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		Minutes



	Committee:
	Northern B Health and Disability Ethics Committee

	Meeting date:
	02 July 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 04 June 2019

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

	12:30-12:55pm
12:55-1:20pm
1:20-1:45pm
1:45-2:05pm
2:05-2:30pm
2:30-2:55pm
2:55-3:20pm
3:20-3:45pm
3:45-4:10pm
	  i      19/NTB/95	(Tangihaere / Stephanie)
  ii      19/NTB/96	(Kate / Nora)
  iii     19/NTB/98	(John / Leesa)
  iv     19/NTB/99	(Susan / Stephanie)
  v      19/NTB/101	(John / Nora)
  vi     19/NTB/97	(Kate / Leesa)
  vii    19/NTB/100	(Kate / Leesa)
  viii   19/NTB/102	(Susan / Stephanie)
  ix    19/NTB/103	(Tangihaere / Nora)

	4:10pm
	General business:
Noting section

	4:30pm
	Meeting ends



	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  

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

	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 
	Present 

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

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

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



Welcome
 

The Chair opened the meeting at 12:00 pm and welcomed Committee members, noting that apologies had been received from Mrs Jane Wylie and Mrs Stephanie Pollard. 

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 04 June 2019 were confirmed.



New applications 


	 1  
	Ethics ref:  
	19/NTB/95 

	 
	Title: 
	ACE inhibitor cessation in the setting of well-functioning Fontan hearts. 

	 
	Principal Investigator: 
	Prof Yves d'Udekem 

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	20 June 2019 


 
Prof Yves d'Udekem 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 project will investigate the impact of ceasing medication known as angiotensin receptor inhibitors (ACEI) or angiotensin receptor blockers (ARB) in children and adults with a Fontan circulation and normal heart contraction. 

2. Many children born with a single cardiac pumping chamber undergo a Fontan operation. Due to concerns about potential late heart failure, many are prescribed ACEI or ARB although they have good heart function, possibly exposing them to unnecessary risk of adverse drug reactions and the important burden of lifelong medication. 

3. Evidence has shown ACEI/ARB are of benefit in a failing 2-ventricle heart, but there is no literature to suggest they are of benefit in the Fontan circulation.

4. This project aims to demonstrate that cessation of ACEI, or closely related angiotensin receptor blockers (ARB), is safe and non-inferior to ACEI/ARB continuation in children and adults with a Fontan circulation with good cardiac systolic function and without other indications for continuation such as moderate or greater valvar regurgitation and/or hypertension.

Summary of resolved ethical issues 

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

5. The Committee requested the Researcher give an overview of the study. The Researcher explained that ACE inhibitors were prescribed to Fontan patients as a matter of course but there was a question on whether they were necessary or provided any benefit. The Researcher stated that frequently Fontan patients are thought of to have a ‘weak heart’ and the common treatment for ‘weak hearts’ is an ACE inhibitor to dilate the vessel. The Researcher explained there were some similarities with blood circulation but the evidence is lacking that ACE inhibitors provide any benefit to Fontan patients. The Researcher cited previous studies on Fontan patients and estimated two-thirds may be taking the drugs unnecessarily. The Researcher stated this study would observe the effects of stopping the drugs on patients who do not require them and aim to demonstrate that it would be safe to do so. 

6. The Committee queried whether the Fontan registry was opt-in or opt-out. The Researcher stated it was opt-out. The Committee queried how recruitment would be undertaken. The Researcher stated they were not intending to contact a potential participant directly from the registry but through their cardiologist. The Researcher explained that as the research involved cessation of medicine they would not do that without agreement of the participant’s cardiologist. The Researcher confirmed that the cardiologists would give their approval before potential participants would be contacted. 


Summary of outstanding ethical issues

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

7. The Committee queried how potential participants’ cardiologists would initially be contacted. The Researcher stated there was an introduction letter. The Committee requested a copy of this letter be submitted. The Researcher agreed. 

8. The Committee queried whether there was an age appropriate participant information sheet and assent form for participants under 16 years of age. The Researcher stated there was. The Committee requested it be split by age into two groups (7-11 and 12+) to provide the older children with additional information. The Researcher agreed to create the forms and supply them. The Committee recommended the Researcher consult the HDEC assent form checklist and adapt the template for younger children. 

9. The Committee noted the supplied peer review was on a much older version of the study protocol. The Committee requested the Researcher ask a New Zealand based colleague to provide a peer review to confirm the study is appropriate for a New Zealand context. The Researcher agreed. The Committee suggested the Researcher use the peer review template available on the HDEC website. 

10. The Committee queried who would be responsible for a participant’s clinical cardiac care for the 12 month duration of the study. The Researcher stated clinical care would remain with their usual cardiologist. The Committee requested a statement advising participants of this be added to the PIS. 


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

11. The Committee noted the PIS appeared to have heavily borrowed from an Australian version and suggested the Researcher adapt the PIS template available on the HDEC website to ensure it is appropriate for a New Zealand context.   

12. The Committee requested the inclusion of the New Zealand non-commercial ACC statement (this is included on the PIS template linked above). 

13. The Committee requested the addition of a separate box on the consent form for participants to consent to their data being stored on the Fontan registry. 
Decision 

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


· Please submit the letter to be sent to potential participants’ cardiologists. 
· Please submit age-appropriate assent forms for younger participants. 
· 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 Stephanie Pollard. 


 

	 2  
	Ethics ref:  
	19/NTB/96 

	 
	Title: 
	ARRAY-818-201 

	 
	Principal Investigator: 
	Dr Catherine Barrow 

	 
	Sponsor: 
	PPD/Array 

	 
	Clock Start Date: 
	20 June 2019 


 
Maureen Blakemore and Dr Catherine Barrow 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 is a Phase 2, Open-Label, Randomized, Multicenter Trial of Encorafenib + Binimetinib Evaluating a Standard-dose and a High-dose Regimen in Patients With BRAFV600-mutant Melanoma Brain Metastasis.

2. Treatment with BRAF + MEK inhibitors has been shown to result in tumour control and/or shrinkage of BRAFV600-mutant melanoma brain metastasis, albeit with a relatively short duration of response.

3. The pivotal COLUMBUS study demonstrated favorable efficacy and safety of combination encorafenib + binimetinib for patients with BRAFV600-mutant melanoma. Patients with asymptomatic brain metastasis have not been evaluated in a dedicated study with encorafenib + binimetinib. The aim of the present study is to evaluate the benefits of encorafenib and binimetinib specifically in a population of patients with BRAFV600-mutated melanoma brain metastasis.

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 noted the study would not include a formal data monitoring committee. The Committee expressed concern as there has been limited research using the high dose regimen proposed in this study and there were important decisions to be made in a drug trial of this nature, e.g. are high doses safe to proceed, decisions on futility and on which treatment is best.

5. The Researcher stated the drug has been well-established in trials in other countries and if a participant was not tolerating a high dose they would return to a standard dose. The Committee stated it would still prefer a formal DMC arrangement with a set of rules and set meeting times and not an ad hoc response. The Committee advised it would not object to an internal DMC but requested the Researcher consult with the Sponsor on establishing a formalised DMC as even though it is a well-known drug it has not been used frequently in high doses.

6. The Committee stated it appeared that future unspecified research has been embedded into the PIS as a non-optional element of the study. The Committee advised this was not in line with HDEC standards that it be the participant’s decision whether or not their sample is included in any future unspecified research. The Committee requested any future unspecified research be separated from the main study and undergo a separate informed consent process. 

7. The Committee advised that the Researcher’s MPS certificate had expired in May. The Researcher stated they had a new one and would supply it to the Committee. 


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

8. The Committee requested an overall revision and simplification to remove any duplication of information. 

9. The Committee requested the clarification and definition of several medical terms in the PIS, e.g. ‘central lab’ (please specify where), ‘archival tissue’ (please define), MUGA scan (please provide information or remove if not relevant for NZ sites). The Researcher agreed to clarify or remove technical terms throughout the PIS. 

10. The Committee noted an issue in the birth control section where it states the drug may reduce the effectiveness of oral contraception but oral contraception is still listed under acceptable birth control methods. The Committee requested this be revised. 

11. The Committee requested clarification regarding reporting privacy / data breaches and the inclusion of a statement advising that participants will be contacted. 

12. The Committee requested the cultural information be separated into a distinct section as it contains critical information on cultural approaches to tissue collection. 

13. The Committee requested the reference to blinding on the participant card be removed as the study is open-label. 

14. The Committee requested the information on future unspecified research be separated from the main PIS. The Committee advised this could either be a separate form or a supplementary section at the end of the original, as long as it was clear that it was a separate and optional sub-study. 

15. The Committee requested the inclusion of Māori health support contact details. 

16. The Committee requested the address (country) of the Sponsor be added to the heading of the PIS. 

17. The Committee requested the statement that participants ‘may be’ reimbursed be amended to state they ‘will be’ reimbursed. 

18. The Committee stated size 11 font was too small and requested it be enlarged to aid readability. 

19. The Committee requested the use of absolute numbers when discussing the incidence of side effects (i.e. “1 in 5 people” instead of or in addition to 20%). The Committee suggested a table of potential side effects split into sections of common, uncommon and rare. 

20. The Committee requested the removal of references to delaying requests for seeing personal information until the end of the trial as there is no blinding in this study to compromise. 

21. The Committee noted the pregnant participant / partner sheet was appropriately labelled but the text itself only talks about pregnant partners. The Committee requested a revision of the pronouns and phrasing to refer to both possibilities (i.e. pregnant partners and pregnant participants). 

22. The Committee requested the first consent on the pregnant participant / partner form be amended to refer to the pregnant woman and unborn baby as the child is not a legal entity until birth. 



Decision 


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

· Please supply an updated protocol with details on a formal data monitoring committee arrangement. 
· Please separate the future unspecified research from the main study and supply a separate future unspecified research consent form. 
· Please supply updated participant information sheet 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 Mrs Kate O’Connor and Dr Nora Lynch. 






	 3 
	Ethics ref:  
	19/NTB/98 

	 
	Title: 
	Investigation of improved nasal high flow to enhance carbon dioxide clearance and maintain oxygen saturation during shared airway surgery and A supplementary study to investigate the utility of Opt 

	 
	Principal Investigator: 
	Mr Matthew Payton 

	 
	Sponsor: 
	Fisher&Paykel Healthcare  

	 
	Clock Start Date: 
	20 June 2019 


 
Mr Matthew Payton was present in person and Professor Alan Merry 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. 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 disadvantage of NHF technique is that patients experience increased levels of arterial carbon dioxide. 
2. The objective of this study is to investigate whether a modified version of NHF can improve arterial CO2. Specifically the flow through the device will be varied.  Optiflow THRIVE will be applied with 70l/min constant flow (conventional) or oscillations such that the participant receives a 40-100 l/min oscillating waveform (interventional). 

3. It is hypothesised that this will clear carbon dioxide.

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 when potential participants would be approached for an invitation to join the study. The Researcher stated it could be done at hospital the night before or during the pre-op consent with the anaesthetist. The Committee noted the protocol stated consent would be done at an outpatient clinic prior to surgery and reasoned that as the day of surgery can be an anxious time for some people it may be more appropriate to give more advanced warning. The Researcher agreed to limit approaches regarding the study to pre-surgery appointments. 

5. The Committee queried whether trauma patients would be excluded. The Researcher confirmed they would. 

6. The Committee noted very specific anaesthetic criteria for inclusion/exclusion and queried why an allergy to the anaesthetic appeared not to be an exclusion. The Researcher apologised for the error and confirmed it was an exclusion. 

7. The Committee requested a brief overview of the study. The Researcher stated typically during surgery a patient will have a ventilator attached to supply oxygen and remove carbon dioxide, however, during otorhinolaryngology surgery a ventilator can be obstructive. The Researcher explained that it was recently discovered during laryngotracheal reconstruction that a nasal high flow catheter can deliver about 70 litres a minute of oxygen to the patient and procedures can be performed for up to 30 minutes with the patient not breathing and nothing in the airway. The Researcher stated as the heart is pumping during this time small amounts of CO2 are being removed, but not much. The Researcher stated this device was designed to allow oxygenation and remove more CO2 than a standard high flow catheter. The Researcher stated their hypothesis was if the flow is oscillated the device may be able to remove more carbon dioxide than continuous flow and make the technique more efficacious. The Researcher stated the study will compare oscillated flow versus constant flow by measuring the CO2 present in participants’ arteries over 20 minutes. 

8. The Committee queried the age of participants and whether participants 16 years old may be at Auckland Hospital. The Researcher stated they would almost certainly be over 16 years old. The Researcher stated they believed anybody the hospital viewed as a child would be admitted to Starship Hospital instead. 

9. The Committee advised that if the Researcher was intending to use data from the study toward a PhD this would require an amendment to the PIS. The Researcher agreed. 

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 queried what Ministry held data the Researcher would link to. The Researcher stated it would be to follow-up adverse outcomes. The Researcher clarified that they would expect any adverse outcomes to be apparent immediately but if they had a particular concern they would access participant data. The Committee queried what data-set, how it would be linked, what for and who would get access. The Researcher stated they would access patient medical notes but did not anticipate the need for any Ministry data. The Researcher stated this was potentially leftover from a previous study’s documentation. The Committee requested this either be clarified in the protocol (and advised it would need to be very well described) or removed from the PIS if not necessary. 

11. The Committee queried whether a participant could consent to participate in one part only. The Researcher stated the study had been designed for participation in both. The Committee requested a statement on the PIS advising that participation in both parts is mandatory to be in the trial. 

12. The Committee noted a F&P representative would be present at every surgery and stated this was not clear in the PIS that participants were consenting to this. The Committee queried why a F&P representative would be needed. The Researcher stated a member of the study team would consent the participant (as it would be inappropriate for a company rep to do so) but the F&P representative was there to oversee the release of an investigational device and the data logging equipment. The Researcher stated a specialised technician was also required to operate the F&P equipment. The Committee accepted this and requested a revision to the PIS to explain their purpose in being there and a statement advising that they will have signed a confidentiality agreement. 

13. The Committee queried the reason for the strict anaesthetic criteria. The Researcher stated there was an issue with trying to measure the rate of clearance of CO2 as sometimes even with a paralytic some people can still have ‘micro-movements’ of breathing. The Researcher stated to make a valid comparison it would be important for no micro-movements that could distort the study results. The Researcher stated the script of anaesthetic for the study was done in consultation with the anaesthetist managing the participants during surgery and is their standard practice anyway. The Researcher confirmed that the anaesthetist would act in each individual’s best interest and modify the agents if necessary, and record this alteration for the study. The Committee requested an update to the protocol detailing agent modification and exclusion criteria. 

14. The Committee raised cultural considerations (e.g. touching of the head) and queried whether a Māori consultation was underway. The Researcher confirmed this would be undertaken during locality review. The Committee advised that a paragraph in the PIS explaining what the procedure involved and what the research team was going to do would be appropriate, as well as a mention in the protocol. The Committee requested a copy of the Māori consultation response once available. 

15. The Committee noted that according to the protocol, participant initials and date of birth and original of the case report forms would be available to the Sponsor.  The Committee stated this was not mentioned in the PIS. The Committee advised that case report forms should remain in the hospital and not be given to the Sponsor. The Researcher agreed to revise the protocol so no identifiable information would be accessible by the Sponsor.

16. The Committee queried whether bloods taken out of an arterial line every two and a half minutes would be an undue burden on the anaesthetist and distract them from their primary purpose. The Researcher stated they have discussed this with the chief technician and agreed it would be too burdensome on the anaesthetist. The Researcher confirmed a dedicated person will manage the blood draw. 

17. The Committee queried the anticipated benefits versus risks of putting in an arterial line when not necessary. The Researcher acknowledged it was a risk and probably would not be done routinely in these patients. The Researcher stated in the event of complications it could be beneficial to already have one but it is a complicated issue. The Committee requested the researcher include additional information on the risk of an arterial line and emphasise that is not part of routine care. 

18. The Committee noted Auckland UniServices is listed on the insurance certificate and queried its involvement. The Researcher stated the trial is sponsored by Fisher & Paykel and Uniservices is a contracting partner who then sub-contracted to ADHB. The Researcher explained when collaborative studies are done between the University of Auckland and Auckland DHB the contract is through UniServices. The Researcher confirmed the locality was ADHB but the study was primarily under the University umbrella so UniServices arranged the contract. The Researcher offered to update the protocol to detail the contracting arrangements and clarify the responsibilities of the University in this study. 


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

19. The Committee advised that though it was clear from the protocol that the study was in two parts with an observational phase at first and then a random controlled trial afterward it is more ambiguous on the Participant Information Sheet. The Committee requested the addition of a clear explanation that the study is in two parts. 

20. The Committee requested the name and contact details of the principal investigator be added to page 1. The Committee advised that the PI is a more appropriate contact person for participants than a company representative. 

21. The Committee requested a statement informing participants where the arterial line is to be placed (i.e. wrist). 

22. The Committee requested the inclusion of the HDEC-approved commercial ACC statement. This can be found on the PIS template available on the HDEC website.

23. The Committee requested a section informing participants of their rights (e.g. right to see and correct information, right to be informed of new relevant information, right to withdraw from the study after signing the consent).  

24. The Committee requested the restoration of items removed from the consent template (e.g. that participants have received a copy of the PIS and all questions have been answered satisfactorily, that they consent to the use of their data). 



Decision 


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


· Please submit an updated participant information sheet and consent form, taking into account the suggestions made by the Committee. 
· Please supply evidence of Māori consultation. 

After receipt of the information requested by the Committee, a final decision on the application will be made by Mr John Hancock and Mrs Leesa Russell. 




 
	 4
	Ethics ref:  
	19/NTB/99 

	 
	Title: 
	Evaluation of Upadacitinib in Adult Subjects with Moderate to Severe Atopic Dermatitis 

	 
	Principal Investigator: 
	Dr Penelope Montgomery 

	 
	Sponsor: 
	AbbVie Limited 

	 
	Clock Start Date: 
	20 June 2019 


 
Dr Penelope Montgomery 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 phase 3b multi-centre study aims to evaluate the safety and therapeutic effectiveness of upadacitnib versus dupilumab in patients 18 to 75 years of age with moderate to severe atopic dermatitis (AD) who are candidates for systemic therapy. Upadacitnib is an investigational product currently being developed as a treatment for AD; dupilumab is a drug already approved in some countries including New Zealand, for the treatment of AD.

2. Approximately 650 patients will be enrolled into this study globally and they will be randomised in a 1:1 ratio to receive an active agent (upadacitnib or dupilumab) and the placebo of the other agent – i.e. through a random process, approximately 325 patients will be assigned to receive upadacitnib + placebo of dupilumab and approximately 325 patients will be assigned to receive dupilumab + placebo of upadacitnib. Neither the participant nor Study Doctor will know what treatment has been assigned.

3. This study will last up to 287 days (41 weeks), comprising of a 35-day screening period, a 24-week treatment period (during which patients will receive the active agent + placebo as described above), and a 12-week follow-up period. Including the Screening visit, there will be 16 visits in total.

Summary of resolved ethical issues 

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

4. The Committee requested the Researcher provide a brief overview of the study. The Researcher stated eczema had a high prevalence in New Zealand with evidence of a link between chronic eczema, depression and other developmental difficulties. The Researcher stated the standard of care for topical-resistant eczema was to use immunosuppressants like prednisone which can have debilitating side effects. The Researcher stated this study would evaluate the safety and efficacy of a new drug developed to treat eczema compared to one already in use. 

5. The Committee queried the use of the term placebo in the participant information sheet and whether standard control would be more appropriate. The Researcher explained all patients would receive active treatment, either an active tablet and placebo injection or active injection and placebo tablet. The Researcher stated the study would be double-blinded and double masked. 

6. The Committee noted an earlier version of the study involving adolescents had been declined by the Central Health and Disability Ethics Committee and queried whether the study population would involve adults only. The Researcher confirmed it would. 

7. The Committee queried the legal status of the comparator drug. The Researcher stated it was registered in New Zealand and not an investigational drug. 

8. The Committee queried Dr Turnball’s involvement in the study. The Researcher stated he was a sub-investigator. The Researcher explained that Dr Montgomery is the principal investigator in charge of the study but Dr Turnball is available for input and is familiar with the protocol. The Researcher confirmed Dr Turnball is available for clinical decision making and medical review of participants if required. 

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

9. The Committee expressed concern about the continuation of screening toward the end of the study. The Committee stated it would be unfair for potential participants to complete screening and be eligible but unable to participate if the trial has reached maximum capacity. The Committee suggested closely monitoring the number of participants in active screening toward the end of the study numbers to avoid this. The Researcher agreed and stated they would keep a close eye on numbers. The Committee requested the Researcher manage it so any participants in the screening process are able to proceed to the full trial if eligible. The Committee requested the protocol be updated detailing how this will be managed. 

10. The Committee noted it was not immediately clear that New Zealand is a policy territory on the insurance certificate. The Committee requested a site-specific insurance certificate for New Zealand containing the protocol number. 

11. The Committee noted repetition on the PIS and that it appeared to have been spliced together from several parts. The Committee requested a revision and suggested the researcher Adapt the PIS template available on the HDEC website to ensure it is appropriate for a New Zealand context.   

12. The Committee advised there was a newer version of the HDEC-approved commercial ACC statement and requested its inclusion in the PIS. This is can be found on the PIS template available on the HDEC website. 

13. The Committee requested a careful revision of all participant information sheets to ensure the right information is under the correct heading (e.g. information informing participants that they will not be paid for the use of their samples should be under a section discussing tissue not travel / reimbursement).

14. The Committee requested the statement that participants may not benefit from the study be emphasised under a separate heading as it may be misinterpreted as referring only to the use of Dupilumab and not the trial as a whole. 

15. The Committee requested a revision of the costs section on page 8 of the main PIS. As currently written it implies that participants may need to pay for additional prescription medicines. The Committee requested this be amended to state that participants will not need to be any additional costs related to their participation in the trial

16. The Committee requested additional information on male contraceptive options in the main PIS. The Committee requested an explicit statement informing male participants to use contraception and whether they will need to tell their partners to use contraception. 

17. The Committee requested clarification of the reproductive risks paragraph discussing that available information from women has not found dupilumab to cause major birth defects but may cross over from mother to foetus. The Committee requested a statement advising that systematic research on this has not been done so the risks are unknown. 

18. The Committee requested a thorough revision to ensure the document is appropriate for a New Zealand context. Specifically, the Committee requested information explaining that Hepatitis and HIV are notifiable diseases, so participants must understand that if they test positive this is required to be reported to the Medical Officer of Health.   

19. The Committee advised that though the pregnant partner / participant PIS was well prepared, an additional consent process will be necessary to collect health information on the baby after birth. The Committee recommended including an additional signature box at the end to address this scenario. 

20. The Committee requested more detail on the optional biopsy in the Optional Research PISC (e.g. whether it is an open biopsy or punch biopsy, risks of the biopsy, after-care etc.). 


Decision 


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


· Please supply an updated protocol detailing how study numbers and the screening process will be managed to ensure all eligible participants that complete screening are able to participate if they wish to do so. 
· Please supply an updated participant information sheet and consent form, taking into account the suggestions made by the Committee. 
· Please supply a site-specific insurance certificate valid for New Zealand and containing the trial’s protocol number. 

 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. 


	 5
	Ethics ref:  
	19/NTB/101 

	 
	Title: 
	ACHIEVE 

	 
	Principal Investigator: 
	Dr Janak de Zoysa 

	 
	Sponsor: 
	The George Institute for Global Health 

	 
	Clock Start Date: 
	20 June 2019 


 
Dr Janak de Zoysa was present in person and Dr Yachna Mehta 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. Globally, approximately 2.5 million people receive dialysis for end-stage renal disease (ESRD) and 650,000 new patients start dialysis each year. Furthermore, the number of patients receiving dialysis is increasing as access to dialysis in the developing world improves and the prevalence of diabetes and vascular disease rises. Despite technical advances in dialysis, the outcomes for patients with ESRD are poor. Patients have frequent hospitalizations, poor health related quality of life and strikingly, high mortality rates.

2. The most common cause of death in patients receiving dialysis is cardiovascular disease, accounting for >40% of all deaths. Observational studies suggest a causal pathway to cardiovascular death that includes progressive ventricular hypertrophy and dilatation as well as accelerated atherosclerosis. These changes result in myocardial ischemia and cardiac fibrosis that, in turn, lead to heart failure, arrhythmias and cardiac arrest. Strongly implicated in this pathophysiology is aldosterone. Mineralocorticoid receptor antagonists (MRAs) in non-ESRD patients, prevent cardiovascular deaths and small randomized controlled trials of MRAs in ESRD suggests they may reduce death and may be safe.

3. Spironolactone is the most commonly used MRA worldwide. The Researchers will conduct a multicentre randomized controlled trial (RCT) to determine if spironolactone reduces cardiac mortality and hospitalizations for heart failure in patients treated with dialysis. This trial is called the Aldosterone bloCkade for Health Improvement EValuation in End-stage renal disease (ACHIEVE) and will determine the effect of spironolactone 25 mg/day on the primary composite outcome of cardiac death or hospitalization for heart failure.

Summary of resolved ethical issues 

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

4. The Committee requested a brief overview of the study. The Researcher stated it was a fairly old drug being investigated to see whether it could help reduce the risk of heart failure in patients undergoing dialysis. The Researcher confirmed it was an investigator-initiated study involving an off-patent generic drug with no commercial interest. 

5. The Committee queried whether the intervention would involve alterations to the participants’ dialysis. The Researcher confirmed it would not. 

6. The Committee queried monitoring for potassium and whether the Researcher had any concerns about not testing for this weekly. The Researcher stated the intention was to test weekly for the first four weeks then as required on top of that. The Researcher explained whether potassium is or is not elevated by the drug in this group of patients is not entirely clear. The Researcher cited previous studies that suggested if a patient would develop severe hyperkalemia this would occur within the first month. The Researcher stated standard practice for Waitemata DHB and ADHB was for peritoneal dialysis and haemodialysis patients to get monthly blood tests. 

7. The Committee queried whether the Researcher would perform a systemic monthly review of participants’ bloods once the randomised part of the study was started. The Researcher stated that would fall outside the remit of the trial as it is a small investigator-initiated study. The Researcher stated as normal practice if a patient has a concerning potassium result on their monthly test their diet, drugs and / or dialysate will be examined. The Researcher stated as part of the trial they would be able to manipulate the dose of drugs and so could reduce the dosage if a participant’s results showed high potassium. 

8. The Committee expressed concern at the potential scenario of a participant with high potassium levels treated by their regular physician and the study team unaware. The Researcher stated they would monitor bloods and manage any abnormal results. The Researcher stated experience in Australia demonstrated it was important to have clear lines of communication between the regular physician and study doctor dispensing the study drug. The Committee requested an update to the protocol to address this. 

9. The Committee queried how the proposed data linkage would work as it would involve institutions in Australia. The Researcher stated the Australia-New Zealand transplant dialysis registry based in Australia contained information they would extract on participants in the trial. The Committee queried how they would be linked and how identifiable the information in the registry is. The Researcher stated it was identifiable. The Committee expressed concern at the prospect of sending identified health information overseas and queried whether it could be sent de-identified but acknowledged that some identifier would initially have to be used to enable the initial linking. The Committee requested an update to the protocol detailing how the study will manage this.

10. The Committee recommended the Researcher send a list of NHIs to the registry who can then assign unique study code IDs to participants. The Committee stated this could be done with consent and as long as whatever happens during the process is clear to participants then it should be acceptable. The Committee requested an update to the protocol to address this.  

11. The Committee queried whether the informed consent process would be undertaken by someone other than their main clinician. The Researcher stated it would be with a research nurse so participants would feel comfortable declining without risking the feeling of ‘letting down’ their regular doctor. 


Summary of outstanding ethical issues

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

12. The Committee requested local independent peer review from an expert to confirm the study is appropriate for a New Zealand context as the Canadian peer review supplied referred to another study in which dialysis membranes were also being studied. The Researcher agreed to get peer review from a renal colleague not involved with the study and supply it to the Committee. The Committee suggested the Researcher use the peer review template available on the HDEC website.

13. The Committee considered participants having to contact a member of the study team before taking any other drugs for three years burdensome. The Committee requested a study card listing known medications participants should not take and with contact details for a medical practitioner to contact the study team to ease the burden.


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

14. The Committee advised that it does not give ‘favourable opinions’ of applications, it assesses them to ensure they comply with New Zealand ethical standards. The Committee requested the statement referencing this be amended. 

15. The Committee requested the cultural information in section 12 (“What are my rights?”) be split into a new dedicated section as this contains critical information. 

16. The Committee requested the phrase ‘consult with kaumātua’ be amended to ‘consult as appropriate’

17. As the research involves the use of human tissue the Committee requested the inclusion of a cultural statement regarding the use of tissue. The Committee suggested the following statement: 
We understand there may be cultural implications with respect to this intervention. If you would like to have karakia prior, please bring an appropriate support person. Otherwise, assistance can be sought from the Māori support team at the hospital.

18. The Committee requested the inclusion of the HDEC-approved non-commercial ACC statement. This is can be found on the PIS template available on the HDEC website.

19. The Committee requested the withdrawal portion of the consent form be labelled as optional. The Committee explained that in New Zealand participants can withdraw verbally and are not required to fill out anything in paper. 


Decision 


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


· Please supply an updated protocol detailing the process of data linking. 
· Please supply an updated participant information sheet and consent form, taking into account the suggestions made by the Committee. 
· Please supply a study card listing medications participants should avoid. 
· Please supply local independent peer review confirming the study is appropriate for a New Zealand context. 
· Please provide a letter detailing how participants’ bloods will be monitored to ensure communication between the study team and their regular physician. 

After receipt of the information requested by the Committee, a final decision on the application will be made by Mr John Hancock and Dr Nora Lynch.
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	Ethics ref:  
	19/NTB/97 

	 
	Title: 
	0169 - Phase 3 Clinical Effect of TD-9855 for Treating snOH in Subjects with Primary Autonomic Failure 

	 
	Principal Investigator: 
	Prof Tim Anderson 

	 
	Sponsor: 
	Theravance Biopharma Ireland Limited 

	 
	Clock Start Date: 
	20 June 2019 


 
Prof Tim Anderson 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 Study

1. This Phase 3 clinical trial will look at whether an investigational drug called TD-9855 works and how safe it is for treating symptomatic neurogenic orthostatic hypotension (snOH) in people with Parkinson’s disease (PD), multiple system atrophy (MSA) or pure autonomic failure (PAF). It will also look at the effects of TD-9855 on general wellbeing. 

2. If someone has orthostatic hypotension (OH), it means that they get low blood pressure when they stand up. If someone has neurogenic OH (nOH), it means that the OH is caused by an impairment of the autonomic nervous system. The autonomic system is responsible for automatic body functions such as blood pressure control. In people with nOH due to PD, MSA, or PAF, nerve cells do not release enough norepinephrine which is the chemical involved in blood pressure control (it makes blood vessels constrict or relax). For instance, nerve cells release norepinephrine when one stands up to increase one's blood pressure. Extra norepinephrine that is not used by the body can be taken back up by nerve cells or broken down by the body. The study drug has been designed to prevent norepinephrine from being taken back up by nerve cells, thereby increasing the amount of norepinephrine available. It is hoped that this might reduce the symptoms of nOH. 

3. This study consists of screening, treatment and follow-up period. The duration of the study is approximately 9 weeks. Approximately 188 participants will be randomised in 1:1 ratio either to receive TD-9855 or placebo.


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 encouraged the Researcher to attend the meeting next time, either in person or by teleconference as this allows easier resolution of issues. The Committee advised that if the co-ordinating investigator is unavailable it would welcome a sub-investigator, research nurse or other appropriate member of the study team. 

5. The Committee was not certain whether this application and subsequent the 19/NTB/100 were designed to be undertaken simultaneously or if there was a plan to do one and then the other. The Committee requested clarification. 

6. The Committee noted this trial involved an experimental drug in phase 3 and participants would have to give up standard of care medicine and may not be able to take regular medications. The Committee queried what happens to participants on the placebo arm considering side effects of the condition are falling over, dizziness, and vertigo. The Committee expressed concern about participants who have a condition serious enough to require medication potentially having that withdrawn and being placed on placebo. The Committee requested justification for the placebo arm and for the Researcher to provide a response addressing potentially serious risks (e.g. driving a vehicle, falling down stairs or on concrete etc). 

7. The Committee advised that a formal Māori consultation process would be required. This could be undertaken through the research office at either the University or the DHB. 

8. The Committee advised that SCOTT review would be required and requested this be supplied on re-submission. 

9. The Committee requested a justification on the extensive use of suicide scales and questioning regarding mental health. The Committee noted there was no safety management plan in the protocol for if a participant did indicate suicidal ideation. The Committee requested the protocol be updated on how to manage an acutely distressed or suicidal participant. 

10. The Committee requested justification on the necessity of performing a cognitive assessment. 

11. The Committee requested justification on a Sponsor representative observing the tilt table procedure. The Committee reasoned it was a vulnerable moment for the participant and as the tilt test is a standard medical procedure it would expect only clinical staff to be present.  

12. The Committee queried why the first visit would take up to 4 hours of participant’s time. 

13. The Committee queried why four diaries would have to be completed. The Committee suggested combining them into one diary to be less burdensome on participants. 

14. The Committee noted question R.1.6 in the application indicated that the trial could be halted for any reason. The Committee advised that in New Zealand terminating a study only for commercial reasons was unacceptable. 

15. The Committee noted identifiers would be used in CRFs. The Committee requested study codes be used instead. 

16. The Committee noted samples would be kept for five years after the conclusion of the study but participants were not being asked to consent to the use of their sample for future unspecified research. The Committee queried why these samples were being kept and what they would be used for. The Committee advised that if Future Unspecified Research was intended that this would require a separate consent process. The Committee suggested the Researcher consult the FUR template on the HDEC website. 


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

17. The Committee requested the cultural paragraph on page 9 of the PIS be re-worded. Specifically the phrase ‘their people’ is not inclusive language and should not be used. 

18. The Committee requested additional information regarding the statement informing participants may need to take medications to address adverse events. The Committee acknowledged that sometimes unforeseen adverse events or reactions occur and need to be managed but expressed concern at telling participants they will need additional medication without explaining why.


19. The Committee requested a dedicated cultural section detailing potential cultural issues for Māori be included in the PIS. 

20. The Committee noted that ‘close medical monitoring’ is not a benefit of the study in the protocol and this should be removed from the PIS. 

21. The Committee requested the inclusion of the risks of placebo in the PIS. 

22. The Committee advised that terminating a study only for commercial reasons is inappropriate in New Zealand and reference to this in the PIS should be removed. 

23. The Committee advised that HDECs do not appoint auditors and requested reference to this on page 20 be removed. 

24. The Committee requested a revision of the study date schedule on the caregiver sheet for clarity as there is no frame of reference in terms of timing so caregivers will not know which is ‘day 1, day 20’ etc. The Committee suggested a box to enter the first date in pen. 

25. The Committee requested pregnant partner sheet be amended to include pregnant participants. The Committee requested a revision of the pronouns and phrasing to refer to both possibilities (i.e. pregnant partners and pregnant participants). 

26. The Committee requested additional information on the pregnant partner / participant consent form to explain that though there are no expected risks the study is asking consent to follow the pregnancy to collect information on any potential risks that may be discovered. 

27. The Committee advised that requiring receipts for reimbursement could be limiting (e.g. electronic parking metres) and requested that all reasonable reimbursement requests should be honoured. 

28. The Committee requested the inclusion of information regarding potential cultural issues for Māori on the pregnant partner / participant sheet. 



Decision 

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


· Please submit a cover letter justifying how the withholding of standard care in this trial is ethical. 

· Please submit the scientific review from SCOTT. 

· Please submit an updated participant information sheet and consent form, taking into account the suggestions made by the Committee. 

Please confirm whether Future Unspecified Research is intended on the samples and provide updated documentation if so. 


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 Leesa Russell. 
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	Ethics ref:  
	19/NTB/100 

	 
	Title: 
	0170 - Phase 3 Clinical Effect Durability of TD-9855 for Treating snOH in Subjects with Primary Autonomic Failure 

	 
	Principal Investigator: 
	Prof Tim Anderson 

	 
	Sponsor: 
	Theravance Biopharma Ireland Ltd 

	 
	Clock Start Date: 
	20 June 2019 


 
Prof Tim Anderson 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 Study

1. This study will look at whether the investigational drug TD-9855 works and how safe it is when taken over a period of time to treat symptomatic neurogenic orthostatic hypotension (snOH) in people with Parkinson’s disease (PD), multiple system atrophy (MSA), or pure autonomic failure (PAF). It will also look at the effects of TD-9855 on general well-being and whether it can improve symptoms of neurogenic OH (nOH). 

2. TD-9855 has being developed for a range of medical treatments, including for snOH.  

3. If someone has orthostatic hypotension (OH), it means that they get low blood pressure when they stand up. If someone has neurogenic OH (nOH), it means that the OH is caused by an impairment of the autonomic nervous system. The autonomic system is responsible for automatic body functions such as blood pressure control. In people with nOH due to PD, MSA, or PAF, nerve cells do not release enough norepinephrine which is the chemical involved in blood pressure Extra norepinephrine that is not used by the body can be taken back up by nerve cells or broken down by the body. The study drug has been designed to prevent norepinephrine from being taken back up by nerve cells, thereby increasing the amount of norepinephrine available. It is hoped that this might reduce the symptoms of nOH.

4. In this study, participants will be people who have completed a previous study taking either TD -9855 or placebo for 4 weeks. In this study, they will receive treatment for 22 weeks, split into two periods: a 16-week open-label period followed by a 6-week double-blind period. In the 16-week open-label period, all participants will first receive the study drug (10 mg per day) for 4 weeks. After 4 weeks if the participant’s score in Orthostatic Hypotension Symptom Assessment Question 1 (OHSA#1) demonstrates a reduction of at least 2 points compared to baseline, they will then continue to receive the study drug for another 12 weeks. Following completion of the 16-week open-label period, participant will enter the 6- week double-blind withdrawal period where they will be randomised to receive either study drug or placebo.



Summary of outstanding ethical issues

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

5. The Committee encouraged the Researcher to attend the meeting next time, either in person or by teleconference as this allows easier resolution of issues. The Committee advised that if the co-ordinating investigator is unavailable it would welcome a sub-investigator, research nurse or other appropriate member of the study team. 


6. The Committee queried when the unblinding would occur and when eligible participants could flow through to this study. The Committee queried how the Researcher would ascertain that there was some indication the drug was effective in the short term and that there were no concerning safety signals before exposing participants to a longer trial of the same drug. The Committee requested the formation of safety committee to perform an interim review process before enrolment for this trial commences. 

7. The Committee requested clarification on what information from the previous study would be known before this study began. 

8. The Committee requested an inclusive safety protocol reflecting on all risks of the study and how these would be managed (e.g. adverse responses to the caregiver survey, unintended consequences to revealing information about caregiver burden, 


9. The Committee queried how the results of the caregiver burden survey would contribute to the overall study objective.  

10. The Committee queried whether the results of the caregiver survey would be given to participants. The Committee expressed concern at the idea of ‘introducing’ the concept of ‘caregiver burden’ to participants.

11. The Committee noted this trial involved an experimental drug in phase 3 and participants would have to give up standard of care medicine and may not be able to take regular medications. The Committee queried what happens to participants on the placebo arm considering side effects of the condition are falling over, dizziness, and vertigo. The Committee expressed concern about participants who have a condition serious enough to require medication potentially having that withdrawn and being placed on placebo. The Committee requested justification for the placebo arm and for the Researcher to provide a response addressing potentially serious risks (e.g. driving a vehicle, falling down stairs or on concrete etc). 

12. The Committee advised that a formal Māori consultation process would be required. This could be undertaken through the research office at either the University or the DHB. 

13. The Committee advised that SCOTT review would be required and requested this be supplied on re-submission. 

14. The Committee requested a justification on the extensive use of suicide scales and questioning regarding mental health. The Committee noted there was no safety management plan in the protocol for if a participant did indicate suicidal ideation. The Committee requested the protocol be updated on how to manage an acutely distressed or suicidal participant. 

15. The Committee requested justification on the necessity of performing a cognitive assessment. 

16. The Committee requested justification on a Sponsor representative observing the tilt table procedure. The Committee reasoned it was a vulnerable moment for the participant and as the tilt test is a standard medical procedure it would expect only clinical staff to be present.  

17. The Committee queried why the first visit would take up to 4 hours of participant’s time. 

18. The Committee queried why four diaries would have to be completed. The Committee suggested combining them into one diary to be less burdensome on participants. 

19. The Committee noted question R.1.6 in the application indicated that the trial could be halted for any reason. The Committee advised that in New Zealand terminating a study only for commercial reasons was unacceptable. 

20. The Committee noted identifiers would be used in CRFs. The Committee requested study codes be used instead. 

21. The Committee noted samples would be kept for five years after the conclusion of the study but participants were not being asked to consent to the use of their sample for future unspecified research. The Committee queried why these samples were being kept and what they would be used for. The Committee advised that if Future Unspecified Research was intended that this would require a separate consent process. The Committee suggested the Researcher consult the FUR template on the HDEC website. 

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

22. The Committee requested the cultural paragraph on page 9 of the PIS be re-worded. Specifically the phrase ‘their people’ is not inclusive language and should not be used. 

23. The Committee requested additional information regarding the statement informing participants may need to take medications to address adverse events. The Committee acknowledged that sometimes unforeseen adverse events or reactions occur and need to be managed but expressed concern at telling participants they will need additional medication without explaining why.


24. The Committee requested a dedicated cultural section detailing potential cultural issues for Māori be included in the PIS. 

25. The Committee noted that ‘close medical monitoring’ is not a benefit of the study in the protocol and this should be removed from the PIS. 

26. The Committee requested the inclusion of the risks of placebo in the PIS. 

27. The Committee advised that terminating a study only for commercial reasons is inappropriate in New Zealand and reference to this in the PIS should be removed. 

28. The Committee advised that HDECs do not appoint auditors and requested reference to this on page 20 be removed. 

29. The Committee requested a revision of the study date schedule on the caregiver sheet for clarity as there is no frame of reference in terms of timing so caregivers will not know which is ‘day 1, day 20’ etc. The Committee suggested a box to enter the first date in pen. 

30. The Committee requested pregnant partner sheet be amended to include pregnant participants. The Committee requested a revision of the pronouns and phrasing to refer to both possibilities (i.e. pregnant partners and pregnant participants). 

31. The Committee requested additional information on the pregnant partner / participant consent form to explain that though there are no expected risks the study is asking consent to follow the pregnancy to collect information on any potential risks that may be discovered. 

32. The Committee advised that requiring receipts for reimbursement could be limiting (e.g. electronic parking metres) and requested that all reasonable reimbursement requests should be honoured. 

33. The Committee requested the inclusion of information regarding potential cultural issues for Māori on the pregnant partner / participant sheet. 


Decision 

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

· Please submit a cover letter justifying how the withholding of standard care in this trial is ethical. 

· Please submit the scientific review from SCOTT. 

· Please submit an updated participant information sheet and consent form, taking into account the suggestions made by the Committee. 

· Please confirm whether Future Unspecified Research is intended on the samples and provide updated documentation if so. 

· Please submit a safety protocol addressing the concerns of the Committee above.  


After receipt of the information requested by the Committee, a final decision on the application will be made by Mrs Kate O’Connor and Mrs Leesa Russell.
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	Ethics ref:  
	19/NTB/102 

	 
	Title: 
	Instylla Hydrogel Embolic System First In Human Study 

	 
	Principal Investigator: 
	Associate Professor Andrew Holden 

	 
	Sponsor: 
	Instylla, Inc. 

	 
	Clock Start Date: 
	20 June 2019 


 
Associate Professor Andrew Holden and Ms Helen Knight were present in person for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. Catheter embolization involves occluding, or blocking, a blood vessel to stop blood supply to a specific area. This type of procedure is usually performed to control or prevent abnormal bleeding and is an alternative to open surgery.

2. With catheter embolization, medications or synthetic materials (called embolic agents) are placed through a catheter into a blood vessel, blocking blood flow to the area. This can be used to treat conditions such as aneurysms, tumours and abnormalities between blood vessels. Additionally, catheter embolization can be used as the sole form of treatment or prior to another surgery as blocking off the blood flow to a damaged area can make surgery safer.

3. There are a number of different agents that may be used during an embolization including glue, coils and vascular plugs; with each one having pros and cons, being potentially suitable for different indications. Glue is a liquid, that once injected hardens to prevent blood flow. Coils are shaped like a spring and occlude the blood vessel as blood clot forms around them, and vascular plugs come in a variety of sizes and work by blocking blood flow in larger blood vessels. These agents require the delivery catheter tip to be accurately positioned within the blood vessel to ensure only the vessel to be occluded is treated. 

4. The device that will be used in this study is the Instylla Hydrogel Embolic System (Instylla HES) device. It is anticipated Instylla HES will offer physicians a delivery catheter specifically designed to enable ease of placement; and an embolic agent (HES) that once injected into the vessel is occlusive.  

5. The device has been developed to penetrate the target blood vessels requiring occlusion; while minimising the effect on surrounding tissue and allowing for future treatments if needed.

6. This First in Human study is intended to provide essential clinical information as to the safety profile of the study device, and build on previously captured pre-clinical data.

Summary of resolved ethical issues 

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

7. The Committee queried how participant selection would occur. The Researcher stated potential participants’ oncologists would refer suitable patients to the study. The Researcher estimated one per month for renal cell cancer and two or three per month for liver cancer. The Committee queried the time frame for this and it participants would have advance consultation prior to their surgery. The Researcher stated it differed depending on the cancer. The Researcher explained renal patients are urgent and this would be done within days whereas liver patients take about a month to hypertrophy and their surgery would be 2 or 3 months after.

8. The Committee queried the bench testing which has not been completed according to the Investigator’s Brochure. The Researcher stated the product has been tested in animals and is known to displace blood and cause occlusion. The Researcher stated this trial is to determine whether the device can be delivered to exactly where it needs to be. The Researcher stated more bench testing would be performed before the trial would begin. The Researcher stated they did not have any concerns about using the device in humans. 

Summary of outstanding ethical issues

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

9. Committee noted the peer review supplied was from a statistician. The Committee requested the Researcher proceed with bench testing as planned and then get a local clinician not involved with the study to perform a peer review based on the results. The Researcher agreed.

10. The Committee queried the ACC statement on long term compensation related to the device. The Committee raised concern at suggesting what ACC may or may not do with confirmation. The Researcher stated they believed they understood the guidelines but could remove the statement if necessary. The Committee requested the Researcher remove the statement (or alternatively, provide confirmation from ACC). The Committee stated it was concerned about the scenario of a participant needing removal in the future and not having a way (i.e. no insurance or ACC cover). 

11. The Committee queried the necessity of a Sponsor representative present during the procedure. The Researcher stated it was common in First in Human trials to have a rep present to provide technical support. The Researcher stated this is usually only for the first couple of tests. The Researcher explained the sponsor reps will have done hundreds of bench tests and can provide valuable input. The Committee agreed it was solid reasoning and requested information explaining this be added to the PIS so participants understand why the representative is there and they are not just ‘observing’. 


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

12. As the research involves research on embolized tissue the Committee requested the inclusion of a cultural tissue statement. The Committee suggested the following statement: 
We understand there may be cultural implications with respect to this intervention. If you would like to have karakia prior, please bring an appropriate support person. Otherwise, assistance can be sought from the Māori support team at the hospital.

13. The Committee queried whether participants could decline photographs / videos. The Researcher confirmed it was optional. The Committee requested this a box to agree to this to be added to the consent form. 


Decision 

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


· Please supply confirmation from ACC regarding long-term cover. 
· 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 Mrs Stephanie Pollard. 
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	Ethics ref:  
	[bookmark: _GoBack]19/NTB/103 

	 
	Title: 
	CHRYSALIS 

	 
	Principal Investigator: 
	Associate Professor Andrew Holden 

	 
	Sponsor: 
	Bard Peripheral Vascular, Inc. 

	 
	Clock Start Date: 
	20 June 2019 


 
Associate Professor Andrew Holden, Ms Helen Knight and Ms Elleni Takele were present in person for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. Embolization is a process where blood vessels are intentionally blocked to prevent blood flowing to an area of the body. 

2. This can be used to treat a wide range of conditions like aneurysms, tumours, excessive bleeding or abnormal connections between blood vessels. 

3. There are different devices used to block blood vessels such as coils (metal), foam, beads, glue and liquids among many others. The process with which these devices are delivered is usually an angiogram. This is an x-ray procedure that uses a special dye and camera (fluoroscopy) to take pictures of blood flow and the inside of blood vessels.

4. The study device is called the The BARD® CATERPILLAR™ Vascular Embolization Device. The study device is a plug designed to block blood vessels, permanently stopping the flow of blood.  It does this by expanding within the artery and filling the space with fibres made of a metal called nitinol. Sitting within these fibres on one end of the device is a thin layer of a material. This is called an occlusion membrane, which is intended to quickly stop the flow of blood within the artery.

5. This is a FIRST IN HUMAN study which aims to test how well the The BARD® CATERPILLAR™ Vascular Embolization Device works and its safety. The study will be run across five sites in New Zealand and Australia where 20 patients will be recruited. It will also be looking at freedom from any serious adverse events related to the device out to 30 days. After 30 days the patient will exit the study.

Summary of resolved ethical issues 

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

6. The Committee requested a brief overview of the device. The Researcher stated it was designed for very accurate deployment and would cause complete occlusion to stop the flow of blood. 

7. The Committee queried whether the angiogram would add time to the procedure. The Researcher stated it would not, as it would keep going until the artery is blocked.



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 queried whether a 30 day follow-up after the procedure was soon enough. The Researcher stated generally they would make sure patients are comfortable following an acute blockage procedure which would normally include a 30 day follow-up. The Committee stated that as this was a First in Human device it cannot be guaranteed to be as safe as standard of care. The Researcher explained the main risks were migration or that the device would not completely block the artery. The Researcher suggested a 7 day follow-up phone call after the procedure. The Committee agreed this was a sensible idea. The Researcher stated participants would also be encouraged to contact the research team at any time with any concerns and would not need to wait for an appointment. The Committee requested an update to the study protocol detailing how the follow-up process will be managed. 

9. The Committee queried whether the Researcher was intending to deploy the device on acute patients. The Researcher stated acute participants would be excluded. The Committee requested an update to the protocol detailing this. 

10. The Committee noted question R.1.5 in the application regarding monitoring arrangements had not been completed. The Committee requested information on monitoring arrangements and how any adverse events would be managed. 

11. The Committee queried the ACC statement on long term compensation related to the device. The Committee raised concern at suggesting what ACC may or may not do with confirmation. The Researcher stated they believed they understood the guidelines but could remove the statement if necessary. The Committee requested the Researcher remove the statement (or alternatively, provide confirmation from ACC). The Committee stated it was concerned about the scenario of a participant needing removal in the future and not having a way (i.e. no insurance or ACC cover). 


12. The Committee queried whether seven sheep was enough animal testing to safely deploy the device in humans. The Researcher stated they believed it was. The Researcher stated they would not trial the device in humans if they were not confident it would safely work. The Researcher explained if an artery was occluded it was occluded and so they would be able to know at the time whether the device had worked or not. The Researcher stated if the device fails they would be able to embolize the vessel so it will be blocked regardless. The Committee stated this information would be useful to include on the PIS and requested its inclusion. 




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

13. The Committee queried the statement on page 4 discussing the risks of the embolization procedure being the same regardless of participation in study. The Committee stated as the device has not been tested in humans the Researcher cannot guarantee this. The Researcher stated the nature of the risk would remain the same but acknowledged the incidence of risk may differ. The Researcher agreed to re-word the statement and suggested a statement advising that in similar devices the risk is low but as this is first in human it is unknown. The Committee agreed this was reasonable. 

14. As the research involves research on embolized tissue the Committee requested the inclusion of a cultural tissue statement. The Committee suggested the following statement: 
We understand there may be cultural implications with respect to this intervention. If you would like to have karakia prior, please bring an appropriate support person. Otherwise, assistance can be sought from the Māori support team at the hospital.

15. The Committee requested the inclusion of specific information regarding payments and not an instruction to refer to the ADHB travel policy. 

Decision 


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


· Please supply an updated protocol detailing how the follow-up process and 7 day safety check will be managed. 
· Please supply an updated protocol excluding acute patients from participation. 
· Please supply an updated protocol detailing monitoring arrangements and how adverse events will be managed. 
· Please supply confirmation from ACC regarding long-term cover. 
· Please supply a protocol-specific insurance certificate. 
· 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 Miss Tangihaere Macfarlane 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:
	06 August 2019, 12:00 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 4:30pm.
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