	[image: ]
		Minutes





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

	Meeting date:
	17 September 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 20 August 2019

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

	1:30-1:55pm
1:55-2:20pm
2:20-2:45pm
2:45-3:10pm
3:10-3:35pm
3:35-4:00pm
	 i 19/NTA/126			Mānuka / Kate
  ii 19/NTA/128		Rochelle / Kate
  iii 19/NTA/129		Catherine / Devonie
  iv 19/NTA/130		Rochelle / Kate
  v 19/NTA/131		Mānuka / Devonie 
  vi 19/NTA/132		Catherine / Devonie

	4:00pm
	Substantial amendments (see over for details)

	4:00-4:10pm
4:10-4:20pm
	 i 17/NTA/127/AM10
  ii 17/NTA/233/AM03

	4:20pm
	General business:
Noting section

	4:25pm
	Meeting ends




	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  

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

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

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

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

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

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

	Dr Devonie Waaka 
	Non-lay (intervention studies) 
	13/05/2016 
	13/05/2019 
	Present 


 

Welcome
 

The Chair opened the meeting at 1:00 pm and welcomed Committee members, noting that apologies had been received from Dr Karen Bartholomew and Dr Christine Crooks.

:
The Chair noted that it would be necessary to co-opt a member of another HDEC in accordance with the Standard Operating Procedures.  Dr Devonie Waaka confirmed her 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 August 20 2019 were confirmed.



New applications 


	 1  
	Ethics ref:  
	19/NTA/126 
	 

	 
	Title: 
	A crossover trial to investigate bag mask ventilation over the Switching Interface. 
	 

	 
	Principal Investigator: 
	Professor  Alan F Merry 
	 

	 
	Sponsor: 
	Fisher & Paykel Healthcare 
	 

	 
	Clock Start Date: 
	21 August 2019 
	 


 
Professor Alan Merry was present by teleconference and Matthew Payton, Tafadzwa Nhemachena, Hamish Osbourne, and Graham Smith were present in person for discussion of this application.


Potential conflicts of interest

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


Ms Rochelle Style declared a potential conflict of interest which was deemed minor and the Committee decided to allow her to remain in the room and retain voting rights. 

Summary of Study

1. This is a prospective, randomised, interventional, crossover, pilot study to assess whether bag mask ventilation in the presence of the switching interface is acceptable to anaesthetists.
2. Nasal High Flow (NHF) refers to the delivery of 40-70l/min of humidified gas to a patient. It is a well-known therapy for maintaining oxygenation during airway surgery. One limitation to its use is that it is difficult to effectively bag mask ventilate over the nasal interface as it prevents an adequate seal on the patients face. 
3. The purpose of this study is to investigate a new nasal interface where a section collapses during bag mask ventilation, allowing an adequate seal and reducing the flow through the nasal interface.

Summary of resolved ethical issues 

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

1. The Committee thanked the Researchers for attending in person and requested they give a brief overview of the study. The Researcher explained a standard nasal cannula was made of rigid plastic and a tight seal over it cannot be formed over the patient’s face. Due to this a bag mask cannot be used while the cannula is in situ. The Researcher explained they had developed a new flexible cannula that allows the bag mask to be fitted over it, which allows the anaesthetist to deliver both bag mask therapy and nasal high flow therapy. 

2. The Committee queried how data would be managed and whether it would be anonymised or linked to identifiable patient information. The Researcher stated it will be anonymised and stored at the department of anaesthesiology at the University of Auckland. The Researcher stated some data would be provided to the Sponsor for regulatory and product development purposes, but it will all be anonymous. 

3. The Committee requested clarification on what is meant by anonymous data as the term can mean different things to different people. The Researcher stated they have had internal discussion to ensure they will be complying with regulatory standards and HIPPA, and that all staff will be HIPPA and GCP trained. The Researcher stated all participants would be given a study number and only the study number would be held by the Sponsor. The Researcher confirmed the linking key would be kept securely within the Department of Anaesthesiology and Sponsor representatives would not be able to access it. The Researcher confirmed all identifiers would be removed within the University before any Sponsor staff would be able to view the data. 


Summary of outstanding ethical issues

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

4. The Committee queried the peer review supplied as it appeared to have been written by a consultant to the Sponsor. The Researchers stated the peer reviewer is a leading expert in the technology but acknowledged the Sponsor had paid them consulting fees and funded research. The Researchers stated they had considered the suitability of the reviewer but thought on balance a global expert familiar with the product would have been better than someone with less experience. The Committee agreed it was an expert review but as it was not wholly independent requested an additional review. The Researchers agreed to supply an independent peer review. 

5. The Committee queried whether a Data Safety Monitoring Committee (DSMC) had been established. The Researchers stated the terms have been written and potential members have been approached but membership is not finalised. The Committee queried whether there was a formal charter for the DSMC. The Researchers stated terms of reference have been written and agreed to supply these to the Committee. 

6. The Committee queried whether the terms of reference state what events will trigger a meeting. The Researchers stated it did and was based on participant enrolment numbers. The Committee queried whether an adverse event would trigger a meeting. The Researchers stated adverse events would be managed according to a standard flowchart. The Committee queried the relationship of the flowchart to the DSMC. The Researchers stated there was no direct relationship or adverse event to trigger a DSMC meeting. The Committee requested a copy of the terms of reference. The Researchers agreed to supply it. 

7. The Committee noted the clause on the anaesthetist consent form regarding the collection of information and queried whether this was left over from the template. The Researchers stated the only information they would collect on the anaesthetist is what surgeries they were involved in and besides the primary endpoints (e.g. whether the intervention was acceptable) would not be collecting information outside those parameters. The Committee requested the removal of the ‘I understand information collected will be confidential’ statement from the anaesthetist consent form. 

8. The Committee observed the anaesthetists PIS lacked detail on the mechanics of the intervention which is present in the study protocol. As the anaesthetists will presumably not have read the protocol, the Committee requested additional information in the PIS including details on when they will find out about treatments, will they be trained prior, when will the study take place, how familiarised with the device they will be prior to use on patients. The Researchers agreed. 

9. The Committee queried how anaesthetists would be recruited into the study. The Researchers stated they would attend a departmental meeting and give an overview of the study, and then provide further information and training to anyone interested in participating. 

10. The Committee queried whether the medical indemnity of anaesthetist participants would be affected by participation in the trial. The Researchers stated they had approached the Medical Protection Society and had received a response indicating that cover was applicable during clinical trials but acknowledged this was a generic query and not specific to the study. The Committee stated it would be more prudent to ask a specific question about this study to avoid any uncertainty. The Researchers suggested the participant information sheet for anaesthetists could include a statement advising anaesthetists to check with their insurance provider. The Committee agreed this would be sensible. The Researchers stated they believed as anaesthetists were participants, they would additionally be covered by the Sponsor’s insurance regardless of their own personal cover. The Researchers agreed to seek confirmation of this and provide an update to the Committee. 

11. The Committee queried clarification on the risk of the research involving an additional 2 – 3 minutes without a breathing tube. The Committee stated it may not be clear to a layperson what this means, and participants must fully comprehend any risk before they consent to participate. One of the Researchers clarified that this refers to the risk of having a patient without a secure airway and bagged mask and which they believe does not present any material risk. They explained to the Committee that they had experience working in anaesthesiology before these devices were developed when patients would be breathing via mask for the entire procedure. The Researcher stated the use of the laryngeal mask was driven primarily for convenience as it was easier to use than holding a face mask to the patient. The Researcher stated the risk statement was intended to convey that the specific time delay was a variation from normal clinical practice. The Committee requested the Researchers paraphrase this explanation and include it in the patient participant’s PIS.

12. The Committee stated it was preferable for a potential participant to be approached by someone involved in his or her clinical care rather than a member of the study team. The Committee explained this avoids the feeling of being ‘cold called’ and the potential participant wondering how the study team had their information. The Researchers stated they could ask the potential participant’s anaesthetist to introduce the study to them. The Committee advised this would need to occur with sufficient time before the surgery and it would be inappropriate to accost potential participants minutes before they head into surgery. The Researchers stated they would ideally approach potential participants on the day of surgery but would do so well ahead of the operating theatre and certainly before they received any pre-operative drugs. 

13. The Committee queried whether this would give potential participants enough time to discuss the study with family members. The Researcher stated if they were present there would be enough time, otherwise there may not be. The Committee accepted this approach. 



The Committee requested the following changes to the Participant Information Sheet and Consent Form, proposing that, due to the meeting’s time constraints, additional minor changes required to the PISCFs would not be discussed during the meeting but would be outlined in a letter to the Researchers. The Researchers accepted this situation.: 

Patient Participant Information Sheet:

14. The Committee requested the inclusion of a statement advising that this is a pilot study.

15. The Committee requested the approving committee be amended to state the Northern A HDEC.

16. The Committee requested additional information about what products in the future participants’ data will be used for (e.g. if the sponsor will use their data for the development of ventilation masks only or if there are other devices the Sponsor may potentially use it for). 

17. The Committee requested a more detailed and lay-friendly description of the actual risks of participating. Currently it states that surgery time will be increased without a breathing tube by 2 – 3 minutes but this may not mean much to a participant. 

18. The Committee requested removal of the statement that there is no placebo or non-treatment arm as this may be confusing to participants. 

19. The Committee requested the inclusion of information on participants ’right to access and correct their study information.

20. The Committee requested the addition of statement advising participants that if they wish to receive a copy of the study results, they will need to provide an email address. The Committee noted this appears on the consent form and advised it should also be included in the PIS.


Patient Participant Consent Form

21. The Committee requested inclusion of a section on future data use which should mirror the explanation given about its scope in the PIS.
 
Anaesthetist Participant Information Sheet:

22. The Committee requested the inclusion of a statement advising that this is a pilot study.
 
23. The Committee noted as this sheet is for professional anaesthetists some of the phrasing could be interpreted as condescending and recommended the Researchers consider revising the tone (e.g. “There may be something that is unclear or you do not understand. Please ask me to stop as we go through the information and I will take time to explain. You will have a sufficient amount of time to think about your involvement and discuss it with family and friends of your participation in this study. If you have questions later, you can ask them of me, the principal investigator or the staff”).

24. The Committee noted the PIS for anaesthetists had several sections that were not applicable to an anaesthetist participant (e.g. the injury compensation statement which should be rephrased to relate to indemnity and a suggestion that the anaesthetist check with their professional indemnity insurer). The Researchers agreed to revise the sheet. 

25. The Committee advised that as anaesthetists will be participants rather than investigators, the anaesthetist’s initials on the PIS should be removed. 


Decision 

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

· The Committee requested an independent peer review. 
· The Committee requested confirmation that the Sponsor’s insurance would cover anaesthetist participants. 
· The Committee requested the terms of reference for the data monitoring committee. 
· Please supply updated Participant Information Sheets and Consent Forms, taking into account the suggestions made by the Committee. 

After receipt of the information requested by the Committee, a final decision on the application will be made by Dr Kate Parker and A/Prof Mānuka Hēnare.




	 2  
	Ethics ref:  
	19/NTA/128 
	 

	 
	Title: 
	Clinicopathological correlation of renal biopsies in the Midlands Region 
	 

	 
	Principal Investigator: 
	Dr Daniel Ninin 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	05 September 2019 
	 


 
Dr Fouzia Ziad was present by teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This study proposes to review data pertaining to all native renal biopsies performed between August 2009 and 2019 in the Midlands region. Demographic data on age, gender, ethnicity, geographic area and clinical markers will be extracted and correlated with pathological diagnosis (based on light microscopy, immunofluorescence and electron microscopy). 

2. These findings will also be correlated with clinical outcome. The distribution of glomerulonephritis subgroups is known to vary amongst various ethnic subgroups.  No recent data exists regarding the spectrum of glomerular disease, other than Diabetes, in the Maori patients who form a significant percentage of the population in the Midlands region.

3. Classification of glomerular disease has changed in recent years subsequent to better understanding of the underlying aetiological factors. The Researchers propose to review and reclassify the cohort with recently revised histopathological subtyping and assess the impact on clinical outcome.  


Summary of outstanding ethical issues

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

4. The Committee queried whether the Researcher would review existing slides only or if new slides would need to be cut from the paraffin block. The Researcher stated they would be reviewing historical cases, but new slides would potentially need to be cut. The Committee advised that as this would be research on existing tissue without explicit consent there would need to be a strong argument to justify a waiver of consent. 

5. The Committee advised that a waiver of consent was not appropriate for unspecified use in the future and it could not approve a dataset to be used perpetually for any purpose. The Committee stated the Researcher would have to be very specific with what they wished to do in order to obtain a waiver. The Researcher queried whether they should limit the study to what is currently proposed and if further objectives are identified in the future, they could seek consent at the time. The Committee confirmed this was an acceptable approach. 

6. The Committee queried the response to section R.4.1. in the application which described contacting the participant’s GP if the review of a participant’s slide warranted a change of diagnosis. The Researcher confirmed this was their intention. The Committee advised that if the research involved further testing on tissue as well as the linking of identifiable data it was a very wide scope with the potential to cause harm. The Committee expressed concern at the scenario of a change of diagnosis having to be reported to a patient which would come as a shock and they would realise their identified sample was used for research without their knowledge or consent. 

7. The Committee queried how many cases the Researcher expected to review. The Researcher estimated approximately 1,000 renal biopsies over the last ten years. The Committee asked the researcher to consider whether the study was well enough resourced to be able to handle this number of samples (e.g. the requesting of slides etc. is a very labour intensive exercise).

8. The Researcher stated they would not be re-diagnosing and explained new classifications have been formulated in the last few years which would account for any update to the diagnosis. The Researcher stated as all the samples will have had both electronic microscopy and immunofluorescence performed, they would not expect any major new findings, but when performing an audit there is always the possibility of finding something that is missed. The Committee accepted this explanation and stated the protocol as written made it seem like new testing would be performed. 

9. The Committee stated the Researcher would need to be very clear on what exactly they are intending to do and if any further testing on existing samples would be needed this would need to be described in the protocol (e.g. what tests and for what purpose). The Committee requested a revision of the protocol to incorporate this. 

10. The Committee noted the protocol lacked important information e.g. a data analysis plan, data safety plan, whether data would be stored anonymously or identifiable etc. The Committee requested this information be included upon re-submission. The Committee advised that providing identified data to other researchers (including NHI) was not acceptable. 

11. The Committee noted the questions raised by the peer reviewer had gone unanswered. The Committee stated these would need to be addressed with an answer or explanation as to why any recommendations will not be incorporated. 

12. The Committee noted the response to R.7.1. in the application answered there were no risks. The Committee advised that there were significant risks with unconsented research and requested the Researcher revise this section on re-submission. 

13. The Committee queried who the student that would be undertaking data analysis would be and whether they would be appropriately qualified. The Researcher stated they would be a medical student on a summer scholarship. The Committee advised they would need to be closely supervised and would need to undergo training as to how to handle such data. They would also need to sign a confidentiality agreement as they would be seeing identified data. 

14. The Committee noted the protocol did not include a process for how any additional findings would be notified to the participant’s doctor. The Committee requested this information be added to the protocol. 

15. The Committee noted the application had made mention of identifying new patients to come forward for a biopsy. The Committee stated the time frame of the study must be specified (e.g. all renal biopsies from January 2009 – January 2019). The Committee advised that recruiting participants prospectively would make the study research and not an audit. 

16. The Committee explained that the rules around research are very different regarding what you can do when compared to clinical practice. 

17. The Committee requested the Researcher write a new protocol to specify exactly what they are intending to do which will help make it clear whether the study is an audit or general research. 

18. The Committee recommended the Researcher become familiar with Section 20 of the Human Tissue Act 2008 and ensure the protocol adheres to the legislation as HDECs cannot approve a study inconsistent with New Zealand law.

19. The Committee advised that consultation alone with Māori may be insufficient and recommended the Researcher seek a partnership with appropriate Māori groups. The Committee explained the significance of this health issue in Māori was very important and there would be value in having a Māori partner in the research engaged in the design, practice and reflections of the study. 


Decision 


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

· The guidelines require all researchers to comply with New Zealand law. Please ensure the protocol complies with the requirements set out in the Privacy Act 1993, the Code of Rights and the Health Information Privacy Code 1994 (the HIPC) and the Human Tissue Act 2008. (Ethical Guidelines for Observational Studies para 1.9)

· There is significant risk with unconsented use of human tissue for research purposes. The guidelines state investigators should consider the features of a proposed study in the light of ethical considerations, and satisfactorily resolve ethical issues raised by the study, to ensure that any remaining risks are reasonable in the light of expected benefits. Please ensure the potential risks are proportional to the potential benefits of the study. (Ethical Guidelines for Observational Studies para 4.10)


· The guidelines indicate that all studies should be conducted according to written protocols that state the aims of the study, the data needed and how the data will be collected, used and protected. Please re-write the protocol to clearly outline the objectives and methods of the study. (Ethical Guidelines for Observational Studies para 5.11)

· The guidelines require investigators to ensure adequate physical and electronic security of data. Please develop a data safety protocol to ensure participant data is protected. (Ethical Guidelines for Observational Studies para 8.3)











	 3  
	Ethics ref:  
	19/NTA/129 
	 

	 
	Title: 
	(duplicate) 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: 
	05 September 2019 
	 


 
Dr Emma Johnson 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. 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. 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. Approximately 100 people at Totara House will be selected to participate in the study. The Researchers propose to use a pre-post-treatment design to determine whether treating participants’ dental problems improves their 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 with a view to improving their day-to-day lives through treating their dental problems. Additionally, identifying unmet need 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 noted the peer review had raised an issue about the size of the study and the potential detrimental effect of drop-out rates. The Committee queried whether the Researcher had given this thought. The Researcher stated a power analysis of the study had been undertaken and even assuming a considerable dropout rate there was still enough statistical power to detect and conduct the analysis and compare the baseline characteristics of those who drop out to those who follow up to determine the extent of systemic bias. 

6. The Committee noted the information sheet lacked detail on appointment schedules and what procedures would be required. The Committee queried whether this was left out because at this point it was unknown what treatment participants would require or the expected duration. The Researcher confirmed this was the case as each participant would have different needs. The Researcher stated each participant would be informed of what treatment is necessary and how many appointments will be required during the initial consultation. 

7. The Committee advised that the Researchers need to let people know what will happen to their study information if they decide to withdraw from the study (e.g. whether the baseline data will be used or deleted). The Committee stated it was acceptable to keep it, but this would need to be explicitly stated in the Participant Information Sheet. 

8. The Committee queried where the general population oral health data would be coming from. The Committee stated it was not sure from the application whether this was a control group or not. The Researcher stated this was a minor part of the study but there was a national oral health survey in 2009 which is the most recent information on the oral health of New Zealanders. The Researcher stated a minor line of inquiry would be to compare the oral health of participants with the equivalent age group in the national dataset. The Researcher confirmed no control group would be used.

9. The Committee noted the future use of study data appeared wide and non-specific, and included the potential for researchers from other services to access it. The Researcher stated only the study findings would be accessible, e.g. an understanding that treating participants this way can make a large difference on day to day quality of life. The Researcher stated only de-identified data in aggregate would be presented. The Committee requested the Researchers revise the PIS to explain this as it could currently be interpreted to mean the raw data with identifiers may be accessed by researchers outside the study. 

10. The Committee queried why a whānau PIS had been supplied when all participants would be able to consent for themselves. The Researcher stated the Committee had requested a whānau sheet during the previous submission. The Committee stated an information sheet was acceptable but as whānau members are not participants taking part in the study themselves it would need rewording to be clear that whānau members are not participants and are not being asked to consent for their family member. 

11. The Committee queried whether the questionnaire was validated. The Researcher confirmed it was a standard validated questionnaire. 

12. The Committee noted the Researcher had undertaken consultation with Ngāi Tahu and queried whether this would accommodate Māori who had migrated from elsewhere in the country. The Researcher stated they took the standard approach of consulting with the tangata whenua of the South Island. The Committee stated this was acceptable but requested the Researchers consider all the Māori living in the South Island that are not represented by Ngāi Tahu. The Committee acknowledged the Researchers had additionally undertaken consultation with the CDHB Māori health service. 

The Committee requested the following changes to the Participant Information Sheet and Consent Form, proposing that, due to the meeting’s time constraints, additional minor changes required to the PISCFs would not be discussed during the meeting but would be outlined in a letter to the Researchers. The Researchers accepted this situation. 
: 

Main PISCF

13. The Committee requested the statement that the study is currently pending approval be amended to state it has received approval from the Northern A HDEC. 

14. The Committee noted the following typo: “You may find that some of the questions may draw your attention to how you are feeling, in a negative may and this may be distressing. If you feel distressed or worried at any”. The Committee requested this be corrected to state ‘negative way’. 

15. The Committee requested the inclusion of a statement advising that the study will not benefit participants personally. 

16. The Committee requested the inclusion of a statement advising participants on whether their data will be used after they withdraw. The Committee noted it is mentioned in the consent form but not the information sheet. Matters should not appear for the first time in the consent form. 

17. The Committee requested an amendment to the statement advising that participants have the right to access information about them in the study, to include advice that they may also correct any incorrect information.  

18.  The Committee requested the addition of a statement advising that family members may be given, or have been given, the Whānau PIS. 


Whānau PISCF

19. The Committee noted the following incorrect statements and requested these be amended:

a. “The team at Totara House have also given this information to your whanau/family member and have encouraged them to talk to you as support people, as well as other family/whānau, friends, or healthcare providers, about whether or not to take part in this study.” This statement should not be in the whānau PIS. 

b. “If your whānau/family member agrees to take part in this study, they will be asked to sign a consent form acknowledging they agree to participate. They will be given a copy of both the Participant Information Sheet and the Consent Form to keep.” This statement should not be in this PIS and the whānau are not agreeing to participate in the research so this should be removed. 

c. It is incorrect for this PIS to refer to ‘your whānau/family member’ – please correct throughout.  For example, in the statement: “Participants will be supported by the researchers and their case managers at Totara House if this is the case. However, if you or your whānau/family member are worried about any aspect of the study, you can discuss this with one of the researchers or a support person at Totara House.” 

20. The Committee requested the relevant amendments required of the main PIS (e.g. this study is currently pending ethical approval, the typo with ‘negative may’) be incorporated as applicable. 

Questionnaire

21. The Committee requested the Researchers ensure the ethnic categories are consistent with what is used for the New Zealand census. 


Decision 

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

· Please update the participant information sheet and consent form, taking into account the suggestions made by the Committee. 
· Please update the whānau information sheet, taking into account the suggestions made by the Committee. 
· Please ensure the ethnic categories on the questionnaire are consistent with what is used for the New Zealand census. 


 

	 4  
	Ethics ref:  
	19/NTA/130 
	 

	 
	Title: 
	(duplicate) ORATORIO HAND (O'HAND) 
	 

	 
	Principal Investigator: 
	Dr Jennifer Taylor 
	 

	 
	Sponsor: 
	F. Hoffmann-La Roche Ltd 
	 

	 
	Clock Start Date: 
	05 September 2019 
	 


 
Dr Jennifer Taylor and Marina Dzhelhi, 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. Study WA40404 is a Phase IIIb, randomized, double-blind, placebo-controlled, parallel-group, multicenter study to evaluate efficacy on upper limb function and safety of ocrelizumab administered at 600 mg IV infusions every 24 weeks in patients with Primary Progressive Multiple Sclerosis, including patients later in their disease course. This study consists of six (6) phases: screening,double-blind treatment, follow-up 1 (FU1), an optional open-label extension (OLE), follow-up 2(FU2), and B-cell monitoring (BCM).Patients who experience a double-progression event during the double-blind treatment phase will be given the option to switch to post-double-progression ocrelizumab (PDP OCR) after completing at least 120 weeks of the double-blind treatment phase. All patients who prematurely discontinue from the double-blind treatment phase will enter the FU1 phase, including patients who receive PDP OCR treatment, other immunomodulatory or immunosuppressive treatment(s) for MS, commercial ocrelizumab, or no treatment.

2. Ocrelizumab (Ocrevus)will be given at 600 mg slow IV infusion, first dose to be divided into 2 equal dosage given 14 days apart.  The succeeding doses will be given at a single 600mg IV infusion at a minimum of 22-24 weeks apart. This will be done under professional supervision with access to appropriate medical support.  The placebo will have the same composition of the drug product but without ocrelizumab. 
 
3. The study is expected to run for approximately 8.5 years, from screening of the first patient to the end of the study, (assuming that the last patient randomized after 3 years from the study start receives blinded treatment over 120 weeks, followed by 96 weeks of OLE, 48 weeks of FU2 and [variable] BCM phase).

Summary of resolved ethical issues 

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

4. The Committee thanked the Researcher for their hard work incorporating the changes previously requested by the Committee, including splitting the several sub-studies into different PISs. There are now a total of 10 different PISCFs.
 
5. The Committee advised that as it had not received all the information it had requested on the Floodlight study it would be prudent to skip over it for now until the information is available. The Researcher agreed. 

6. The Committee queried whether the Researcher believes participants will fully understand what the Sponsor intends to use with their data. The Researcher stated the Sponsor would be trying to collect as much data as possible to keep their options open but at the same time there was an unmet need for treatment options for this disease. The Researcher agreed it was important for participants to be fully aware of what uses the Sponsor may have for their data before they consent to participate. 

7. The Committee queried whether the study has received a clinical trial registration. The Researcher confirmed it had been registered on clinicaltrials.gov. 

8. The Committee queried how the Researcher intended to find healthy volunteers for the two MRI site qualifications. The Researcher stated after internal discussion several clinicians had already volunteered to participate in the site qualifications.  

9. The Committee stated it was not clear what samples were being sent to the Research Biosample Repository (RBR). The Committee queried whether the “blood samples (17 mL or 3.5 teaspoons at baseline and about 11 mL or 2 teaspoons for all other visits) will be collected for the RBR” mentioned on page 2 of the RBR PIS were the only samples to be sent to the repository. The Researcher confirmed they were. 


Summary of outstanding ethical issues

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

10. The Committee stated the main issue with the study is the very extensive use of data the Sponsor is proposing. The Committee explained the proposed data use has one of the widest scopes it has reviewed. The Committee stated it has two major concerns, the first being the information provided in the PIS about the proposed data use does not adequately convey the full scope and it is difficult to determine the limitations on what the Sponsor can do with the data and who may be able to view it. The second concern relates to the proposed Future Unspecified Research which may include genomic data and its submission to unspecified health research databases and potentially to be used for commercialisation, able to be analysed in any country and by any researchers including outside this study and for any disease category, including a general global / public health ‘catch all’ phrase. 

11. The Committee stated it does not wish to be paternalistic and if participants consent to this data use then it is acceptable, but from the information provided it is not convinced that participants can understand the full scope of the Sponsor’s intentions and potential uses of the data. The Committee explained it was written in a complicated way and the context shifts between identified and de-identified data. The Committee requested the Researcher revise the section, so it is easier to understand. The Researcher suggested splitting the section into two headings of ‘identifiable data’ and ‘de-identified data’ listing who will have access to each and what it may be used for. The Committee agreed this was a sensible solution. 

12. The Committee requested the addition of a statement advising that Hepatitis B is a notifiable disease, and if a participant is found to be Hepatitis B positive this will need to be reported to the Ministry of Health. The Committee queried the likelihood of a participant being unaware that they may have previously been positive for Hepatitis B. The Researcher stated it is common for people with Hepatitis B to be unaware of their status. The Committee noted that the Researchers will need to be very sensitive when advising participants of a positive test for Hepatitis B, whether currently ascertained, or due to historical status. 

13. The Committee queried what information would go along with the optional sample to the repository. The Researcher stated only the study ID number and they will not provide any clinical data with the sample. The Researcher clarified that as the participants are in the trial it will be known they will have MS but no additional data will be included. The Committee requested a revision to the PIS to make this very clear. The Committed noted the clause consenting to “the research staff collecting and processing my information, including information about my health” on the consent form could be misinterpreted to mean the participant’s identifiable health information is being sent. 

14. The Committee noted a large compensation section in the RBR PIS which is not relevant. . The Researcher stated the Sponsor’s legal team were adamant that all the statements must be included. The Committee stated it was not appropriate for a New Zealand context to include information that is not applicable such as the compensation clause. The Committee stated the inclusion of irrelevant and unnecessary information makes the information sheet more complicated, increases the time needed to read it, and makes it difficult to understand what is relevant. 

15. The Committee noted a lack of information on the healthy volunteer’s PISs for the two site qualifications informing them of what the image will be used for and where it will be sent. The Committee requested additional information explaining this. The Researcher stated page 2 of the PIS included information describing a de-identified MRI to be sent to a centre for evaluation and sent to the Sponsor. The Committee queried the location of the centre and requested the addition of its physical address. 

16. The Committee queried the section in the two MRI PISs on incidental findings and the statement that the ‘Sponsor will not interfere with any medical follow up and reporting of results outside this study”. The Researcher stated the Sponsor was reluctant to be involved in the follow-up, but they have agreed to the addition of a statement on page 3 that participants will be referred to a healthcare provider for any incidental findings. The Committee advised that the Sponsor seeking to minimise its responsibility for follow-up of incidental findings for participants in their trial is not acceptable.  The scans will still be reviewed and so the risks sections in the two PISs must contain relevant information on all potential risks this entails (e.g. an abnormal finding). The Researcher stated they had requested to have the reports provided to participants and study clinicians in case there are incidental findings to be fair to participants. The Researcher stated the Sponsor had agreed not to interfere with this process and the principal investigator would review all scans and discuss with the volunteers. The Committee requested the Researcher revise the two PISs to be very clear that scans may reviewed and there is the risk of incidental findings. The Committee requested the removal of the reference to Roche and the “courtesy” of allowing the scan to be reviewed. The Committee requested the inclusion of a statement advising that if there is a finding that may be of potential significance to the participant’s health the study doctor will discuss this with the participant and arrange any follow up. 

17. The Committee advised that the pregnancy PIS still asks questions on the health of the child and this would require an additional consent after the birth. The Committee requested the addition of a second signature box on the consent form for this purpose. The Researcher stated the Sponsor had communicated they did not want pregnancy information and only wanted information after the birth (e.g. outcome and infant health during first year of life) but could add in an additional consent for this after the birth.

18. The Committee noted a statement in the main PIS referring to biomarker results which seems to be a component of the optional sub-study. The Committee requested the removal of this statement from the main PIS. 

19. The Committee noted a statement on page 17 discussing genomic data which may be submitted to Government with no further information in the PIS. The Committee requested the removal of this section from the main PIS as it seems to refer to the optional genomic sub-study. 

20. The Committee noted the response to question F.3.1. in the application form which answered that participants will not have access to the drug after the study. The Committee queried whether this meant the drug would be taken away from participants who were responding to it at the end of the study. The Researcher stated after the main study they can go on the open label extension, but the open label study has not been submitted for SCOTT/HDEC approval yet. The Committee advised that participants must know what will happen at the end and requested it be made very clear on the PIS what their options are at the end of the study. 

21. The Committee stated it still had concerns over the potential for coercion as it is a very expensive drug not available in New Zealand and potential participants would likely not have other treatment options available to them. The Committee noted if a participant is assigned to placebo they can only switch to treatment after 120 weeks. The Committee queried whether this was really the minimum amount of time the study needed to determine if a participant was responding or not. The Researcher stated they were uncertain, and it would be difficult for them to know if a participant was assigned to treatment. The Committee requested a justification for the lengthy blinded period and why participants could not switch to treatment before 120 weeks. 

22. The Committee noted an EU statement on placebo discussing that participants would have their liver function monitored every six weeks and there would be an option to start another disease modifying therapy. The Committee queried whether this was applicable to New Zealand and if there were any other treatments available elsewhere in the world. The Researcher stated as the study will be going for 8 and a half years there may be more options available in the future as new treatments may be developed or become funded in New Zealand, or participants may elect to self-fund treatment. The Committee queried how much it would cost to fund the treatment in New Zealand. The Researcher estimated about NZD$60,000 or more per year to self-fund. The Committee queried whether the Researcher believed there was any risk of coercion to participate. The Researcher stated they believed people would want to participate and as the inclusion criteria is strict, they did not believe it would be coercive. 

23. The Committee noted the blinded phase may take three years to recruit and may go beyond five and a half years and this could have implications for a participant’s involvement. The Committee requested the addition of diagrams to the PIS to illustrate the timeline of the study and length of phases, so participants understand how long their involvement is. 

24. The Committee noted the standard statement that withdrawal will not affect medical care may not be accurate as participation could limit what treatment options are available or whether they may receive other Sponsor treatments. The Committee requested the Researcher consider the implications of participating and receiving the drug and whether what is written on the consent form is accurate. The Researcher agreed if participants have received an immune drug it may delay a change to a different drug. The Researcher agreed to revise the section. 

25. The Committee advised the provisional approval was for the main study only and the Floodlight was excluded. The Committee stated the Floodlight submission would require review at the next available full meeting once the information is available. 


The Committee requested the following changes to the Participant Information Sheet and Consent Form, proposing that, due to the meeting’s time constraints, additional minor changes required to all 10 PISCFs would not be discussed during the meeting but would be outlined in a letter to the Researchers. The Researchers accepted this situation: 

Main Participant Information Sheet and Consent Form:
In addition to the amendments required to the main PISCF as outlined in the section ‘outstanding ethical issues” and those noted in the letter that will be sent to Researchers, the following amendments must be made to the main PISCF:

26. The Committee recommended the inclusion of a flow diagram to illustrate the study timeline and potential options at the end of it

27. The Committee advised the paragraph on Māori is awkwardly placed and suggested it be placed somewhere more appropriate (e.g. when discussing tissue). 

28. The Committee requested the information explaining things participants should not do while in the study should be expanded to be its own section. 

29. The Committee noted that the data use and privacy section needs to be substantially rewritten so participants can clearly and easily understand (1) the extensive uses of data, both identifiable and de-identified, proposed by the Sponsor; (2) the extensive access to data, both identified and de-identified, that will be given to other researchers and third parties; (3) commercial use of the data, both identified and de-identified, including its sale to third parties; (4) its storage and use offshore, including that other countries have different privacy protection to that offered in New Zealand and that decision-making about data use may not have New Zealand representation.


Optional Open label Information Sheet and Consent Form 

Amendments are required to this PISCF as noted in the letter that will be sent to the Researchers. 

Optional treatment with post double progression Information Sheet and Consent Form 

Amendments are required to this PISCF as noted in the letter that will be sent to the Researchers

Optional Research Biosample Repository (RBR) Information Sheet and Consent Form: 
In addition to the amendments required to the optional RBR study PISCF as outlined in the section ‘outstanding ethical issues” and those noted in the letter that will be sent to Researchers, the following amendments must be made to the PISCF:

The Committee requested the addition of a risks section to the RBR PIS discussing the potential risks of participation (e.g. breach of privacy). The Committee stated it was critical that participants understand what may happen to their samples when they are sent to the repository. 

Healthy Volunteer Two MRI site qualification Information Sheets and Consent Forms: 

The Committee requested that the amendments required to the two healthy volunteer MRI site qualification PISCFs (one for cervical spine cord and one for brain) as outlined in the section ‘outstanding ethical issues” be made to these PISCFs as well as those noted in the letter that will be sent to the Researchers. 

Optional Cervical spine MRI Information Sheet and Consent Form 

The amendments required to the PISCF for the healthy volunteer site qualification for a C-spine MRI must also be made to the optional C-spine MIR for study participants.

Optional CSF collection Information Sheet and Consent Form

Amendments are required to this PISCF as noted in the letter that will be sent to the Researchers. 

Pregnancy Information Sheet and Consent Form 

The pregnancy PISCF must be amended to reflect the requirement to obtain consent after the child is born.  Consent cannot be obtained prior to birth for information about a child.  Other amendments noted in the letter that will be sent to the Researchers must also be made. 


Optional Floodlight Information Sheet and Consent Form

The Committee is awaiting further information from the Researchers before it can properly review the PISCF to the Floodlight sub-study. 


Decision 


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

· Please update the participant information sheets and consent forms, taking into account the suggestions made by the Committee. 
· Please provide a justification for the lengthy blinded period and why participants on placebo cannot switch to treatment for two years. 

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

	 
	Principal Investigator: 
	Dr Stephen Mouat 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	05 September 2019 
	 


 
Dr Stephen Mouat 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. Biliary atresia is a rare but serious disease of the new born liver, affecting 1 in 8000 live births, with increased frequency in Maori and Pacific children (approximately 1 in 5000). It is the most common indication for liver transplantation in childhood. The bile ducts which drain the liver to the intestine get damaged and blocked. This blockage damages the liver and left untreated will lead to liver failure and liver transplantation or death. There is an operation which can reconnect the liver to the intestine and let the bile flow again. This is called the “Kasai operation”. This operation works best if it is done soon after a baby is born (<1 month). Currently children in New Zealand are usually being identified at 2-3 months of age leading to less success of the Kasai operation.

2. All children born in New Zealand are eligible for a blood test done at 48-72 hours of life looking for various early onset diseases. This is called the “Guthrie card”. 19 different levels of chemicals are looked for, some of which may be affected by the liver. 

3. It is known that the bile ducts are affected by the time that the “Guthrie card” is done (48-72 hours of life). In this study the Researchers are planning on looking at the Guthrie card results of patients with Biliary Atresia, other children with early onset liver disease and a group of normal children. The research aims to investigate whether there is a pattern of change that may help identify children with Biliary Atresia at an early age.

Summary of resolved ethical issues 

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

4. The Committee thanked the Researcher for attending in person. 

5. The Committee queried whether the Researcher would be using the Guthrie Card samples or only the data. The Researcher confirmed only the data would be used. 

6. The Committee noted the protocol stated data would be provided in a de-identified form and queried the process. The Researcher stated they would provide the initial information to the national screening unit and receive it back de-identified. The Researcher stated a key linking a participant’s name to their study number would be kept separate. 

7. The Committee noted the Researcher seeks a waiver of consent for data use.  The Committee agreed that the grounds were made out for a waiver in accordance with paragraph 6.43 of NEAC’s Observational Guidelines, noting any risk of data harm is mitigated through de-identification of the data and no ‘new’ incidental findings will be made because all tests have already been screened. The potential public benefit is large.  The Committee also noted that Schedule 3 of the Health Information Privacy Code relates to the use of Guthrie Cards and permits use, without consent, for permitted primary purposes and permitted secondary purposes (and information derived from same) which include, in the latter case, to carry out research with ethics approval and that of the Ministry of Health.  The National Screening Unit has approved the application for access to the data.  

8. The Committee requested confirmation that the ‘SM’s office’ the linking key would be kept in was the Principal Investigator, Stephen Mouat. The Researcher confirmed this. 

Summary of outstanding ethical issues

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


9. The Committee noted Māori consultation had not been undertaken. The Committee stated as the study will involve the health information of Māori participants and as biliary atresia is a Māori health issue then appropriate Māori consultation would be necessary. The Committee reminded the Researcher that health information is regarded as a taonga. 

Decision 

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

· Please undertake appropriate Māori consultation and incorporate any feedback prior to the study’s commencement. 
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Dr Justine Slow 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. AVERT DOSE involves participants who have had a stroke, and consequently have difficulty with mobility activities such as sitting, standing and walking. The main aim of the research project is to test different mobility intervention regimens in the acute phase after stroke to determine which provides the most benefit. 
2. Eligible/consenting participants complete a series of baseline assessments to determine the effect of stroke. Medical history, and demographics are collected as well as routine hospital care information. 
3. Participants are randomly assigned to one of four different mobility training groups. The study uses a covariate adjusted, response adaptive design which means the arms of therapy that are least beneficial, are reduced and removed during the study at a pre-defined time point. 
4. Physiotherapists/nurses provide training sessions to the participant within 48hrs of stroke onset, until discharge from hospital, or 14 days post stroke. Sessions are designed to aid in the recovery of mobility. 
5. Follow-up visits occur at 3 months and 6 months after the stroke by a blinded assessor who visits the participant at their place of residence. Visits last approximately 90 minutes and include a series of outcome assessments.
6. An earlier AVERT trial (2015) found that: 
a) more deaths occurred in the early intensive mobility training group compared to usual care which was significant; 
b) lower dose training, started within 48 hours post stroke and delivered over more sessions was associated with increased odds of less disability (mR0-2), and reduced odds
7. In this trial, patients with severe stroke will be excluded. 

Summary of outstanding ethical issues

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

8. The Committee requested the Researcher give a brief overview of the study. The Researcher stated she was a physiotherapist working at Tauranga hospital and was looking to determine the optimal mobility training programme (e.g. sitting, standing, walking, and task specific activities) to enable the best outcome post-stroke. The Researcher explained participants would be randomised to one of four pre-specified training programs for their acute stage and for up to 14 days afterward or until discharge. 

9. The Researcher explained the last trial run internationally shaped the current stroke guidelines on how early people should be up and moving and to what intensity. The Researcher stated this follow-up trial would be looking at the right frequency to determine what may offer the best recovery. The Researcher explained that although the study would begin with four programmes these were malleable and could be adapted if certain activities were ineffective. Similarly, if one programme appears to be vastly superior participants can be assigned to the favourable one to enable more people the chance to achieve favourable outcomes.

10. The Committee stated there were three issues with the study as proposed. The first was the proposal on using participants who are incapable of providing consent at the time of enrolment, as some of the supplied documents implied proxy consent was being sought. The second issue was around compensation. The third issue was on what exactly is being delivered in the way of therapy. 

11. The Committee advised there were strict rules on performing research on people unable to consent. The Committee explained that proxy consent to research was not permitted under New Zealand law unless strict conditions are met. The Protection of Personal and Property Rights Act 1988 only allows a welfare guardian to consent to a person taking part in any medical experiment if its purpose is to save that person’s life or to prevent serious damage to that person’s health.  Right 7(4) of the Code of Health and Disability Services Consumers' Rights provides that (4) Where a consumer is not competent to make an informed choice and give informed consent, and no person entitled to consent on behalf of the consumer is available, the provider may provide services where (a) it is in the best interests of the consumer; and (b) reasonable steps have been taken to ascertain the views of the consumer; and (c) either (i) if the consumer's views have been ascertained, and having regard to those views, the provider believes, on reasonable grounds, that the provision of the services is consistent with the informed choice the consumer would make if he or she were competent; or (ii) if the consumer's views have not been ascertained, the provider takes into account the views of other suitable persons who are interested in the welfare of the consumer and available to advise the provider.

12. The Researcher stated she was not intending to recruit participants incapable of consenting, but some patients could have aphasia or be unable to speak / write themselves. The Researcher stated in this situation she would provide information to the patient as well as an authorised person or family member and have a discussion with them. The Committee emphasised the need to comply with New Zealand law and, in particular, Right 7(4). 

13. The Committee advised that it would be difficult to make an argument that participation in this randomised trial would definitively be in an individual’s best interest as the researcher could not guarantee this for every participant. The Committee recommended the Researcher revise the inclusion criteria to only recruit participants able to consent, otherwise they would have to comply with Right 7(4) of the Code for each individual participant.. 

14. The Committee noted an error in the application form where the question on providing treatment had been incorrectly answered as ‘NO’. The Committee advised that this means several subsequent questions of the form were not displayed and have not been answered. The Committee requested these questions be answered on re-submission.  

15. The Committee advised the same applied to questions regarding accident compensation which the Committee needs in order to assess whether the study is commercially sponsored or not. The Committee explained that if a trial is conducted for the commercial interest of the Sponsor then ACC cover will not apply, and the study will be required to have ACC equivalent insurance. The Researcher queried whether people could be covered by ACC in research. The Committee stated they potentially could be, but it would need to make that determination with all the available information on re-submission. The Researcher may find it helpful to refer to the HDEC Standard Operating Procedures.


16. The Committee noted a general lack of information on the intervention in the PIS. The Committee stated participants would need to know what they were signing up for and how it was different from standard care. The Committee also needs to understand what the interventions are.  The Committee requested details of the intervention be included in the PIS. 

17. The Committee stated it was unclear on how the treatments would be recorded by the physiotherapists as at one part in the protocol it refers to daily doses, therapy, and duration recorded in ECFR but not in the clinical record. The Researcher stated they would record in the clinical record but not the full details (e.g. that the therapy was delivered for 10 minutes 4 times a day). The Committee expressed concern at leaving details of treatment out of the clinical record. The Committee stated it was a matter of participant safety and requested the Researcher reconsider this. 

18. The Committee queried the design of the different arms of the study with different durations for therapy. The Researcher explained there was currently no good evidence to define what physiotherapists should be doing for standard care but there is a general idea that ‘more is better’. The Researcher explained that as the last AVERT trial demonstrated, intense therapy can actually be more harmful for some people and indicated favourable outcomes for ‘little and often’. The Researcher stated this trial was designed to demonstrate that delivering ‘little and often’ therapy (which is not currently used in routine practice) is beneficial. 


19. The Committee queried why the PIS did not explain that participants would be assigned to one of four treatment arms and what these would consist of (e.g. standard treatment decided by physiotherapist OR four 10 minute sessions per day etc). The Committee queried the need for blinding as most participants on the ward would likely discuss their participation with each other and discover differences in their treatment duration, effectively removing the blinding. The Researcher stated last time the trial was run, over time physiotherapists would change their standard regime and base it on the study, which could potentially cause harm (e.g. getting patients up earlier). The Researcher stated they did not want to interfere with day-to-day activity and only wanted to control the therapy delivered. The Committee requested the addition of more information to the PIS so participants can understand what to expect with their participation. 

20. The Committee advised the cultural section of the application had been poorly answered and stated it expected to see more information about how stroke may affect Māori (e.g. prevalence rates, are outcomes the same), why the study would be important to Māori and how it could potentially benefit Māori health. The Committee requested the Researcher give this section more consideration for future applications. 

21. The Committee advised the section about the use of FUR genetic research has not been framed with cultural considerations. The Committee suggested the Researcher arrange a meeting with the Māori health service at Tauranga Hospital and go over these aspects of the study. The Researcher stated they had received approval from the DHB’s Māori health service and could provide a copy of the letter. The Committee requested the letter be supplied with re-submission. 

22. The Committee noted the pre-stroke demographic document had reference to Indigenous and Torres Island categories. The Committee advised the ethnic categories would need to be consistent with the classifications used in the New Zealand census and requested this be revised. The Researcher agreed. 

23. The Committee noted an error in the application which stated that screening data would not be identifiable, but in order to identify potential participants identified information would need to be accessed. The Committee requested the Researcher keep this in mind for re-submission. 

24. The Committee noted the response to R.2.2. in the application form that stated the Sponsor would have no access to identifiable data. The Committee queried what auditing arrangement was in place as it would expect the Sponsor to have access to records for data verification. The Researcher stated participants would be given a computer-generated ID code which the Sponsor would receive. The Committee explained that the sponsor must have a way to access identified medical records for the purposes of audit, e.g. checking that study data is valid and has been entered correctly. The Researcher stated identifiable records would be locked away separately. The Committee queried whether the Sponsor would employ a clinical research organisation. The Researcher stated they would need to check. The Committee noted the application referenced a study monitor who would have current, personal knowledge of the study through review of the records, comparison with source documents, and observation and discussion of the conduct of the study with the Investigator but also stated anonymity would be maintained at all times which is contradictory and requested this be revised. 

25. The Committee advised that the application form would need to be consistent with the participant information sheet and all the sections of the information sheet would need to be consistent with the consent form. 

26. The Committee recommended the Researcher review the requirements regarding the retention of health information as some data needs to be held for a minimum of 10 years. The Committee stated they were only concerned about New Zealand regulation and the application form should be answered in this regard. 

27. The Committee advised that when re-visiting the issue of consent and the potential justification under Right 7(4) that it would be very unlikely any proposal for unconsented participation in the genetic sub-study could be justified. The Committee would usually expect genetic sub-studies to be consented and optional   . 

28. The Committee advised that as the Coordinating Investigator the responsibility for the study falls on the Researcher and they would need to be familiar with all the details and confident with its design. 

29. The Committee recommended the Researcher respond to the Committee’s letter addressing each point individually with a response (e.g. ‘this change made here’, ‘this request fulfilled this way’, ‘this change not applicable as the research team decided to...’ etc). 

The Committee noted that, due to the meeting’s time constraints, not all changes required to the PISCFs would be discussed during the meeting but would be outlined in a letter to the Researchers. The Researchers accepted this situation. 

Decision 

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

· The guidelines require all researchers to comply with New Zealand law. Please ensure the protocol complies with all relevant legal requirements including the Protection of Personal and Property Rights Act 1988 and the Code of Health and Disability Services Consumers' Rights 1994. (Ethical Guidelines for Intervention Studies para 1.10-11). 
· The guidelines indicate appropriate engagement with Māori is necessary with any research that may be relevant for Māori. Please submit evidence of appropriate consultation. (Ethical Guidelines for Intervention Studies para 4.9)

· The guidelines indicate investigators should maximise the quality of participants’ informed consent. Please revise the participant information sheet and consent form to include all relevant information, along with the other suggestions made by the Committee.  (Ethical Guidelines for Intervention Studies para 6.13)

· The guidelines require investigators to ensure the security of participant data. Please revise the data management protocol to ensure participant data is protected. (Ethical Guidelines for Intervention Studies para 7.3)



Substantial amendments
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	Principal Investigator: 
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	Sponsor: 
	 
	 

	 
	Clock Start Date: 
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Dr Stuart Dalziel was not present for discussion of this application.

Potential conflicts of interest

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

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

Summary of outstanding ethical issues

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

1. The Committee noted that the Researchers are proposing to give additional drug to the participants after 12 months. The drug is paracetamol which is widely available, but please would the researchers clarify how the patients will be monitored - will the monitoring be the same as for the first 12 months? 

2. The Committee requested the home visit for loss to follow-up be made optional and for the participant to decide if they wish this to occur. 

3. The Committee requested the consent for photos and videos be limited to the specific PIPPA Tamariki Facebook page (and any other named platform) and not ‘social media’ as this is too broad. The Committee requested the Researchers revise section 8.3 of the protocol (under the Informed Consent heading) to specify the PIPPA Tamariki Facebook page (and if relevant other study-specific social media). 

4. The Committee requested an update to the protocol and PIS that if a participant declines or subsequently withdraws consent for the use of images it does not affect their participation in the main study. Currently this is only if they decline consent, although this seems to be what is intended as there is documentation for PIPPA staff to confirm their actions (removing images) when consent has been withdrawn.

5. The Committee suggested it could be sensible to note if the Facebook group is not a closed one, so participants are aware that images may be shared outside of the community of participants.

6. The Committee requested an overview of the chat bot functions. The Committee queried what sort of information / advice the bot offers and the responses it can provide to queries. The Committee advised that if the chat bot simply refers enquirers to the information leaflet or provides the contact details for the study team this is acceptable. If the bot offers other advice and / or has an advanced algorithm that can ‘learn’ and adapt its responses the Committee requested further information detailing its functions and limitations. 


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

7. In the PIS, the amended statement reads “Your participation in the study, including presentation in any promotional material, will not be revealed without your explicit written consent." The Committee requested this be amended to more correctly state “Your baby’s participation…”. 

8. At the bottom of the Facebook page there is a small link to ‘privacy’ which takes you to https://www.facebook.com/privacy/explanation. The Committee requested mention be made to parents in the Facebook PIS that Facebook can do certain things with the data posted on the PIPPA page which are explained in the link “privacy’ at the bottom of the page.

Decision 

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

· Please update the participant information sheet and consent forms, taking into account the suggestions made by the Committee. 

· Please update the study protocol, taking into account the suggestions made by the Committee. 

· Please clarify how monitoring will be conducted during the extension.

· Please confirm that the ChatBot on the Facebook page simply refers enquirers to the information leaflet and how to get in contact with the Tamariki team directly.  If the chatbot delivers other advice, the Committee would like additional information as well as whether the chatbot 'learns' from interactions with users.
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No potential conflicts of interest related to this application were declared by any member.

Summary of the study

This study is a Phase 1/2, Open-Label, Safety, Pharmacokinetic and Efficacy Study of Ascending Doses of Oral CK-101 in Subjects with Advanced Solid Tumors (CK-101-101). The study drug is a tyrosine inhibitor designed to target the EGFR mutation for treatment of lung cancer and was trialled two groups, the first ‘treatment naïve patients’ and the second group of patients who had received treatment and developed a mechanism of resistance. In New Zealand, the drug has only been used for the second group of patients because of concern about using an early phase agent as a first line treatment, although it has been used this way overseas. 

The study spans three trial sites in New Zealand:  Auckland, Christchurch and Wellington.

There is another similar study, CK-301-101 which uses CK-301, a monoclonal antibody (a molecule that binds to another specific molecule) to target PD-L1 in advanced cancers. 

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 Principal Investigator stated that after recruitment and study commencement, a participant suffered a myocardial infarction (MI) at the Auckland site.  The participant subsequently died.  The participant had been admitted with a rash and hypernatremia and then discharged.  The onset date of the MI was reported as 26-Jun-2019. On 27-Jun-2019, the participant failed to respond to appropriate treatment and thereafter was managed with comfort care until her death on 30-Jun-2019. The investigator assessed the event of MI (grade 5) as possibly related to CK-101 therapy. The event of the MI (grade 5) was considered unexpected in accordance with the current Investigator’s Brochure (Version 3.0, dated 11-Jul-2018). 

2. The sponsor did not agree with the Auckland investigator’s assessment of the event of MI being possibly related to CK-101 therapy. The Sponsor considered the existing cardiovascular risk factor and acute medical illness of the participant are the cause of the death and that the study drug is unlikely to have caused the event   The Sponsor’s reasons are set out in a “Suspect Adverse Reaction Report” (SUSAR) dated 8 July 2019.  

3. Medsafe reviewed the event and determined that, given the half-life of the drug, the MI is unlikely related to the study drug.  While the patient did have a rash, which is likely related, she was treated with antihistamines and steroid and the rash did not cause death. 

4. After this event, the Principal Investigator spoke to the investigator at the Auckland site and learned there had been another participant who suffered an MI event but which was not recorded as a SUSAR. The Sponsor had suggested it was an unusual profile for the drug and was not recognised as related.  

5. The Committee queried why the MI in Auckland was not designated as a SUSAR. The Principal Investigator advised that the event did not require a hospital admission and was found to be ‘not drug related’.  Accordingly, it was not ‘officially’ a SUSAR. 

6. The Principal Investigator said he became increasingly concerned, especially when he learned of a report from Poland of a participant on the drug experiencing a hypertensive crisis which was also unusual. A SUSAR was completed for this event. The Polish Investigator assessed the event as possibly related to the study drug. The event(s) of hypertensive crisis Grade 3, while included in the current Investigator’s Brochure (Version 3.0, dated 11-JUL-2018), is not included in the Reference Safety Information section and is therefore considered unexpected. After evaluation of the currently available information, the Medical Monitor’s opinion was that the event was possibly related with dose escalation of IP and the event should be classified as grade 3 hypertension according to CTCAE 5.0. 

7. For the recent New Zealand SUSAR event, the Principal Investigator stated it was possible there was an off-target effect of the drug at a higher concentration ‘hitting’ a tyrosine kinase more than EGFR such as VEGF. He has requested pharmacokinetic data from the Sponsor. The Principal Investigator is not suggesting the drug definitively caused the MI but, notably, there was a sequence of events (allergic reaction, skin rash) preceding the MI that made it much more likely to be associated with the drug. 

8. The Committee queried whether the other adverse events preceding the MI (allergic reaction and rash) were typical of the drug. The Principal Investigator stated they would expect to see a rash and sinusitis with the drug. The Principal Investigator advised he is planning a teleconference with the Sponsor about changes and to give an update on toxicities. 

9. The Committee queried whether symptoms such as the hypernatremia could be attributed to the cancer rather than the drug. The Principal Investigator stated it was possible as there could be systemic unwellness which may cause the change. The Committee queried whether hypertension was an exclusion. The Principal Investigator stated it was not as this could be treated and confirmed the presence of hypertension treated with drugs would not exclude participation. 

10. The Committee queried how many participants were on the drug worldwide. The Principal Investigator stated approximately 100 but he was not sure of the exact figure. 

11. The Committee queried whether participants in New Zealand had been informed of these events. The Principal Investigator stated they have not done so yet but could. 

12. The Committee stated as there had been a serious event which occurred to a participant in the study other participants are entitled to know about it so they can decide whether they wish to continue receiving it. 

13. The Committee requested the Principal Investigator contact the medical monitor and request further information on how the conclusion was reached regarding the causality relationships of the rash and allergic reaction being ‘unlikely’ for the drug’ and the MI being ‘unrelated’. From the information provided, the rash and allergic reaction are temporally related to the drug and are not unexpected for drug class. MI causality appears to have been assessed in isolation, as there has been no discussion about the temporal relationship between the initial events and the MI. 

14. The Committee requested an update to the Participant Information Sheet to add information explaining the adverse events and noting that, at this stage, the relationship to the study drug is uncertain, but the study team wants to keep participants updated. The Committee requested it be made explicitly clear in the PIS that it is the participant’s decision on whether they wish to continue in the study or not. The amended PIS should be submitted to the Committee for its approval.

15. The Committee requested the Principal Investigator inform  all participants (past and present) who have received the drug of the new information in a face-to-face appointment. The Principal Investigator stated he would inform participants there had been one definite cardiac MI on the drug in Auckland, another probable cardiac event in Auckland as well and a concern overseas about hypertension and that cluster toxicities raises concern about whether the drug may be involved and may be a dose effect.  The Committee asked the Principal Investigator to document those discussions.  

16. The Committee queried whether the face to face discussion with participants should occur now or after the discussion with the other investigators and sponsor. The Principal Investigator stated he would be comfortable presenting the information to participants now and would prefer to do so sooner rather than later.

17. The Committee stated once the amended PIS has been approved, on-drug participants could re-consent to the study if they wished. 

18. The Principal Investigator stated he would hold a teleconference with the other investigators and Sponsor to discuss the issue. The Principal Investigator stated they would then decide whether they would permanently halt further recruitment or not. 





Decision 

The Committee requested the following actions be taken in relation to this study:  

· Please request further information from the medical monitor on how it concluded the adverse events were not related to the drug and supply the response to HDEC.
· Please verbally advise all participants of the adverse events and document the discussions.
· Please submit, for HDEC’s approval, an addendum for the PIS explaining the adverse events to participants. 

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



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:
	15 October 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 4:25pm.
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