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		Minutes





	Committee:
	Northern B Health and Disability Ethics Committee

	Meeting date:
	04 June 2019

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



	Time
	Item of business

	12:00pm
	Welcome

	12:25pm
	Confirmation of minutes of meeting of 7 May 2019. 

	12:30pm
	New applications (see over for details)

	12:30 – 12:55pm
12:55 – 1:20 pm
1:20 – 1:45 pm
1:45 – 2:10 pm
2:10 – 2:35 pm
	 i 19/NTB/85      		 (Tangihaere / Nora)
  ii 19/NTB/80			 (Kate / Jane)
  iii 19/NTB/82			 (Susan / Stephanie)
  iv 19/NTB/83			 (Tangihaere / Jane)
  v 19/NTB/79			 (Susan / Nora)

	2:30pm
	General business:
Noting section


	2:45pm
	Meeting ends




	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  

	Mrs Stephanie Pollard 
	Non-lay (intervention studies) 
	01/07/2015 
	01/07/2018 
	Present 

	Miss Tangihaere Macfarlane 
	Lay (consumer/community perspectives) 
	20/05/2017 
	20/05/2020 
	Present 

	Mrs Kate O'Connor 
	Lay (ethical/moral reasoning) 
	14/12/2015 
	14/12/2018 
	Present 

	Dr Nora Lynch 
	Non-lay (health/disability service provision) 
	19/03/2019 
	19/03/2022 
	Present 

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

	Mr John Hancock 
	Lay (the law) 
	14/12/2015 
	14/12/2018 
	Apologies 

	Mrs Jane Wylie 
	Non-lay (intervention studies) 
	20/05/2017 
	20/05/2020 
	Present 

	Ms  Susan Sherrard 
	Lay (consumer/community perspectives) 
	19/03/2019 
	19/03/2022 
	Present 


 

Welcome
 

The Chair opened the meeting at 12:00 and welcomed Committee members, noting that apologies had been received from Mrs Leesa Russell and Mr John Hancock. 

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 7 May 2019 were confirmed.



New applications 


	 1  
	Ethics ref:  
	19/NTB/85 

	 
	Title: 
	Pembrolizumab after resection or ablation in patients with Hepatocellular Carcinoma  

	 
	Principal Investigator: 
	Professor Edward Gane 

	 
	Sponsor: 
	Merck Sharp & Dohme 

	 
	Clock Start Date: 
	23 May 2019 


 
Professor Edward Gane 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 is a Phase 3 multicentre, randomised, double blinded, two arm study to evaluate the safety and efficacy of pembrolizumab versus placebo in patients with liver cancer after surgery or ablation (a procedure that uses radiation to destroy cancer cells in their liver).
2. The primary aim is to see if pembrolizumab (also known as KEYTRUDA®,) taken after surgery or after an ablation is more effective in delaying recurrence of their disease than the placebo (normal saline solution) taken after surgery or ablation. This will be measured by tissue samples, scans and images of the patient's liver and body.
3. Approximately 950 participants worldwide will be randomised in a 1:1 ratio to either receive IV pembrolizumab 200mg once every 3 weeks or placebo once every 3 weeks for 17 cycles.
4. The entire study duration for each participant will be approximately 6 years.

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 the reason for requesting a closed meeting. The Researcher stated the Sponsor had requested it. The Committee advised there would need to be a trade secret that would be inadvertently disclosed in the minutes, otherwise there were not sufficient grounds under the Official Information Act 1982 to close the meeting. The Committee reasoned that as Pembrolizumab has FDA approval no trade secret would be disclosed in the ensuing discussion and the meeting would remain open. 

6. The Committee noted that Pembrolizumab has a wide range of potential long lasting toxicities and that this study would be administering the drug in a preventative sense. The Committee noted an estimated 70% relapse by five years and queried whether the Researcher was comfortable exposing 15% participants to side effects of a drug they may not need. The Researcher agreed and stated it was a secondary prevention measure. The Researcher stated that eventually almost everyone would relapse or develop a new tumour in the liver if they lived long enough. The Researcher acknowledged that a small proportion may not relapse and experience side effects. The Researcher stated a mitigating factor was participants would only receive 12 months of dosing and not several years. The Researcher stated it was unknown whether people with cirrhosis had an increased or decreased risk of side effects due to reduced liver function. The Researcher stated one thing that was known about using drugs in liver cancer is that patients tend to have a relatively low rate of immune related adverse events. The Researcher stated the side effects were manageable but acknowledged they could be significant. The Researcher stated this could be managed by stopping the drug and administering steroids. The Committee accepted this and requested the Researcher inset a statement to the Participant Information Sheet (PIS) to highlight the risk of potential side effects of taking a drug that may not be necessary. 

7. The Committee queried whether there were enough patients to populate the study. The Researcher stated that unfortunately there were with about 50 – 60 patients per year referred to the multidisciplinary meeting for hepatocellular carcinoma. 

8. The Committee queried the number of CT scans participants would receive, particularly the placebo group. The Committee counted over twenty CTs over a period of seven years and considered this excessive. The Committee queried whether this was the standard of care and whether this would be done routinely post ablation. The Researcher stated standard of care after ablation / surgery was to do imaging but this could also be done as an MRI as this did not involve radiation exposure. The Researcher clarified that standard of care for patients over 50 is to receive a CT scan whereas those younger than 50 would receive MRI. The Researcher confirmed that participants in the trial would exclusively receive MRI. 


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 queried whether the study had been submitted for Māori consultation. The Researcher stated institutional review was occurring this week and Māori consultation would take place during the same time. The Committee requested this be supplied when available. 

10. The Committee did not dispute the supplied peer review but requested a local clinician perform an independent peer review to confirm the study is suitable for the New Zealand population. The Researcher agreed to ask a colleague in Dunedin independent from the study. 

11. The Committee noted the supplied insurance certificate did not list contain the study’s protocol number or list New Zealand as a country. The Researcher stated they had requested trial-specific insurance but this was the certificate the Sponsor wished to submit. The Committee requested the protocol name / number and site of the study be added to the certificate. 

12. The Committee advised that the Sponsor-produced participant brochure does not adequately explain that half of participants would be on placebo. The Committee requested this be revised to emphasise the placebo arm. 

13. The Committee noted the main PIS states that in the event of a pregnancy the study would want to collect information on the pregnancy. The Committee stated no pregnant participant PIS had been supplied and one should be designed from the onset rather than waiting for a participant to become pregnant. The Researcher stated they had not been supplied one by the Sponsor. The Committee requested the submission of a pregnant participant PIS. The Committee advised that if the Researcher wished to collect health information on the baby then this form would also require an additional consent panel for this to be signed after the birth.  

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

14. The Committee requested the inclusion of a ‘lay title’ to the PIS. 

15. The Committee requested the addition of Medsafe to the list of agencies authorised to access data on page 13. 

16. The Committee requested the removal of the optional tick box for informing the participant’s GP as this should be mandatory in an intervention study of this nature. 

17. The Committee requested a ‘yes / no’ option on the consent form for participants to receive a lay summary of the results of the study. 

18. The Committee requested the addition of a statement to the optional stool collection PIS advising that four collections would be required. 

19. The Committee considered the tissue brochure too generic and had the potential to cause confusion and requested its removal. 

20. The Committee requested the location of Merck Sharp & Dohme be added to all information sheets so participants are aware it is an international company. 

21. The Committee requested a statement confirming that participants cannot be withdrawn from the study for commercial reasons on page 12 of the main PIS. 

22. The Committee queried the Māori health support contact listed in the PIS. The Researcher confirmed they were part of the ADHB’s Māori health team. 

23. The Committee noted the top bullet point on page 3 of the main PIS discusses how well a participant’s body would handle Pembrolizumab versus placebo and the implication that all participants would receive the drug. The Committee requested a revision to make clear that only some participants will receive the study drug and others will be on placebo. 

24. The Committee requested the inclusion of statement on page 3 advising that any abnormal blood results will be discussed with the participant and any necessary referrals made as appropriate. 

25. The Committee requested the statement on page 5, section 11 stating that “Pembrolizumab may not be approved to treat your type of cancer” be amended to state it is not currently approved to treat hepatocellular carcinoma in New Zealand and in this regard it is experimental. 


Decision 

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


· Please supply an insurance certificate with the trial number and site location present. 
· Please supply an updated participant information sheet and consent form, taking into account suggestions made by the Committee. 
· Please supply a pregnant participant information sheet. 
· Please supply evidence of Māori consultation. 
· Please supply independent peer review from a qualified expert independent of the study. 

After receipt of the information requested by the Committee, a final decision on the application will be made by Miss Tangihaere Macfarlane and Dr Nora Lynch. 




	 2  
	Ethics ref:  
	19/NTB/80 

	 
	Title: 
	GS-US-320-1092 A Randomized, Double-Blind Study of Tenofovir Alafenamide (TAF) in Children and Adolescent Subjects with Chronic Hepatitis B Virus  

	 
	Principal Investigator: 
	Dr Helen Evans 

	 
	Sponsor: 
	Gilead Sciences, Australia & New Zealand 

	 
	Clock Start Date: 
	16 May 2019 


 
Dr Helen Evans and Miss Chin Kuh 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. Tenofovir Alafenamide (TAF) is a treatment for Chronic Hepatitis B that is more stable in plasma than TDF (Tenofovir Disoproxil Fumarate), and offers the potential for an improved safety profile when compared with TDF. TAF 25 mg tablets for the treatment of CHB adults have been approved by the US FDA in November 2016 and the EMA in January 2017.

2. This study will look at how safe and effective repeated doses of TAF are in children and adolescents with hepatitis B. 

3. In total, 75 adolescents and 75 children with hepatitis B will participate in this study in 2 different groups (called cohorts):
· Cohort 1 in Adolescents will be stratified by age (12 to <15 and 15 to < 18 years of age). 
· Cohort 2 in Children will be stratified by age and body weight; an additional 48 children may be enrolled in the second part

4. For all groups, TAF will be administered once daily for 24 weeks. Following double-blind treatment for 24 weeks, all subjects roll over to receive open-label TAF for a total duration of study treatment of 240 weeks. Patients will be assessed throughout the study for a virological response (HBsAg loss), and will be followed every 4 weeks for 24 weeks off treatment or up to initiation of alternative, anti-HBV therapy if required.


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 whether the treatment regime is approved for adults in New Zealand. The Researcher confirmed that it is but not yet for the paediatric population. 

6. The Committee queried whether the study procedures would occur at the Auckland Clinical Studies site or Starship Hospital. The Researcher stated they would take place at Auckland Clinical Studies. The Committee queried whether staff at Auckland Clinical Studies had familiarity and expertise in dealing with children. The Researcher confirmed they did and stated similar studies involving children with Hepatitis C have been conducted previously. 

7. The Committee queried whether participants would be cannulated for blood draws. The Researcher stated it would be necessary for a large take but not every time. The Committee requested this be explained on the Participant Information Sheet (PIS). 

8. The Committee questioned the use of placebo and queried standard of care for Hepatitis B. The Researcher stated most would normally receive treatment as impaired liver function was a condition of Pharmac requirements. The Researcher stated that the placebo group will cross over and confirmed that every participant in the trial will receive the active drug at some point. 

9. The Committee queried whether the Researcher was comfortable with a six month placebo period. The Researcher stated they were as a six month placebo period would be no different to a six month standard of care period as they would not be receiving the drug regardless. The Researcher stated it would be ‘six months as normal’ and then cross over to receive a treatment they otherwise would not receive and as a paediatrician they were comfortable with the design. 

10. The Committee queried whether all participants would receive pregnancy tests and not just those that admit to being sexually active. The Researcher confirmed that anyone who was sexually mature would. 

11. The Committee queried whether consent would be obtained at the first screening visit as the flip chart was unclear. The Researcher confirmed participants would provide consent at the screening visit. 

12. The Committee queried whether participants that turn 18 during the study can continue receiving the treatment. The Researcher confirmed they would. The Researcher stated the trial runs for 5 years and as long as the participant is below 18 upon enrolment they can remain in the study for the entire duration. 

Summary of outstanding ethical issues

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

13. The Committee queried how old the youngest participant would be. The Researcher stated officially the lower age is 2 years old but they were not aware of any potential participants that young. The Researcher stated it was more likely be children closer to 7 and older. The Committee suggested that children aged 7 – 11 could be approached with an age appropriate assent document different to those 12 – 15. The Committee requested the Researcher split the form into age appropriate groups and draft new versions. 


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


14. The Committee queried whether the PIS for reconsenting participants that turn 16 is the same as the sheet for those already 16. The Researcher stated they believed it was the case. The Committee advised that as written it doesn’t quite address both circumstances. The Committee requested the Researcher revise the sheet to ensure it is addressing all 16 year olds, whether they are 16 from the start and give consent from the outset or turn 16 during the study and give their own consent to continue in the study. 

15. The Committee advised that a participant does not have to provide instructions in writing to destroy their blood sample and this can be done verbally. Similarly, a participant is not required to revoke authorisation to their data in writing and this can also be done verbally. 

16. The Committee noted the absence of the following statement from the HDEC-approved compensation statement and requested it be re-inserted:
“New Zealand ethical guidelines for intervention studies require compensation for injury to be at least ACC equivalent. Compensation should be appropriate to the nature, severity and persistence of your injury and should be no less than would be awarded for similar injuries by New Zealand’s ACC scheme. “ 

17. The Committee requested the inclusion of the following HDEC tissue statement: 
You may hold beliefs about a sacred and shared value of any tissue samples removed. The cultural issues associated with sending your samples overseas and/or storing your tissue should be discussed with your family/whanau as appropriate. There are a range of views held by Māori around these issues; some iwi disagree with storage of samples citing whakapapa and advise their people to consult prior to participation in research where this occurs.  However, it is acknowledged that individuals have the right to choose.”

18. The Committee advised that stating participants have no access to their data until the study is over is not quite accurate. The Committee explained that participants have the right to access their own data but if it means they will be unblinded then it will withdraw them from the study. The Committee requested this section be revised. 

19. The Committee queried whether in the event of a pregnancy the study team would only follow the outcome of the pregnancy or would they collect information on the health of the baby. The Researcher stated they would want information on the baby. The Committee advised that the mother cannot provide consent for the baby until after its birth (as it is not a legal entity until birth) and requested an additional signing panel on the pregnancy PIS for the parent to consent the baby after its birth. 

20. The Committee requested the inclusion of a statement in the children’s PIS to reassure them that they can say NO if they do not wish to participate and even if mum and dad say yes it is the child’s choice. 

21. The Committee requested all applicable information sheets state the location where samples will be sent. 

22. The Committee noted mention of stool samples in the optional future unspecified research PIS when it appeared they were not required. The Committee requested this be removed.

23. The Committee requested a brief explanation of what is meant by genetic / genomic research (i.e. more information on what the testing will actually be used for). 

24. The Committee requested a revision of the bulletpoint list on page 4 of the optional FUR sheet to ensure it only contains information relevant to the optional future research. 

25. The Committee requested the addition of a statement in the optional PK study PIS to advise that during cannulation for blood draw only one line will be necessary. 

26. The Committee requested the addition of a statement advising that participants in the PK study will be required to fast before the appointment and then for five hours afterward.

27. The Committee requested a revision of the statement on page 3 of the PK PIS that states participants may not benefit from participating. The Committee requested this be amended to state participants will not benefit. 

28. The Committee requested the addition of a statement advising that Tanner staging will involve genital examination. 

29. The Committee noted ambiguous pronouns in the genetic PIS mentioning “you / your child’s” genetic sample being sent overseas. The Committee requested this be revised to only state “your child’s” as the parent will not be sending their sample. The Researcher stated as some participants may turn 16 and by able to consent for themselves the “you” pronoun could apply. The Committee recommended the Researcher define the terms upfront to make it clear it is the participant’s sample and not the parents. 

30. The Committee noted the form stated the genetic testing required the child’s consent. The Committee requested this be amended as it is the parenting providing consent for the child. 

31. The Committee requested the removal of the mention of initials being on samples sent overseas on page 11 of the parent PIS and page 5 of the genetic document. 

32. The Committee requested the inclusion of absolute numbers when describing the frequency of side effects (e.g. instead of 1 – 10% please say between 1 and 10 people in 100). The Committee advised that if the sponsor wishes to have percentages that is acceptable but please also include absolute numbers as these can be more easily understood. 

33. The Committee requested the removal of references to possible benefits to others on the 16+ PIS on page 15. The Committee reasoned that this may be potentially coercive and put undue emotive pressure on potential participants. 

34. The Committee requested a clarification on page 16 where the sheet states the study may be stopped at any time. The Committee requested the addition of a statement advising that it cannot be terminated for commercial reasons. 

35. The Committee noted some US-spelling in the dosing instruction sheet and requested this be revised for a New Zealand context. 


Decision 


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

· Please supply updated participant information sheets and consent forms, taking into account suggestions made by the Committee. 
· Please supply age appropriate assent forms. 

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




	 3  
	Ethics ref:  
	19/NTB/82 

	 
	Title: 
	Supporting peers after TBI 

	 
	Principal Investigator: 
	Associate Professor Nicola M Kayes 

	 
	Sponsor: 
	AUT University 

	 
	Clock Start Date: 
	23 May 2019 


 
Greta Smith and Christine Cummins 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. The burden of TBI on the individual, their whānau, and society is significant and enduring and existing service provision does not address their ongoing needs. There is increasing evidence for the benefit of peer mentoring interventions across a diversity of populations.
2. Peer mentors are those who have successfully faced a particular experience and can provide good counsel and empathic understanding to help others faced with a similar experience. Mentoring relationships are distinct from ‘professional’ support and offer credibility, mutuality of experience, acceptance, and normalisation. 
3. The feasibility study (ref 13/NTA/99) found TBI peer mentoring is acceptable, feasible, and has the potential to impact health and well-being outcomes for both mentees and mentors. Researchers are now ready to trial this intervention in three North Island regions (Northland, Auckland and Gisborne) and have partnered with key health delivery partners (ACC and ABI Rehabilitation) who are working with them to produce actionable findings for ongoing service provision if trial findings are positive.  
4. Using a randomised pragmatic waitlist trial with process evaluation design, this study aims to test effectiveness of peer mentoring for improving participation, health and well-being outcomes following TBI compared to usual care. 
5. Mentors (n=18 people 1 to 5 years post TBI) will be trained, paid as casual workers and supported by local service coordinators. Mentees (>16 yrs, moderate-severe TBI, up to 6 months post discharge from inpatient rehabilitation) will be randomly assigned to intervention or waitlist. 
6. The intervention involves up to 8 face to face mentoring sessions over 6 months. Data collection will be at baseline, 12, 26 and 52 wks. The primary outcome will be mentee participation measured immediately post intervention (26 wks). 
7. The process evaluation will explore key variables relating to context and implementation relevant for future service delivery for optimal effectiveness & uptake.

Summary of resolved ethical issues 

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

8. The Committee queried whether ACC would know the mentors/mentees. The Researcher stated recruitment would not take place through ACC but they would know them. The Researcher stated they were still organising details with ACC regarding implications on any benefits. The Committee requested this be explicitly stated in the mentor PIS: if ACC will know which individuals are taking part in the study either as mentors or mentees then the impact on participant confidentiality needs to be explained.

9. The Committee queried whether the mentor training would be protocolised. The Researcher confirmed it would. The Committee queried whether a training manual would be written. The Researcher confirmed it would. The Committee requested this information be added to the mentor PIS and the training manual be submitted for review. 

10. The Committee queried the process of obtaining mentee consent. The Researcher stated the idea was for their service coordinator to visit the potential mentee and explain the study (and that this process could occur over more than one visit). The Researcher stated it was important that potential mentees understood everything the study involved. The Committee queried whether participants would be consenting for themselves. The Researcher confirmed they would. The Committee advised that the assent forms were unnecessary and could be removed. The Committee advised that some participants may not want familial involvement and this should be up to the participant to decide. 

11. The Committee noted a mention of legal proxies in the answer to question P.2.7 and requested confirmation that no legal proxies would be sought as this was inconsistent with New Zealand law. The Researcher confirmed it was an error and agreed to remove all references to legal proxies. 

12. The Committee noted the peer review had highlighted concerns regarding mentor / mentee boundaries. The Committee queried how this would be approached and whether mentors would be trained in acceptable boundaries. The Researcher stated this had been an issue in the pilot study with uncertainty over whether boundaries had been crossed or not (e.g. adding each other on Facebook). The Researcher stated this would be kept at the forefront of discussion with regular debriefings with the mentors. 

13. The Committee queried how mentors and mentees would communicate and whether the study would supply cell phones or if they would be expected to use their personal devices. The Researcher confirmed each participant would be supplied with a phone dedicated to the mentor relationship for the duration of the study and these would be returned at its conclusion. 

14. The Committee queried whether mentees would have a say in who their mentor is and what they could do if they felt it was not working for them. The Researcher stated mentees will be asked what kind of person they want and matching would be performed based on mentee preference (e.g. same gender, hapū, etc.). The Researcher stated after the initial introduction the service coordinator would check with both the mentor and mentee that both were comfortable with the match. The Researcher stated if there were any subsequent complaints participants could contact the service coordinator who would take action.  

15. The Committee queried whether the ACC investigator would have access to any identified data of the study. The Researcher confirmed they would not. 

16. The Committee stated a waitlist of 12 months is a lengthy time-frame and queried whether this could be shortened. The Researcher stated the timing on when mentorship is most effective is unknown which is part of the reason for doing the waitlist control. The Researcher stated they would be measuring outcomes up to 12 months afterward and are hoping there would be an ongoing benefit beyond the intervention period. 


Summary of outstanding ethical issues

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

17. The Committee queried whether Māori participants would be oversampled. The Researcher stated they would. The Committee queried how this would be undertaken. The Researcher stated the two remote areas of the country the study would take place in a high percentage of Māori in the population and the research team intends to work with the local community to identify the best way to recruit Māori and make the study as acceptable as it can be. The Committee queried whether the Researcher was trying to encourage Māori recruitment or design the study in such a way as to over-recruit. The Researcher stated they believed it was the former. The Committee requested this be clarified by the co-ordinating investigator in a cover letter.

18. The Committee commended the Researcher on a superb Participant Information Sheet (PIS) for mentees and complimented the layout and readability. The Committee queried whether there was a similar PIS for mentors. The Researcher stated the sheet was an ‘invitation’ rather than a standard PIS. The Committee requested the Researcher adapt it into a PIS similar to that of the mentees. The Committee advised that it would require a section addressing the risks of participation, particularly the employment risks (e.g. no guarantee of future employment, any income they earn would be subject to income tax, and they would have to report it to any relevant agencies (MSD, ACC etc.)). 


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

19. The Committee noted disparate wording regarding the disclosure of mentees at risk with the PIS stating the mentor would ask permission to disclose anything of concern whereas the consent form states it would be disclosed as part of the safety protocol. The Committee queried the process of how a mentor would report something worrying regarding the mentee. The Researcher stated ideally the mentor would seek permission but could report it to the study team who could make contact with the mentee and ask permission to refer them if appropriate. The Researcher confirmed that for critically urgent matters the referral would be made anyway. The Committee requested this be clarified and clearly outlined in the PIS. 


Decision 

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

· Please submit an updated mentee participant information sheet explaining the procedure for mentors disclosing concerning information. 
· Please submit a participant information sheet for mentors. 
· Please submit the mentor training manual. 
· Please clarify how Māori participants will be oversampled. 

After receipt of the information requested by the Committee, a final decision on the application will be made by Ms Susan Sherrard and Mrs Stephanie Pollard. 





	 4  
	Ethics ref:  
	19/NTB/83 

	 
	Title: 
	Rescue Cumulative Dose Study 

	 
	Principal Investigator: 
	Prof Richard Beasley 

	 
	Sponsor: 
	Medical Research Institute of New Zealand 

	 
	Clock Start Date: 
	23 May 2019 


 
Professor Richard Beasley and Dr Nethmi Kearns 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. Currently, when someone goes to the Emergency Department with an asthma attack, they are given are medication called salbutamol (Ventolin). Salbutamol is a rescue inhaler which opens up the airways to make breathing easier. This study looks at what would happen if a different inhaler is used instead of salbutamol. This other combined inhaler is named Symbicort. It contains budesonide (an inhaled steroid medication) and formoterol (a long-acting medicine that opens your airways). This inhaler is currently used by many people with asthma as a preventative inhaler. This means it is used on a daily basis to prevent asthma attacks. In this study, we are looking to see if Symbicort could be used as a rescue inhaler as well, like salbutamol. 

2. Participants will first attend a screening visit to decide if they are eligible to take part. If found to be eligible, they will then be requested to attend TWO intervention visits up to 4 weeks apart.  Participants will receive salbutamol during one visit and Symbicort during the other, in a random order. Both the participant and the study doctor will know which group they are allocated to.

3. During the Intervention visits, participants will undergo spirometry and FeNO testing. They will also have blood samples taken and ECGs done. They will also be asked to rate their levels of breathlessness on two scoring systems.


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 key medical benefit should the study’s hypothesis be proven. The Researcher stated international guidelines have indicated that combination therapy with inhaled steroids and bronchodilators are preferred to salbutamol in community treatment of asthma. The Researcher stated this may be beneficial in the treatment of asthma in emergency departments as the combination therapy may be better in a rescue situation rather than the reliever situation of standard day to day use. The Researcher stated starting the study in an emergency department would be problematic as patients present with different differing symptoms and would have taken different drugs before arrival. The Researcher stated the best way to proceed would be to begin the study in a controlled situation in the clinic and depending on the results a subsequent larger study could take place in the emergency department. 

5. The Committee requested confirmation that the initials and date of birth identifiers on urine samples are for the local lab only and would not be used for the study data. The Researcher confirmed they were a reference for the lab and when the results come back through éclair they would be de-identified and labelled with the study ID code. 


Summary of outstanding ethical issues

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

6. The Committee queried commercial involvement in the study and whether the sponsor would have access to data. The Researcher stated the sponsor was only funding the study and would not have access to data or control over publication. The Committee noted references on the Participant Information Sheet (PIS) that indicated the sponsor would have access. The Committee advised that if the study is commercially sponsored then it would require an insurance certificate. The Researcher stated they were not aware of this and it was not the intention from the conception of the study. The Researcher agreed to investigate why this was in the PIS and provide confirmation that the study is not for commercial benefit. 

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

7. The Committee noted the mention of computerisation on page 2. The Committee requested the word randomisation be linked or placed in brackets so participants understand it is the same thing. 

8. The Committee queried whether budesonide should be inserted alongside salbutamol on the PIS for the salbutamol group as participants will receive both drugs. The Researcher stated they will keep the name ‘salbutamol group’ but will include a mention of budesonide earlier in this section. 

9. The Committee requested the potential side effects of budesonide be added to the PIS for the salbutamol group as they will be receiving this drug also. 

10. The Committee requested the mention of ‘eosinophils’ on page 3 be clarified for those unfamiliar with medical terminology. The Researcher agreed and stated they could replace it with “allergic white blood cells”. 

11. The Committee queried whether participants would receive reimbursement for travel and / or parking. The Researcher stated they would. The Committee queried whether that was on top of the fee to be paid for screening and visits as it was not clear on the PIS. The Researcher stated the total amount was to include all incidental costs and agreed to revise the section for clarity. 

12. The Committee requested a revision of the contact details section on page 9 of the PIS. The Committee advised that the second half of the sentence “if you want to talk to someone who isn’t involved with the study, you can contact an independent health and disability advocate on” should be trimmed down as Whanau Care Services and HDEC are not independent health and disability advocates. 

13. The Committee queried the meaning of ‘written consent’ for consent provided electronically. The Committee reasoned that ‘written’ may imply signed with a pen rather than typed and ‘electronically signed’ consent may be more appropriate. The Researcher agreed.

Decision 


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


· Please clarify whether the study is commercially sponsored or investigator-led and sponsor-funded. 
· If the study is commercially sponsored please submit an insurance certificate as ACC will not apply. 
· Please submit an updated participant information sheet and consent form, 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 Miss Tangihaere Macfarlane and Mrs Jane Wylie. 
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Dr Dean Harris was present by teleconference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. The main objective of this study is to demonstrate that an adjuvant therapy strategy incorporating ctDNA results in addition to standard pathologic risk assessment will reduce the number of patients receiving adjuvant chemotherapy compared to standard of care.

2. The prospective randomised, multicentre study will enrol 408 patients with locally advanced rectal cancer who have been treated with standard neoadjuvant chemoradiation followed by surgery. Patients will be randomised 2:1 to be treated according to postop ctDNA results (Arm B: ctDNA informed), or per standard of care (SOC) (Arm A: SOC).

3. Enrolment will be stratified by participating site and ypN stage (ypN0 vs ypN+).

4. Patients will be screened within 28 days of surgery. All patients will have a 4 week (+/1 week; ctDNA1) and 7 week (+/1 week; ctDNA2) post op blood draw for ctDNA analysis. Randomisation will occur after ctDNA1 has been collected. Formalinfixed paraffin embedded tumour tissue collected at surgery and the study blood sample will undergo ctDNA analysis.

5. In Arm B (the ctDNAinformed arm), patients with a positive postop ctDNA (either at week 4 or 7) will receive 4 months of single agent fluoropyramidine or combination fluoropyramidine plus oxaliplatin adjuvant chemotherapy (clinician’s choice). The use of adjuvant chemotherapy in those with negative postop ctDNA and pathological high risk disease (ypN+) will be at clinician’s discretion. Patients receiving adjuvant chemotherapy in Arm A will have 4 blood collections during treatment and an end of treatment blood collection. Patients with negative postop ctDNA and pathologic intermedicate risk (ypT34N0) or low risk disease (pCR or ypT12N0) will not be rerated with adjuvant chemotherapy. 

6. Patients in Arm A (SOC arm) will receive 4 months of adjuvant chemotherapy or no adjuvant therapy at the discretion of the treating clinician.

7. All patients will be followed up every 3 months for 2 years, then every 6 months for 3 years.

Summary of resolved ethical issues 

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

8. The Committee noted that in Arm A the participants receiving standard of care would not receive the result of the tumour DNA test performed. The Committee expressed concern about the Researcher withholding potentially clinically relevant information from both the participant and their clinician. The Committee raised the earlier phase 2 study which preceded this and noted there seemed to be a large hazard ratio for relapse in people with positive tumour DNA. The Committee expressed concern about the potential scenario of participants whose histopathology did not push them toward chemotherapy having their tumour DNA result necessitating chemotherapy yet this information being withheld from their clinician.  

9. The Researcher stated it was a complicated situation as the original data was derived from a colon cancer population, and although they are both segments of the same organ, rectal cancer behaves differently and has to be managed and treated differently. The Researcher stated the majority of participants would already have received chemotherapy and radiotherapy prior to resection. The Researcher stated there was split opinion on what the standard care for these patients should be following resection as there is unclear evidence on whether chemotherapy has any benefit. The Researcher stated meta-analyses seemed to suggest there was no evidence of a survival benefit for a long course of chemotherapy after resection. The Researcher stated either the pre surgical treatment halts the cancer and standard treatment following resection does nothing or rectal cancer behaves differently to other colonic cancers post-resection. The Researcher stated if the latter were the case then they were not sure what circulating tumour DNA would mean in this population as there is no robust data. The Researcher stated even if clinicians knew it was there and knew it was harmful there was still uncertainty on what to do about it and whether treatment could influence it. The Researcher stated their hope was this study would contribute to understanding this. 

10. The Committee queried what the Researcher’s standard of care was for post-resection rectal cancer patients. The Researcher stated their unit has had lengthy discussion regarding this. The Researcher stated they personally opt not to use chemotherapy following treatment. The Researcher explained the oncological community was split with one opinion that there is no evidence that chemotherapy after surgery provides a benefit versus an opposing view that the older studies used older chemo agents and new research was necessary to study the newer techniques. The Researcher stated while their unit leans toward not a lot of chemotherapy, other centres in the country would be the opposite and do a lot of chemotherapy. The Researcher stated there were a lot of unknowns and in this regard there was equipoise as no one is certain  whether chemotherapy guarantees a benefit or not. 

11. The Committee queried when the Researcher would personally perform chemotherapy on a patient. The Researcher stated they would usually only pursue chemotherapy if the patient really wanted it as they doubted its clinical value following surgery. The Researcher cited international meta analyses on colon cancer were still unclear and other prominent studies only compared double vs single chemotherapy which showed an improvement in progression free survival in participants with double chemotherapy, but that without a ‘no chemo’ arm it is still difficult to interpret the results in the wider context. 

12. The Committee noted the previous phase 2 trial in colon cancer and queried whether there was similar data in invasive rectal cancer. The Researcher stated they were not aware of any off the top of their head. The Researcher stated they were not sure what the implications for invasive rectal cancer were or if it could be influenced by chemotherapy following surgery. 



Summary of outstanding ethical issues

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

13. The Committee accepted the Researcher’s initial verbal argument that with too many unknowns the clinical value of the DNA information may not be helpful. The Committee requested a formal response be drafted and supplied to justify not informing participants and how this would not be unethical. 

14. The Committee queried why the study would not collect ethnicity data. The Researcher stated the study was being run out of Australia and collecting ethnicity data was not part of its design. The Committee requested that ethnicity data be collected for New Zealand participants. 

15. The Committee advised that for future applications when answering question P.4.1. it would be helpful to include information on the prevalence of the disease in Māori supported by statistics and whether the research may benefit Māori rather than a dubious reference to the Treaty of Waitangi

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

16. The Committee advised that the PIS was rather complex and could potentially be difficult to understand and requested the Researcher perform a thorough revision to simplify it where possible. 

17. The Committee advised that the separate PIS for optional future research was good and so the main PIS did not need as much detail regarding optional future research. The Researcher agreed to revise the main PIS to remove unnecessary information. 

18. The Committee requested the locations of The Walter and Eliza Hall Institute of Medical Research in Melbourne, Australia and John Hopkins University in Baltimore, Maryland, United States of America to be added to the PIS. 

19. The Committee advised that it is not the participant’s responsibility to inform their GP that they are participating in the study. The Committee advised that it is the Researcher’s obligation and requested the addition of a statement explaining that their GP will be notified of their participation. 

20. The Committee advised that participants are not required to complete a form in order to withdraw their consent and this can be done verbally. The Committee requested the consent form be revised to reflect this. 

21. The Committee requested an introduction to the optional future research PIS and recommended the Researcher adapt the introduction from the HDEC template:
https://ethics.health.govt.nz/system/files/documents/pages/fur_piscf_template.doc

22. The Committee requested the removal of references to possible benefits to others on page 6 of the PIS. The Committee reasoned that this may be potentially coercive and put undue emotive pressure on potential participants and discussion of benefits should be limited to the participant only. 


Decision 


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

· Please supply a formal response justifying withholding the DNA results from participants in arm A and their clinicians. 
· Please supply an updated participant information sheet and consent form, 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 Ms Susan Sherrard and Dr Nora Lynch.  









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:
	02 July 2019, 12:00 PM

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



	The following members tendered apologies for this meeting.


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 2:45 pm.
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