants are able to consent.
6. The Committee queried how potential participants will be identified and recruited. The Researcher stated that the partnered mental health service will determine which patients need dental treatment and then prescreen these patients for suitability for this study. The patient does not need to be in the trial to receive dental treatment. 
7. The Committee queried whether a participant’s support person will provide any data to the researcher. The Researcher confirmed that they will not provide any data for the study.
8. The Committee queried how participants will be de-identified. The Researcher stated that study codes will be assigned to each participant 

Summary of outstanding ethical issues

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

9. The Committee stated that all relevant study documentation needs to include how the intervention offered differs from standard of care for this group.
10. The Committee stated that management of perceived coercion of patients, with regards to recruitment, needs to be described in more detail in the protocol, including a description of how staff from the partnered mental health service will pre-screen and offer the study to the patients, and clarify that patients do not need to be in the study to receive the treatment.
11. The Committee stated that the protocol needs a safety plan in the event that patients become agitated; details should include what mental health service support is available, at what times mental health support workers will be present, how researchers intend to protect themselves and their participants, and how a patient who becomes upset from procedures or answering questionnaires can be managed safely.
12. The Committee stated that a statistician must be utilised to calculate optimal sample size for this study.
13. The Committee stated that, if no control or comparison group is used, study documentation must clearly state that no causal relationship can be inferred from the results of this study.
14. The Committee stated that the risk of coercion from a participant’s support person must be managed and described in the protocol.
15. The Committee stated that names or other identifiable information cannot be used on questionnaires, and should be replaced with a space for participant study codes.
16. The Committee stated that Ministry of Health guidelines for collecting ethnicity data should be followed.
17. The Committee stated that specific inclusion and exclusion criteria for participants needs to be clarified and included in the protocol. 
18. The Committee stated that risks need to be examined beyond the risks of dental treatment. This includes risks to patient associated with use of confidential data and information and social risks such as stigmatisation. 
19. The Committee stated that the researcher will not be able to recruit any individual who cannot consent for themselves, however this should be assessed specifically for this study and is not determined by their status as a patient.
20. The Committee stated that the questionnaire titles “Personality Characteristics Assessment” may need to be renamed, with consideration for the way it could be perceived by participants.
21. The Committee stated that questionnaires should be amended to ensure that every question is optional to answer, i.e. participants have the right to decline to answer any questions.
22. The Committee stated that it may be useful to collect health information (with permission) on any prescriptions or other relevant substances that participants have taken, as this may impact whether they can be administered medications by the dentist.
23. The Committee stated that participants should be warned prior to completing questionnaires regarding negative feelings, as they may cause distress.
24. The Committee advised the researcher to reconsider the design of the study. The study could be descriptive and provide valuable information in this design.

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

25. The Committee requested that the HDEC template for PIS and Consent Forms, available on the HDEC website, are utilised.
26. The Committee stated that the start of the PIS needs to include a declaration that the research is a requirement for the completion of a Doctorate in Clinical Dentistry qualification.
27. The Committee stated that the researchers must take extra care with providing clear and lay-friendly language in the PIS and Consent Form, so that potential participants know exactly how they have been identified to participate in the study.
28. The Committee stated that a statement should be added to the PIS informing participants if data collected in this study will be used for future research.
29. The Committee stated that separate consent must be obtained to access participant contact information, if researchers intend to use this information to send study results to participants. This separate consent could be a statement on the main consent form.
30. The Committee stated that the PIS and protocol should state that study results will be provided to participants at the end of the study, rather than individual results.
31. The Committee stated that an ACC/insurance statement needs to be included in the PIS. This should include a section on compensation provisions to reflect the section in the Consent Form regarding understanding of these provisions.
32. The Committee stated that the “Persons Interested in the Welfare of Patient” PIS should be specific and not the same as the main PIS.
33. The Committee stated that the PIS should include a section on compensation provisions, to reflect the section on the Consent Form regarding understanding of these provisions.
34. The Committee stated that the PIS and protocol should be aligned to state whether study data will only be used by the researchers, or if de-identified data will be used by other services (the DHB) or people to inform practice.
35. The Committee stated that the collection of dental records needs to be added to the PIS, including specifically what dental data will be used, for example the outcome of their dental assessment and the outcome of subsequent treatment.

Decision 

The Committee considered this research to be important, and encouraged the researcher to resubmit. The Committee stated that they (Northern A HDEC) would be happy to review this research again if it is resubmitted. 

The Committee strongly advises that if a study has a Supervisor, they are present either in person or by teleconference for discussions with HDEC. 

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

· Please amend the protocol to address issues raised by the Committee (Ethical Guidelines for Intervention Studies (2012) para 5.41)
· Please amend the information sheet and consent forms, taking into account suggestions made by the Committee (Ethical Guidelines for Intervention Studies (2012) para 6.13 & 6.22)
· Please address concerns raised by the Committee regarding risk of harm to participants and researchers (Ethical Guidelines for Intervention Studies (2012) para 5.4)
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	Ethics ref:  
	19/NTA/101 
	 

	 
	Title: 
	Riluzole in Spinal Cord Injury 
	 

	 
	Principal Investigator: 
	Dr. Michael Fehlings 
	 

	 
	Sponsor: 
	AOSpine North America  
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
Dr Joanne Nunnerley 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. In spite of the immense impact of a spinal cord injury (SCI), there is currently no drug treatment for spinal cord injuries that has shown to improve neurological and functional outcomes. Although little can be done with medication to correct damage sustained during the spinal cord injury, there may be the opportunity to preserve the remaining nerves and improve outcomes. There is convincing evidence from animal studies that the drug riluzole can slow down certain aspects of the injury to stop further destruction of the nerve tissue.
2. The aim of this study is to evaluate how safe and effective riluzole will be in the treatment of patients with acute SCI. Subjects with an acute SCI who present within 12 hours of injury will be consented and then screened for the study. 
3. The study team will assess if the participant is eligible. If so, the participant will be randomised to receive either Riluzole or placebo (sugar tablet) and will receive the first dose and will then they will take the medication twice a day for 2 weeks.
4. The participant may receive surgery as per standard of care. At day 3 and 7 the participant will be checked to see if there have been any problems and have lab tests done. Evaluations will also occur during follow-up visits at 3, 6 and 12 months post injury and when they are discharged from acute care. The participant may have the following tests during these visits, all of which are part of normal care: physical examination, tests to assess how well they recover, medication checks, blood tests and questionnaires to see how the participant is feeling.
5. At the end of the study the participant will be followed up by their treating doctor.

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 the CI is based in New Zealand. The researcher confirmed that the coordinating investigators for the two New Zealand sites will be based in New Zealand.
7. The Committee queried the sponsor and how they are funded. The Researcher stated that the sponsor are a not-for-profit organisation that consists of orthopaedic surgeons, who primarily run research and educational courses.
8. The Committee queried whether any identifiable health information will be given to the sponsor. The Researcher confirmed that any data given to the sponsor will be de-identified.
9. The Committee queried whether any tissue is being sent overseas. The Researcher confirmed that no tissue samples were to be sent overseas.
10. The Committee queried whether any tissue samples would be kept for future unspecified research. The Researcher confirmed that no samples would be kept for this purpose. 
11. The Committee queried whether the section in the PIS about patient pregnancy is appropriate for this study population. The Researcher responded that becoming pregnant is possible with a spinal cord injury, although it is unlikely.
12. The Committee queried how Māori consultation was undertaken. The Researcher confirmed that consultation was done with CDHB and Burwood hospital. 
13. The Committee queried whether any of the questionnaires will be administered by participant caregivers. The Researcher responded that questionnaires will only be administered by research assistants.
14. The Committee queried how the study drug was being supplied to the study. The Researcher stated that they will confirm whether the manufacturer is in any way involved with the supply of the drug to the study sponsor, such as providing the drug for free or at a discounted price.
15. The Committee queried the proportion of proposed participants who would be able to consent, compared with those who would not be able to. The Researcher responded that they believed that the number of participants able to consent would make the research worthwhile, even if those unable to consent were excluded.

Summary of outstanding ethical issues

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

16. The Committee stated that a study that plans to ask for consent for research on behalf of unconscious adults cannot be approved in New Zealand, so the researcher will need to provide a cover letter stating that the research will only continue with participants who are able to provide consent for themselves.
17. The Committee stated that a cover letter will need to be provided clarifying how the sponsor organisation is funded and how it is decided what research they sponsor.
18. The Committee stated that, if nonconsenting participation was pursued, it must be justified under Right 7(4) of the Code of Health and Disability Service Consumers’ Rights (1996), which states that evidence must be provided that participation in the study is in the best interests of the patient. Additionally, the researchers must provide evidence that a reasonable effort has been made to ascertain the views of the patient, and that the views of that patient’s family must also be taken into account (although the family cannot provide consent for them). Once the patient is able to consent, they must be requested to consent to the continued use of the data collected while they could not consent, rather than reconsenting to the study.
19. The Committee suggested looking at the participating ICU study sites, where an existing protocol and process for nonconsenting research may be provided to the researchers.

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

20. The Committee stated that the New Zealand based coordinating investigators need to be listed in study documentation, rather than the study sponsor.
21. The Committee stated that the PIS and protocol should be amended to clarify that studies cannot be stopped for commercial reasons in New Zealand.
22. The Committee stated that page three of PIS is reworded to not imply that patients will still be in hospital 84 days following their injury, as this could cause undue distress when it is only twelve hours after the patient’s injury was received. 
23. The Committee stated that the section of the PIS regarding pregnancy should be clarified as to whether it pertains to while the participant is taking the study drug, or if it is for a period after they have stopped taking the study drug (and if so for how long).
24. The Committee stated that the PIS needs to be amended to state how patient information will be de-identified and coded.
25. The Committee stated that the PIS needs to be amended to state that patients can request study data collected on them, even if that means they have to come off the study.
26. The Committee stated that mention of future unspecified research on page nine of the main PIS should be removed, as future unspecified research should be described in full in its own optional PIS if it is to occur.
27. The Committee stated that the consent for participants GP being contacted in the Consent Form should first be described in the PIS, including what information will be collected from the GP.
28. The Committee stated that the Consent Form for another person to consent on behalf of the participant cannot be used to gain consent on behalf of the participant, however it can be used as an information sheet. 
29. The Committee stated that the PIS for participants to reconsent should be removed, as it should be a form for participants to continue to give consent to use participant data rather than reconsent (only applies if nonconsenting is pursued and approved by the Committee after due consideration).
30. The Committee stated that the PIS should be amended to state that the study doctor will pass on all results to the patient, not just those that are clinically significant.
31. The Committee stated that site-specific appendices need to be attached to the protocol.
32. The Committee stated that the protocol should be amended to state that the study drug will not be given to patients before screening results are available.
33. The Committee stated that the peer review should be done by a New Zealand-based peer reviewer.
34. The Committee stated that the list if possible side-effects described in the Investigator Brochure should also be reflected in the PIS.

Decision 

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

· Please provide a cover letter stating that no non-consenting participants will be recruited into the study. Further, if the Researcher wished to pursue the application in relations to patients who are not competent to consent, the Researcher must provide further information to the Committee, including a full explanation as to how to the “best interests” test under Right 7(4) is met.
· Please provide a cover letter confirming the sponsor, and how the sponsor is funding this study. Please amend the study documentation to reflect any new information.
· Please refer to the requested changes to the Participant Information Sheets and Consent Forms, listed 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:  
	19/NTA/102 
	 

	 
	Title: 
	GS-US-494-5484 
	 

	 
	Principal Investigator: 
	Dr  Sanjeev Deva 
	 

	 
	Sponsor: 
	Gilead Sciences 
	 

	 
	Clock Start Date: 
	04 July 2019 
	 


 
Edmund Ang, Dr Sanjeev Deva and Mrs Pallavi Wyawahare were present by teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This is an open-label, multicentre, sequential dose-escalation and dose expansion study to evaluate the safety, tolerability, PK, and efficacy of GS-4224 in subjects with advanced solid tumours. The study will consist of 2 parts: the dose escalation portion, followed by dose expansion in subjects with advanced solid tumours. Dose escalation will be open for patients who have advanced solid tumours and have failed or are intolerant to standard therapy or for whom no standard therapy exists will enrolled at progressively higher dose levels to receive GS-4224 monotherapy. Dose expansion part will being when R2PD (Recommended phase 2 dose) has been determined. The dose expansion will consist of the following cohort:
2. Cohort B1: basket cohort expressing PD-L1 or microsatellite instability, single arm, open label study of GS-4224.  Tumour types of interest include melanoma, renal cell, urothelial, gastric, squamous cell head and neck, hepatocellular, microsatellite instability-high, Merkel cell cancers, and Hodgkin’s lymphoma.
3. The participants will be treated until they experience adverse event necessitating study drug discontinuation, disease progression, substantial non-compliance with study procedure or study drug, study discontinuation or withdrawal from the study.

Summary of resolved ethical issues 

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

4. The Committee queried whether New Zealand participants will be offered places in both phases of the study. The Researcher stated that participants will continue on the drug as long as they are continuing to tolerate it, or until the sponsor company determines to progress to the next phase of the trial.
5. The Committee queried the consent form for continuation of the study drug even with disease progression. The Researcher stated that this was because, in a small set of patients tumours will grow before they decrease in size, indicating that they are responding to the drug despite the apparent “pseudo-progression” of the cancer.
6. The Committee queried why dosage values are vague in the PIS. The Researcher stated that this was because the Sponsor does not yet have data on pharmacokinetics, although this will be available before the study commences.


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

7. The Committee stated that the PIS should be reworded where possible to remove jargon and non-lay language. 
8. The Committee stated that the PIS should be amended to include a graphic or flow diagram, to improve clarity for the reader. 
9. The Committee stated that the PIS should be amended to use descriptions of study groups, rather than sponsor nomenclature.
10. The Committee stated that the PIS should be amended to clarify the section on dosing, specifically that daily dosing is expected.
11. The Committee stated that page nine of the PIS needs to clarification around whether the collection of genomic markers are mandatory.
12. The Committee stated that future unspecified use of data and tissue should be removed from the main PIS and placed into its own optional PIS.
13. The Committee stated that clarification is needed in the PIS about whether tissue is being sent overseas, and whether it is then destroyed or can be returned to participants.
14. The Committee stated that the reference to healthcare payouts on page eighteen of the PIS should be removed, as this does not apply to a New Zealand-based study.
15. The Committee stated that page nineteen of the PIS needs clarification that only coded information is being sent to the sponsor.
16. The Committee stated that page twenty-one of the PIS should be amended as participants do not need to withdraw from a study in writing in New Zealand.
17. The Committee stated that the Consent Form should be amended to more closely follow the HDEC template.
18. The Committee stated that the PIS should be amended to state how diseases such as HIV and Hepatitis will be managed and that they are notifiable diseases. 
19. The Committee stated that the optional PIS for future unspecified research should be rewords to clarify whether blood, tissue and stools are collected, and whether this is consent to any kind of testing or specific tests.
20. The Committee stated that the PIS and Consent Forms need to be amended as storage of samples needs to have an end date (i.e. cannot be indefinite).
21. The Committee stated that no return of results is in Consent Form and needs to be added to PIS.
22. The Committee stated that if disease progression does not result in the offer of a higher dose to participants, then the PIS needs a statement to communicate this more clearly.
23. The Committee stated that more clarity is needed in the PIS regarding whether taking tumour samples for DNA testing is future unspecified research, or a substudy for the current trial.
24. The Committee stated that if biopsies are optional then they should be in a separate Consent Form.
25. The Committee stated that the Consent Form for future unspecified research needs to be amended to state where tissue is being sent to.
26. The Committee stated that the PIS needs to be reviewed by the researchers for formatting issues and missing sections, in addition to tracked changes in the document. Please make the requested changes as new tracked changes on a clean Word document.

Decision 


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


· Please refer to the requested changes to the Consent Forms and Participant Information Sheets, listed above.

After receipt of the information requested by the Committee, a final decision on the application will be made by A/Prof Manuka Henare and Dr Karen Bartholomew.
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	Ethics ref:  
	19/NTA/103 
	 

	 
	Title: 
	Micronutrients and traumatic brain injury in children: a feasibility study. 
	 

	 
	Principal Investigator: 
	Prof Julia Rucklidge 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	27 June 2019 
	 


 
Professor Julia Rucklidge, Ms Sophie Waretine, William Harvey and Professor Neville Blampied were present by teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. Traumatic Brain Injury (TBI) is the leading cause of death and long- term disability in children and young adults worldwide. Currently, the incidence rate is estimated between 150 to 300 per 100,000 population per year. In New Zealand, the total incidence rate is 790 per 100,000 people per year and children and adolescents account for 70% of this number. Research shows that those numbers may be underestimated since only people who have sought treatment are likely to be included. Outcomes depend on many pre-TBI factors but most research found that personality changes and behavioural problems were common post injury TBI outcomes. 
2. The proposed research is a feasibility study investigating whether children with a Traumatic Brain Injury are able to adhere to a six months intervention of broad-spectrum micronutrient formula, to assess the safety and tolerability of a specific formulation, Daily Essential Nutrients, on this population and to observe if there are any changes in the children’s ability to manage their emotions.  
3. The study also aims to understand whether individual comorbid symptoms, determined during an initial interview with participants and families, vary during the intervention. Based on previous research, we expect those symptoms to be low mood, anxiety, sleep disturbances and ADHD.


Summary of resolved ethical issues 

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

4. The Committee queried the age range covered by a single Assent Form. The Researcher stated that a form for younger participants was modified to accommodate both age groups, so that older children who could not understand the older assent form would not feel distressed from needing an assent form intended for younger children.
5. The Committee queried whether the researchers had a process to assess the severity of the TBI, and therefore the child’s ability to understand the study and provide assent. The Researcher stated that the nature of the TBI will be obtained from parent report.
6. The Committee queried the use of the powder in lieu of pills. The Researcher stated that the powder is used if a child has difficulty with pills (not difficulty swallowing), and that in past studies children have used a mix of powder and pills.
7. The Committee queried whether the children will need to take the pills while they are at school. The Researcher stated that they will liaise with parents of the children regarding whether they are happy with their children taking the pills at school, and that the dosage has enough flexibility that the children can take the pills after school if they wish.
8. The Committee queried whether the researchers expect any mental health issues to be present in the participants. The Researcher stated that they will be recruiting children with behavioural issues, particularly emotional dysregulation and difficulties with impulse control.
9. The Committee queried whether a dietician or nutritionist had been recruited to evaluate the substance. The Researcher stated that the study substance has been reviewed and approved by SCOTT.
10. The Committee queried the cost of the pills after the study has ended. The Researcher stated that the Health and Disability Allowance would cover the cost of the pills.
11. The Committee queried at what point of the screening period are the participants recruited into the study. The Researcher stated that consent is obtained in the first instance. 
12. The Committee queried the requirement to avoid other medications for the duration of the study. The Researcher stated that past research indicated interactions with psychiatric medications, therefore this is an exclusion criteria. If the child needs to take antibiotics or antifungal medication then they can, however the researchers will need to be informed. If a child needs to start taking any psychiatric medication once they have started the study, then they will be required to withdraw from the study.
13. The Committee stated that the questions about rape in The Overt Behaviour Scale should be preceded with a warning, or removed if it does not affect the validity of the Scale. The researcher responded that the data from this scale was originally to be supplied from ACC, which was not apparent in the applicant’s documentation. The Committee sought and received confirmation that no health information would be received by the researchers from ACC. However, researchers may seek consent to administer the Overt Behaviour Scale themselves, with questions pertaining to rape omitted.

Summary of outstanding ethical issues

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

14. The Committee stated that the protocol requires amending to include a safety plan for keeping both the participants and researchers safe when researchers visit the participants’ homes, particularly regarding sufficient support people and number of supervising adults, a researcher plan if they are put in a vulnerable situation and a plan in the event of any emergency.
15. The Committee stated that the protocol requires amending to include a safety plan for keeping both the participants and researchers safe when participants visit the research lab, particularly regarding sufficient support people and number of supervising adults, a researcher plan if they are put in a vulnerable situation and a plan in the event of any emergency.
16. The Committee stated that the study sponsor must be identified and this information should be provided in a cover letter.
17. The Committee stated that, where teachers are involved, the researchers need a method of contacting teachers directly (with participant and parent consent)

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

18. The Committee stated that the Assent Form may need to be further simplified to accommodate participant ability, including a smaller number of simplified statements, and the addition of a more visual method of obtaining assent (e.g., thumbs up or thumbs down graphic to be circled by child).
19. The Committee stated that the protocol and PIS requires the addition of explicit information about when the participants can take the dose of micronutrients, and how much flexibility there is afforded to them for that.
20. The Committee stated that the first part of the child PIS that contains the questions “what is a research study” and “why me” are altered to statements such as “The reason we are doing this research is…” and “We are asking you to participate because we are trying to learn about traumatic brain injury and how children manage taking supplements.”
21. The Committee stated that use of the term “feasibility study” is removed from the child PIS, but kept on the Parent PIS.
22. The Committee requested that the first section of the child PIS is less generic, and stated that they have been selected for the study as they have a condition that the researchers are interested in studying.
23. The Committee stated that the child PIS should be amended to state that the child is not taking the pills because they are sick, but that the concept of supplementation needs to be communicated in an age and ability appropriate way.
24. The Committee stated that the PIS for children should include a statement or reassurance that the children will not get into trouble or be thought any less of for reporting their mood or behaviour; and that whatever they do or however they feel is okay, and that the researchers just want to know how things are going for them.
25. The Committee stated that the parent PIS needs to have a title that more clearly reflects that it is a PIS for parents of participants, not for participants.
26. The Committee stated that the parent of participant PIS needs to include a statement that this study is for the completion of a Master’s thesis.
27. The Committee stated that the PIS should be amended to include a statement that indicates that participants can take other medications (except for the psychiatric medications listed), they just need to tell researchers.
28. The Committee stated that the PIS needs to be amended to remove that statement indicating that HDEC perform audits.
29. The Committee stated that the current parents’ consent form should be amended to include separate consent for the researchers to collect information about parent stress.
30. The Committee stated that the parental consent form should state that their child’s psychiatric history will be examined, as this is also the parents’ psychiatric history.
31. The Committee stated that the PIS needs to be clearer that participants are initially identified by ACC, and that ACC will pass on the Researchers details to be contacted by potential participants.
32. The Committee stated that the PIS should be amended to be absolutely clear that the proposed teacher questionnaire is the only data about the parent or child provided by the teacher to the researchers, and whether parents have access to information collected by teachers.

Decision 


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


· Please provide an amended protocol containing a safety plan for both home visits and follow-up appointments at the research lab (please see outstanding ethical issues listed above)
· Please provide a cover letter indicating who the study sponsor is
· Please provide a cover letter or protocol amendment describing how teachers will be identified, and can directly contact researchers if they wish to participate
· Please refer to the requested changes to the Participant Information Sheets and Consent Forms listed above

After receipt of the information requested by the Committee, a final decision on the application will be made by Ms Catherine Garvey and Mrs Leesa Russell.





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:
	20 August 2019, 01:00 PM

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




3. Problem with Last Minutes

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

4. Matters Arising


5. Other business


6. Other business for information


7. Any other business




The meeting closed at 6:30pm.
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