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		Minutes




	Committee:
	Central Health and Disability Ethics Committee

	Meeting date:
	31 January 2017

	Meeting venue:
	Room GN.6, Ground Floor, Ministry of Health, 133 Molesworth Street, Wellington



	Time
	Item of business

	12.00pm
	Welcome

	12.05pm
	Confirmation of minutes of meeting of 29 November 2016

	12.30pm
	New applications (see over for details)

	12.30-12.55
12.55-1.20
1.20-1.45
1.45-2.10
2.10-2.35
2.35-3.00
3.00-3.25
3.25-3.50
3.50-4.15
4.15-4.40
4.40-5.05
5.05-5.30
	 i 17/CEN/6 (Helen/Peter)
  ii 17/CEN/1 (Melissa/Cordelia)
  iii 16/CEN/210 (Dean/Toni)
  iv 17/CEN8 (Patries/Helen)
  v 17/CEN/9 (Dean/Cordelia)
  vi 17/CEN/10 (Peter/Toni)
  vii 17/CEN/13 (Helen/Melissa)
  viii 17/CEN/16 (Cordelia/Peter)
  ix 17/CEN/19 (Cordelia/Peter)
  x 17/CEN/20 (Peter/Helen) CLOSED discussion
  xi 17/CEN/11 (Dean/Toni)
  xii 17/CEN/12 (Dean/Toni)

	5.30pm
	General business:
· Noting section of agenda

	5.45pm
	Meeting ends



	Member Name  
	Member Category  
	Appointed  
	Term Expires  
	Apologies?  

	Mrs  Helen Walker 
	Lay (consumer/community perspectives) 
	01/07/2015 
	01/07/2018 
	Present 

	Dr Angela Ballantyne 
	Lay (ethical/moral reasoning) 
	30/07/2015 
	30/07/2018 
	Apologies 

	Mrs Sandy Gill 
	Lay (consumer/community perspectives) 
	30/07/2015 
	30/07/2018 
	Apologies 

	Dr Patries Herst 
	Non-lay (intervention studies) 
	27/10/2015 
	27/10/2018 
	Present 

	Dr Dean Quinn 
	Non-lay (intervention studies) 
	27/10/2015 
	27/10/2018 
	Present 

	Dr Cordelia Thomas 
	Lay (ethical/moral reasoning) 
	19/05/2014 
	19/05/2017 
	Present 

	Dr Melissa Cragg 
	Non-lay (observational studies) 
	30/07/2015 
	30/07/2018 
	Present 

	Dr Peter Gallagher 
	Non-lay (health/disability service provision) 
	30/07/2015 
	30/07/2018 
	Present 

	Ms Toni Millar 
	Lay (consumer/community perspectives)
	11/11/2016
	11/11/2019
	Present 


 

Welcome

The Chair opened the meeting at 12.00pm and welcomed Committee members, noting that apologies had been received from Mrs Sandy Gill and Dr Angela Ballantyne.

The Chair noted that it would be necessary to co-opt members of other HDECs in accordance with the SOPs to meet requirements for quorum. Mrs Toni Millar confirmed her eligibility, and was co-opted by the Chair as member of the Committee for the duration of the meeting.

The Chair noted that the meeting was quorate. 

The Committee noted and agreed the agenda for the meeting.

Confirmation of previous minutes

The minutes of the meeting of 29 November 2016 were confirmed.


New applications 

	 1  
	Ethics ref:  
	17/CEN/6 

	 
	Title: 
	Metabolic Syndrome Increases Risk of HCC in HBV. A Prospective Analysis 

	 
	Principal Investigator: 
	Dr Debi Prasad

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	19 January 2017 


 
Dr Debi Prasad was present by teleconference and Professor Chris Cunningham was present in person for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. Dr Prasad introduced the study and explained that the hypothesis is that people with Chronic Hepatitis B who have metabolic syndrome will have increased risk of having liver-related complications such as cancer and cirrhosis.  The basis for this study comes from an earlier study in the Auckland region done by Professor Ed Gane that found hospitalised people with Hepatitis B were more likely to have complications.  This study aims to find the missing link as to why this is happening and what can be done to help.  If the researchers can show that diabetics with chronic Hepatitis B are getting cancer earlier then they can treat people accordingly. At the moment Hepatitis B patients are not screened for cirrhosis.  
2. The researchers would like to collect a group of people (300), with chronic Hepatitis B and metabolic syndrome and match this group with another group (900) who don’t have metabolic syndrome but do have co-morbidities.  
3. The researchers would like to use historical data and samples from the Hepatitis Foundation. Prospective participants will be identified through the Hepatitis Foundation surveillance database which has different collections and includes 25 0000 people.   10,000 people from the Kawerau study are on the database.  Their blood sera are still stored and will provide the 900 controls to see if the progression is the same or different. The 500 people who may have an intersection will have to be contacted again and re-consented for future research.  Back in the 80s people consented to hepatitis, diabetes and any other health-related research consent.  
4. The researchers will only use tissue samples that have had consent for future use and they will seek prospective consent for any further samples collected.  
5. The Kawerau cohort is the only community based chronic HBV cohort.  All others are in secondary care.  The high proportion of Pacific and Maori in this cohort is an advantage for improving diagnosis and management of chronic Hepatitis B infection in these populations. 


The Committee requested the following changes to the participant information sheet and consent forms:

Main PIS/CF:

6. Please thoroughly proof-read this document as it currently contains multiple typos.  
7. Please review the acronyms in the document and make sure the first time you mention an acronym that it is accompanied by the term in full. 
8. Please clearly state how often people will be expected to visit and how many blood tests they will have. 
9. Page 2, under the heading ‘Follow up Phase’: please review the content and include information that relates to that heading as the information currently there is about the study design and costs.  
10. Page 3, second sentence under the heading ‘Blood Samples’: this sentence states “If you do not wish to have your samples stored and used for future research you cannot participate in this study”.  Please remove this statement as the FUR is optional. 
11. Page 4, first sentence under the heading ‘What are my rights?’: please remove reference to “data protection law” and simply state Under New Zealand’s privacy regime. 
12. The Committee reminded the researchers that once a response to its requests is received that it can approve or decline the application. If the researchers need clarification on what is requested they can contact the HDEC secretariat. 

Summary of ethical issues (outstanding)

13. Peer review submitted: The Committee noted that it is helpful to be able to view comments from the peer reviewer of the protocol in order to see what comments were made and that they have been addressed by the researchers.  Please provide a copy of the reviewer’s comments. 
14. The researchers confirmed that the Hepatitis Foundation does not have an HDEC approved tissue bank.  The Committee strongly urged the researchers to ensure that an application for a tissue bank is submitted for review as soon as possible HDEC approval is required to establish and manage a tissue bank.  Please see Chapter 13 of the Standard Operating Procedures for HDECs for the requirements for a tissue bank application.  You can find these on the HDEC website at: http://ethics.health.govt.nz/operating-procedures 

Decision 

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

· Please amend the information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para 6.22).
· Please provide evidence of favourable independent peer review of the study protocol (Ethical Guidelines for Intervention Studies Appendix 1).

This information will be reviewed, and a final decision made on the application, by the Chair and Dr Gallagher. 



	 2  
	Ethics ref:  
	17/CEN/1 

	 
	Title: 
	An Open-Label Study to Evaluate the Efficacy and Safety of Sofosbuvir/Velpatasvir for 12 Weeks in Subjects with Chronic HCV Infection Who are on Dialysis for End Stage Renal Disease. 

	 
	Principal Investigator: 
	Professor Ed Gane 

	 
	Sponsor: 
	Gilead Sciences, Australia & New Zealand 

	 
	Clock Start Date: 
	19 January 2017 


 
Ms Amy Cole 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 study is looking at whether the study drug is safe and can clear the HCV virus from the body.  Participants may also consent to optional sub studies.  The researchers will aim to recruit up to four participants in New Zealand from sites across the country.

Summary of ethical issues (resolved)

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.
2. The Committee noted that it likes to see incidence rates of a condition in Maori stated at question p.4.1 in the application form.  The researcher stated that they would normally state this and apologised for the oversight. 

Summary of ethical issues (outstanding)

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.
3. The Committee noted that Gilead had provided a confirmation of evidence of favourable peer review for this study protocol.  The Committee also requested to see the reviewer’s comments. Please forward the Committee a copy of these comments. 
4. The Committee queried whether the research team are satisfied that the insurance offered by the sponsor covers all of the entitlements set out at question r.1.9 in the application form? The Committee noted that the reason it is asking is that it knows of participants in research in New Zealand who have been injured in trials where sponsors won’t offer compensation and they have had protracted battles in court with sponsors.  The Committee would like the researchers to check that ACC equivalent compensation is in place and asked the researchers to check with the sponsor to qualify and make sure and then to let the Committee know.  



The Committee requested the following changes to the participant information and consent forms: 

Main PIS/CF

5. Please spell out HCV in full the first time it is mentioned.  
6. Please refer to sof/val as the “study drug”.
7. Page 9, first sentence under the heading “Allergic Reaction”: please include the word “previously” at the end of the sentence.  
8. The Committee noted that it is generally agreed that contact names are better placed at the end of the information sheet to avoid the risk that they get lost in the main content. Please place the contact names at the end of document.

FUR PIS/CF

9. Page 2, third paragraph: please remove the statement that says participants need to notify their study doctor in writing of any decision to withdraw their consent.  
10. Page 8 agreement for study – spell pharmacogenomics under number 3 PIS for FUR sheet. 

Decision 

This application was approved by consensus (with non-standard conditions).

	 3  
	Ethics ref:  
	16/CEN/210

	 
	Title: 
	Is the usage of antibiotics in early childhood related to obesity?

	 
	Principal Investigator: 
	Prof Wayne Cutfield

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	19 January 2017 


 
Prof Cutfield 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 researcher gave a summary of the study and explained how participants would be recruited to the study.  Studies published looking at antibiotic usage and obesity have shown an association between use and risk of childhood obesity among otherwise healthy children.  This study aims to readdress the question of whether or not there is an association in a more rigorous cross-section study where otherwise healthy children have taken a long course of antibiotics.  A co-investigator is the director of ENT and will identify a group of 50 children who have had recurrent ear infection or tonsillitis and who were treated with a long course of antibiotics (at least 21 days of consecutive antibiotic therapy) and have been seen in the ENT service and 50 siblings who did not receive similar treatment. 

Summary of ethical issues (resolved)

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.
2. The Committee noted that in the application form the researchers noted that there are no risks for children involved in this study and pointed out that there are some risks as the researchers will be taking blood samples. 
3. The Committee noted the answer given at question r.1.2 on page 14 of the application form that they will not seek consent from participants to inform their GP.  In the control group the best source of information about antibiotic exposure could be with their GP. With the consent of the participants the researchers could contact the GP to establish antibiotic exposure. The researcher noted that information is available on Concerto and with parental consent they could access Concerto to see what the participant has received. However, it doesn’t track whether they have taken the antibiotics. 

Summary of ethical issues (outstanding)

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.
4. The Committee asked the researcher to explain the linkage and asked if there is a data base at ENT.   The researcher confirmed that they have a list of the names of patients who have had prolonged courses of antibiotics and these people will be contacted and asked whether they want to participate in the project.  The invitation would come from the ENT surgeon.  However the invitation letter submitted with this application is written in such a way to suggest that the invitation comes from the research team and is signed by two members of the research team. The Committee asked that the letter be amended and signed by the ENT surgeon.  Please also include that you wish to enrol parents/guardians of the children. 
5. The Committee also felt that the letter inferred that the potential participants are obese and requested that the researchers review the wording of the letter and reformat with this in mind.  

The Committee requested the following changes to the participant information sheets and consent forms

6. Please provide a participant information sheet for parents and a participant information sheet for the “control group” sibling as well as they are also getting measurements and so they are participants 

Main PIS 

7. Please make clear to participants in the information sheet that they will have been treated with at least 21 consecutive days of antibiotics as per the protocol rather than combination antibiotics as stated in the application form.   
8. Page 5, second paragraph under the heading ‘What happens after the study?’:  the committee noted that hair samples will be returned if requested and that this is the first time there is mention of hair samples.  If hair samples are being taken please make this clear earlier on in the information sheet. 
9. A legal guardian or parent can be the person who gives proxy consent for the child.  Please remove reference to “caregiver” in the form as caregivers cannot legally give proxy consent.  

Child Assent form 

10. The Committee suggested that it might be more appropriate to talk about normal bugs I the tummy rather than “tummy bugs” as this term suggests the child is unwell. 
11. The Committee thought that saying thanks for helping us is emotive and asked that the words “and helping us” be removed.  

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

· Please amend the information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para 6.22).

This following information will be reviewed, and a final decision made on the application, by the Chair and Dr Quinn. 


	 4  
	Ethics ref:  
	17/CEN/8 

	 
	Title: 
	Treatment of Patients with Advanced Cancers by Modulating the Renin-Angiotensin System. 

	 
	Principal Investigator: 
	Dr Swee T Tan 

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	19 January 2017 


 
Dr Tan and Dr Itenteang 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.

Dr Quinn declared a conflict of interest and the Committee agreed that he would not take part in the discussion or decision-making for this application.

Summary of Study

1. The Committee opened the discussion noting its understanding that this is an open label study in 100 New Zealand patients with advanced cancer who have run out of treatment options. 
2. The researchers wish to use a cocktail of 6 drugs that inhibit the Renin-Angiotensin System in different ways and hope to see some form of slowing down of growth with the idea of cancer stem cells being the driver behind tumour formation and the drug cocktail killing the cancer stem cells. 

Summary of ethical issues (resolved)

The main ethical issues considered by the Committee and addressed by the Researcher are as follows.
3. The Committee noted that GBM patients who have relapsed are very unwell and have a prognosis of around 10 months to live and queried whether this population was the most appropriate for a three year study. The Committee queried whether this might affect the study analyses.  The researchers noted that the fact that they are not expected to survive could be good for the analyses if participants do survive beyond that time given in their prognosis.
4. The committee noted that normal fast proliferating cells are unlikely to be affected by the study drugs. The researchers explained that they are focusing on cancer stem cells which are not killed by conventional treatments.
5. The Committee noted that it has no issue with what the researchers are trying to do but would like the researchers to be more careful about what patients can expect from the treatment. Stating that the study drugs will cause remission of the cancer and increase survival seems premature at this stage and could give participants false hope. 
6. The committee asked the researchers about their recruitment process and they explained that potential participants will be referred by their oncology specialists. They are spreading the word through collaborators who will be primary referrals in Wellington and Palmerston North which covers about half the country. 
7. The Committee asked who will give participants the study drugs and do follow up with them.  The researchers advised that while on trial participants will be looked after by the researchers and participant samples will go one of two ways: normal blood tests will go to a local lab and the optional FUR samples will go into the GMRI tissue bank. 
8. The Committee queried whether GBM patients will receive scans from an oncologist. The researchers advised that they will request scans for some participants.
9. The Committee noted that the drugs themselves are innocuous drugs but asked about trialling them in people with advanced cancer. The researchers advised that these drugs have been used in combination for many years without problems.  They have trialled the drugs in three patients with success and very few side effects.  The researchers will introduce the study drugs incrementally and can withdraw them/reduce their dose when needed. 

The Committee requested the following changes to the participant information sheets and consent forms:

Main PIS/CF
10. Please consider increasing the font size given the study group participants are very unwell.
11. The committee asked that the researchers include a table that lists when participants need to come in and what will be done at each assessment: scans, blood samples, blood pressure etc. 
12. Page 2, first sentence under the heading ‘What are the Possible Benefits and Risks?’: the Committee suggested that researchers start the paragraph with declaring that they cannot guarantee that the treatment has any benefit but if the treatment is successful it could stabilise the cancer. Please remove any suggestions of the treatment being able to cure them.  
13. Page 2, third paragraph: please make clear that some blood samples will be taken for this study and some optional blood samples will be taken to be stored in the GMRI tissue bank for future research.
14. Page 2, medications table: please change reference “thrice” to three times daily. 
15. Page 3, under the heading ‘What happens after the study or if I change my mind?’: please remove the words “It is possible that the cancer may remain at the end of the study” as is may give participants false hope that they could be cured. 
16. Please refer to tissue samples as blood samples as some people don’t think of blood as tissue. 
17. Consent form: please review the statements and include yes/no for only those that are truly optional.

FUR PIS/CF
18. Please consider increasing the font size given the study group participants are very unwell.
19. Page 2, under the heading ‘What happens to my samples after they have been collected?’: please correct the spelling of “kerakia” to karakia
20. Please refer to tissue samples as blood samples as some people don’t think of blood as tissue. 

Decision 

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

·  Please amend the information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para 6.22).

This following information will be reviewed, and a final decision made on the application, by the Chair and Dr Herst.

	 5  
	Ethics ref:  
	17/CEN/9 

	 
	Title: 
	S-033188 Compared with Placebo or Oseltamivir in Patients with High Risk of Influenza Complications 

	 
	Principal Investigator: 
	Dr. James Taylor 

	 
	Sponsor: 
	Shionogi Limited 

	 
	Clock Start Date: 
	19 January 2017 


 
Dr Taylor and Mrs Dzhelali 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 ethical issues (resolved)

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

1. The Committee asked the researchers to outline their recruitment process. Potential participants will be people admitted in hospital with flu’ like symptoms who are considered high risk.  A medical consultant independent of the research will make the first approach to the patient and then let the research team know whether they are interested in being in the study.  
2. The Committee noted the answer stated at question p.4.1 that asks researchers to describe whether and how the study might benefit Maori and noted that the burden of influenza for Maori is not indicated in terms of statistics.  The answer stated in the application form was that potentially Maori with a high risk of influenza complications may benefit from participation in the study.  It is a small study in terms of recruitment and the number is not great. The total number of participants will be 1-4 and 0-3 could be Maori. The proportion of Maori present in hospital is 10-20 percent. 

Summary of ethical issues (outstanding)

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

3. The Committee noted that the researchers had answered ‘no’ to question b.4.5.1 on the application form that they will obtain separate consent from participants for future unspecified use of tissue. The Committee noted that the guidelines for the future unspecified use of tissue provide that consent to the future unspecified use of a person’s tissue samples must be distinct from consent to use the sample in specified research.   The researchers advised that they had discussed this with sponsor and the sponsor didn’t want to change without view of the ethics committee.  The Committee advised that it can’t make an exception and would like to see a separate information sheet and consent form for future unspecified research. 
4. The Committee noted that the requirement for people to stop taking medications could be risky for them and adding to the burden of the research.  The researchers agreed to check on this to ensure that they are not putting participants at risk. 
5. The Committee queried whether the research team are satisfied that the insurance offered by the sponsor covers all of the entitlements set out at question r.1.9 in the application form?  The Insurance certificate submitted with this application covers only product failure.  The Committee would like the researchers to check that ACC equivalent compensation is in place and asked the researchers to check with the sponsor to qualify and make sure and then to let the Committee know.  

The Committee requested the following changes to the participant information sheets and consent forms:

Main PIS 

6. The Committee raised a concern about the length of the participant information sheet given that the study will be done on an acutely unwell study population.  An information sheet that is 28 pages long seems excessive. The committee suggested that a table that outlines the study visit times and events may ease some of the burden of such a lengthy information sheet. The study design diagram is formatted over two pages in the information sheet and needs to be reformatted so that it is readable on the same page. 
7. Please include information about the duration of the study and the volume of blood that will be taken at visits. 
8. The Committee noted that it found it surprising that people who are very unwell with influenza will make the number of visits required for this study and asked the researchers whether they had considered doing home visits. The researchers confirmed that patients will be admitted to the hospital that they will do some home visits to those who are discharged early.  The Committee noted that there is nothing in information sheet suggesting this and asked that this information be included.
9. Page 3 mentions a placebo of Tamiflu® and the Committee queried whether people might think that this means the placebo contains Tamiflu®.  Please reword this so people don’t think they are getting Tamiflu®.
10. Page 12, under the heading ‘What will happen to the samples I give?’:  the Committee noted that the information in this section comes across as confusing as it appeared that the researchers are trying to cover their bases with future unspecified research and the main study samples.  Please review this information. The information relating to the future use for unspecified research should preferably be in a separate information sheet along side the distinct consent form for FUR.  
11. Page 13, sets out in a lot of detail that samples are going to Netherlands and Japan and antibodies for flu’ are going to Germany, please abridge this information.  Please also state that if participants would like more information they can talk to the study doctor.  
12. Page 12, under the heading ‘What will happen to my samples?’: please include a statement informing people that if they do not consent to use of samples in future unspecified research then they cannot participate in the main study.
13. Samples used for FUR are linked with a study number but the sponsor will not have access to this.  There is no information about being able to withdraw from future unspecified research.  Children who are consented and reach the age of consent should be able to withdraw.  Adults going into the study should be able to withdraw from FUR.
14. Page 17, third paragraph under the heading ‘Pregnancy Risks’: please review and correct the barrier methods as the two examples currently listed are not barrier methods. 
15. Page 26, point 10: please delete the words “if selected” as this is not optional. 
16. Page 27: please remove reference to consent from a legal representative as adults must consent for themselves under New Zealand law. 

Parental PIS

17. There is no evidence in the Investigator Brochure of exposure in young people and adolescents.  If this is the case then you need to be transparent about whether a younger age group has been exposed and include such a statement in the parental PIS. 



Information and assent form for young people (12-15 years)

18. Page 1, third paragraph under the heading ‘1.0 Why are we doing this research?’: please remove reference to  Medsafe as the young people may not know what this is.  The Committee suggested that this could be replaced with wording such as “The drug is not approved yet for use in NZ”.
19. Page 2, the Committee discouraged the use of the word “dummy” when talking about having a placebo treatment. The sentence following describes placebo well “does not contain active ingredient”. 
20. Page 8, under the heading ‘7.0 Is there anything else to be worried about when taking part?’: the Committee thought the statement  “all measurements we chose are safe” seemed odd and assumed this referred to the bloods that will be taken? Please delete or clarify.

Addendum for flu test for the assent form

21. The Committee noted the statement that the form acknowledges willingness to continue with the study after receiving your results from RIDT, as outlined in section 5 of the parental informed consent form.  Children reading this assent form aren’t necessarily going to read the parental informed consent form.  Please review and reword this form.

Decision 

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

· Please amend the information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para 6.22).
· Section 32 (6) of the Accident Compensation Act 2001 specifically excludes from ACC cover any treatment injury from any trial that is conducted ‘principally for the benefit of the manufacturer or distributor of the medicine or item being trialled’. If cover under the Accident Compensation Act 2001 will be excluded for the intervention study, investigators and study sponsors have responsibilities to ensure alternative compensation cover for study participants to at least ACC-equivalent standard. This may include earnings-related compensation. (Ethical Guidelines for Intervention Studies para 8.4).

This following information will be reviewed, and a final decision made on the application, by Dr Quinn and Dr Thomas.


	 6  
	Ethics ref:  
	17/CEN/10 

	 
	Title: 
	Comparison of weekly MOD-4023 to daily Genotropin in children with growth hormone deficiency. 

	 
	Principal Investigator: 
	Prof Paul Hofman 

	 
	Sponsor: 
	OPKO Biologics Ltd 

	 
	Clock Start Date: 
	19 January 2017 


 
Prof Hofman 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 Committee asked whether both drugs are currently in use.  The researcher confirmed that they are and that the weekly drug in a long-acting form is one of the newer forms of the drug. The intended study will aim to show non-inferiority of this long-acting form.  The other drug has been in use for around 20 years.  Self-administration is standard and it is thought that the long-acting form will be easier to use and result in improved compliance. 

Summary of ethical issues (outstanding)

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

2. The Committee queried whether the research team is satisfied that the insurance offered by the sponsor covers all of the entitlements set out at question r.1.9 in the application form?  The Committee would like the researchers to check that ACC equivalent compensation is in place and asked the researchers to check with the sponsor to qualify and make sure and then to let the Committee know.  

The Committee requested the following changes to the Participant Information and Consent Forms:
3. The Committee noted that the parent and child information sheets are visually interesting but at the same time lengthy and asked whether it is possible to create a table of activities as a succinct reference point for participants.  It was noted that there can be a tension between presenting information for comprehension and for clarity.  Prof Hofman noted the need for a shorter form document that could first be considered for ethical approval alongside the in-depth document so people who want to go through the information in more depth can do so.  Prof Hofman noted that as part of the consent process he also talks with the patient and takes them through the documentation. 
4. Please clarify and make consistent across the information sheets for both parents and children that participants will be randomised into a weekly or daily injection group for one year and that after a year all will have the chance to go on weekly injections. 
5. Page 4 of 19, second paragraph, last sentence under the heading ‘Voluntary Participation’: the Committee noted that discontinuation of the study drug does constitute withdrawal of a participant from the study and asked that this sentence be changed accordingly.  The Committee noted that page 13 of 19 explains it well. 
6. Page 5 of 19, point numbered 10: please explain that both the MRI screen and the contrast dye given as part of the MRI screen is part of routine clinical practice and is not an additional dye.  
7. Page 13 of 19, last sentence under the heading ‘Right to Refuse or Withdraw’: please remove this sentence that states consent and authorisation will expire 50 years from the date a person signs the information sheet. Please also remove the statement that withdrawal from the study must be done in writing as participants can also talk to the research team to request withdrawal from the study.
8. Consent form: please revise the statements and only include yes/no options for statements that are truly optional.  
9. The Committee pointed out that once a response is received from the research team it can either approve or decline the application.  If the research team would like to check understanding of any aspect what is asked of them in this decision letter before submitting a response, they are welcome to contact the HDEC secretariat.  

Decision 

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

· Please amend the information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para 6.22).
· Section 32 (6) of the Accident Compensation Act 2001 specifically excludes from ACC cover any treatment injury from any trial that is conducted ‘principally for the benefit of the manufacturer or distributor of the medicine or item being trialled’. If cover under the Accident Compensation Act 2001 will be excluded for the intervention study, investigators and study sponsors have responsibilities to ensure alternative compensation cover for study participants to at least ACC-equivalent standard. This may include earnings-related compensation. (Ethical Guidelines for Intervention Studies para 8.4).

This information will be reviewed, and a final decision made on the application, by the Chair and Dr Peter Gallagher.



	 7  
	Ethics ref:  
	17/CEN/13

	 
	Title: 
	Genetics in Iwi Health 

	 
	Principal Investigator: 
	Dr Phillip Wilcox

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	19 January 2017 


 
Dr Wilcox, Ms Julia Wilson and Mrs Johnina Symes 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 ethical issues (resolved)

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

1. The Committee opened the discussion by acknowledging that Nuhaka is a forward-thinking community and it will be good to use the data collected to benefit the community. 
2. By way of background for the Committee iwi representative Mrs Johnina Symes explained how the study came about when Rakaipaaka iwi, made up of six different Marae in Nuhaka, recognised that different hapu were experiencing different health conditions; for example some were experiencing more diabetes, others cancer and epilepsy and really young people were dying from these conditions.  The iwi decided initially to engage the help of researchers at ESR and the Rakaipaaka Health and Ancestry study was developed. To study the conditions the iwi engaged in a number of processes and they thought they had protection in place around information about participants. Some people were uneasy about the use of DNA but it was felt that all protection processes were in place. Some researchers left the study before it was completed and the iwi are still waiting for analysis of the data. They are trying to engage in a process now to get their data analysed.  Whanau have given of their time, aroha and koha and engaged experts in the process. The researchers had originally aimed to recruit 3000 plus people and have so far managed to contact 400. 
3. The researchers acknowledged the committee for considering this application and noted that post-doctoral student Julia Wilson was also attending the meeting by teleconference.
4. Dr Wilcox by way of background, advised the Committee that a complaint from the original study is yet to be resolved in regard to breach of ethics consent by a University of Otago colleague whose work about the iwi was reported in the public domain and did not address the issues of ethics consent.  The researchers published data and results that the wi asked them not to publish.  This application is for an alternative pathway through the University of Otago to address the iwi’s questions around what is the contribution of genetics to our health. The research team have applied for funding from the Ministry of Health and have funding for Julia Wilson to analyse the data. 
5. Mrs Symes raised the issue around ethics approval of the original study noting that to the iwi it seemed that interaction was happening between lead researcher and the ethics committee without iwi seeing or signing off and that there was no ethics committee member coming to Nuhaka and they felt overlooked.  The Committee noted that while its mandate is to review applications to ensure that participants in studies are protected that it trusts that the researchers will act ethically and will have the face to face relationship with participants.  If the Committee is made aware that researchers are not acting ethically then the Committee can halt approval for a study.  
6. Methodology applied for Maori and for Maori outcomes. Context is Maori and there are messaging considerations and write up and present in the public domain.  
7. The committee noted that the researchers haven’t firmed up a questionnaire but will take the opportunity as part of the process to have conversation with iwi and commended the researchers on this approach.  
8. The researchers confirmed that the data collected as part of the original RHAM study belongs to iwi and noted that this is not widely accepted by researchers from the original team.  
9. Memorandum of Understanding between the University of Otago and TIORI.  Just waiting for HRC to approve funding and then document will be signed. 
10. The committee agreed that there were no ethical issues identified as part of this application that would mean non-approval. 
11. The original goals are still valid and still important for iwi despite the history with the original researchers. 
12. The researchers thanked the Committee for its time and professionalism.

Decision 

This application was approved by consensus.
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	Ethics ref:  
	17/CEN/16 

	 
	Title: 
	Evaluation of the Nurse Maude/St John’s staysafe@home service trial

	 
	Principal Investigator: 
	Dr Tom Love 

	 
	Sponsor: 
	St John

	 
	Clock Start Date: 
	19 January 2017 


 
Dr Love and Mary-Anne Stone 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. Nurse Maude is a Christchurch-based homecare provider, and is a charitable organisation funded by public contracts.  Nurse Maude and St John have planned a research project using assistive home-based monitoring to provide opportunities to provide security and assurance to individuals with cognitive decline and their families that they can stay safely at home with appropriate support and to increase points of contact with different health service providers. 
2. They are working on the premise that these people can be supported in the community for longer and they would like to establish whether this additional monitoring service works. This study is an evaluation of whether the intervention works. 
3. The comparison group in this study is an historical control cohort with the same diagnosis.  The researchers explained to the Committee that they would like to use the historical cohort to meet the number they need for an appropriate control group. They are unable to seek consent from people in this control cohort as their cognitive decline is likely to have progressed or they have passed away.  The health information/data includes Nurse Maude inputs and DHB admission data. In terms of analysis of benefit they wish to establish whether people can stay safely at home for a longer time. 

Summary of ethical issues (resolved)

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

4. This study involves a historical control group for which the researchers want to access health information without their consent. 
5. The participants have a right to know that their health information is being used in research. Right 6(1)(d) of the HDC Code of Rights states:
a. Every consumer has the right to information that a reasonable consumer, in that consumer’s circumstances, would expect to receive, including … notification of any proposed participation in teaching or research, including whether the research requires and has received ethical approval.
6. The Committee can approve access to identifiable health information without consent for research in certain circumstances. The Ethical Guidelines for Observational Studies states at Paragraph 6.43:
b. Access to identified or potentially identifiable data for research without the consent of the people the data identifies or makes potentially identifiable may be justifiable when:
a) the procedures required to obtain consent are likely to cause unnecessary anxiety for those whose consent would be sought; or the requirement for consent would prejudice the scientific value of the study; or it is impossible in practice to obtain consent due to the quantity or age of the records; and
b) there would be no disadvantage to the participants or their relatives or to any collectives involved; and
c) the public interest in the study outweighs the public interest in privacy.
7. To approve a study involving access to health information without consent the Committee must be satisfied that these requirements are met by the study concerned.  The Committee was satisfied that the researchers had made a clear case to satisfy the requirements and it agreed to approve the use of this historical data for the comparator group in anonymised form. 
8. The Committee asked the researchers how this service would help people avoid and reduce falls.  The researchers explained that by identifying early patterns about when people start to fall they could put various inputs in at that stage such as physiotherapy. Reducing falls is usually not seen as modifiable decline and the researchers are aiming to make enough touch points to address this in a step by step fashion.
9. The Committee noted asked who from Nurse Maude would be responsible for assessing the competence of people to give informed consent. The researchers explained that a case manager who is a registered nurse will make the assessment. If an EPOA is already activated they don’t override the assessment of incompetence, but in absence of that the nurse makes an existing assessment which is comprehensive. The assessment will be done at the time a person is enrolled with Nurse Maude. 
10. Participants will be able to withdraw from the study at any time and St John has agreed that the participants can retain their home-based alarm for free if they do decide to withdraw.
11. The researchers explained that in referral to the Nurse Maude service each client has an appointment and case manager who is a registered nurse does an assessment and identifies early cognitive decline and whether the client meets other criteria and then they come back and have a conversation with the project manager and then an approach is made by the case manager who has done the initial assessment. The Committee thought that the project manager could be a more appropriate person to make the approach of introducing the research to clients as they are independent. It was agreed that the case manager make the assessment and then it is the project manager who then talks about recruiting into research. 
12. The Committee noted for future reference that it likes to see statistics of incidence of a condition in Maori stated at question p.4.1 on the application form.  The researchers noted that in the patient population eligible for this service 4 % are Maori.  

The Committee requested the following changes to the participant information sheets and consent forms: 

13. The Committee noted that the participant information sheet doesn’t refer to a control group being part of this study noting that it is helpful for participants have some description of this and asked that information about the control group be included in the information sheet. 
14. The Committee noted that a support person will be giving the researcher information about the client and asked therefore that the client be given information about what types of information the support person will give about them. If the researchers are talking about quality of life for this client then be made aware that support person will be asked to give X type of information about you. 
15. Please clearly state in the information sheet that you would like to take a photo of participants to be kept with their health information. 
16. Please clearly state that you would like to share lock box information with Nurse Maude staff in case you need to enter their property. Please state who will have the information and how you will keep it secure.  
17. As the participants may become incompetent during the course of the research they could make an advance directive regarding what elements of the research can continue should they become incompetent (Right 7.7 of the HDC Code of Rights).
18. The Committee queried why are clients themselves are not doing quality of life assessments. The researchers explained that they thought it might be less intrusive to ask the support people about them.  The Committee noted the phrase ‘Nothing about me without me’ and recommended that the client at least be given the option of deciding whether they would like to answer some questions about their quality of life and that this option be given in the participant information sheet and consent form. The Committee would also like to see an indication of the semi-structured interview questions that will be asked. 
19. Please state that ethics approval is from the Central Health and Disability Ethics Committee.

Summary of ethical issues (outstanding)

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

20. The Committee noted that peer review of the study was given by a person from the same organisation and asked that the research team provide evidence of favourable independent peer review of the study protocol. 


Decision 

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

· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee (Ethical Guidelines for Observational Studies para 6.10) 
· Please provide evidence of favourable independent peer review of the study protocol (Ethical Guidelines for Intervention Studies Appendix 1).
 
This information will be reviewed, and a final decision made on the application, by Dr Thomas and Dr Gallagher
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	Ethics ref:  
	17/CEN/19 

	 
	Title: 
	Assessing mitochondrial transfer between human bone marrow erythroblasts 

	 
	Principal Investigator: 
	Dr Robert Weincove

	 
	Sponsor: 
	 

	 
	Clock Start Date: 
	19 January 2017 


 
No member of the research team was 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.

Dr Patries Herst declared a potential conflict of interest, and the Committee decided that she would not take part in the decision making for this application.  Dr Herst is a co-investigator on the research team and he Committee agreed that she could talk to any ethical concerns it had about the study. 

Summary of ethical issues (resolved)

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

1. The committee agreed that this is a straightforward, well-completed application and it had no significant ethical concerns to raise for discussion.  The committee commended the research team on the clarity of language used in the information sheets for potential participants. 
2. The committee understood that the people who take part in this study will be having a bone marrow biopsy as part of standard treatment and that the inconvenience to them will be minimal and there will be no additional pain.  If they become distressed while having the standard biopsy then the researchers would not take additional bone marrow for the purpose of this study.
3. Dr Herst noted that the Malaghan Institute is in the process of setting up a tissue bank for storage of the samples and as part of its consultation on governance issues is waiting on confirmation from Maori participation.  It is hoped that the tissue bank will have HDEC approval by the end of the year.  

The Committee noted some minor requests for changes to the participant information and consent forms and agreed to approve the application without the need to check these changes. 

Main PIS/CF

4. Page 2, third paragraph under the heading ‘What will my participation in the study involve?’: the Committee queried the meaning of “certain type” of bone marrow.  Dr Herst agreed to follow up with the CI as to the meaning and noted that the research team is looking for mitochondrial transfer and think it may happen more if a person has a transfer from a donor with different HLA type.  It was agreed that a further description is needed here. 
5. Page 3, first sentence under the heading ‘Who pays for the study?’:  please replace the word “should” not incur any costs with “will” not incur any costs. 


FUR PIS/CF

6. Page 2: please include a statement that informs participants that they can withdraw from the study at any time and they can ask that their samples be discarded at any time.

Decision 

This application was approved by consensus.
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	Ethics ref:  
	17/CEN/20  CLOSED MEETING

	 
	Title: 
	NaCl-loaded albumin nanoparticles

	 
	Principal Investigator: 
	Prof John Kolbe 

	 
	Sponsor: 
	

	 
	Clock Start Date: 
	19 January 2017 



No member of the research team was 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.
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	Ethics ref:  
	17/CEN/11 

	 
	Title: 
	RA101495-01.201: RA101495 in Paroxysmal Nocturnal Hemoglobinuria

	 
	Principal Investigator: 
	Dr Humphrey Pullon

	 
	Sponsor: 
	Ra Pharmaceuticals Inc.  

	 
	Clock Start Date: 
	19 January 2017 


 
Dr Pullon and Mrs Wendy Thomas 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 ethical issues (resolved)

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

1. The committee discussed this application in conjunction with a second and related application 17/CEN/12 first application. The Committee noted that both applications were straightforward and well completed and it did not have any significant ethical concerns apart from seeking clarification about some of the information in the participant information and consent forms in particular for any future genetic tests that may be done. 

Summary of ethical issues (outstanding)

The main ethical issues considered by the Committee and which require addressing by the Researcher are as follows.
2. The Committee sought clarification on information stated about tests and analysis of human tissue stated in response to question r.3.12 on page 21 of the application from and in contrast with information stated on page 9 of the participant information sheet. The Committee asked the researchers what they intend to do in the overseas Clarify r.3.12 to do with the samples as part of the overseas safety analysis talked about in response to r.3.12 given page 9 of the PIS stated samples would be stored for five years for future testing and “exploratory” analyses.  The researchers noted that the paragraph on page 9 was included at the request of the sponsor. They are not sure what tests are envisaged but they may involve DNA extraction and storing samples.  They would seek further ethics approval for access and use of the samples.  
3. The Committee noted that if the tests do involve DNA extraction then the researchers should have a genetic consent form and noted that a simple way around this could be to go back and say to the sponsor that if they are thinking of doing genetic tests or other tests not specified in the protocol then they will need to seek additional consent from participants for future unspecified research.  
4. The researchers noted that the optional pharmacogenomic research PIS includes reference to genetic research.  The committee noted that consent is for a specific sample but for “exploratory” samples this is vague and moving toward future unspecified research.  The Committee asked the researchers to seek clarification on this point with the sponsor and for the response to be provided to the Committee.  
5. The Committee asked the researchers to ensure with the sponsor that insurance cover for participants does fulfil the requirement set out in question r.1.9 on the application form and that confirmation from the sponsor is provided with the researcher’s response to this provisional approval decision. 
 
The Committee requested the following changes to the participant information and consent forms:

Main PIS

6. Page 3, second sentence: please note that as well as the drug not being approved by Medsafe in NZ that it is not approved anywhere else in the work so as to give more information about the fact that this is an early phase study.  
7. Page 6, last sentence under the heading ‘Will you be paid for your samples (such as blood or urine) or medical information?’, the term “local doctor” is used. Please clarify whether that person is the participant’s own GP or own haematologist. 
8. Page 8: the committee noted that there is no pregnant partner/consent form and explained that if a male participant’s female partner becomes pregnant then the researchers need a separate pregnancy disclosure form that she can sign after the birth of the child. 
9. Page 10, last sentence, second paragraph, under the heading 11 ‘What if I withdraw from this research project?’  Please reword this sentence as the participant’s should be able to decide at the time of consenting to be in the study, that they want their research information collected, not before joining as is currently stated. 
10. Page 10, second paragraph: the Committee noted that the requirement for participants to pay for medications to address any study-drug related side effects seemed mean-spirited given this is an early phase study.  The Committee asked the researchers to have a discussion with the sponsor about this and to let the Committee know the response.  
Optional PG sub study 
11. Point 8 on the consent form (page 6):  Please remove this statement about pregnancy for female participants as it relates to the main study only and has no relevance to this optional sub study. 
12. Point 9 on the consent form (page 6): please state that this consent relates to the single blood sample, not samples, taken for this optional pharmacogenetic study only. 
 
Decision

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

· Please amend the information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para 6.22).
· Section 32 (6) of the Accident Compensation Act 2001 specifically excludes from ACC cover any treatment injury from any trial that is conducted ‘principally for the benefit of the manufacturer or distributor of the medicine or item being trialled’. If cover under the Accident Compensation Act 2001 will be excluded for the intervention study, investigators and study sponsors have responsibilities to ensure alternative compensation cover for study participants to at least ACC-equivalent standard. This may include earnings-related compensation. (Ethical Guidelines for Intervention Studies para 8.4).

This information will be reviewed, and a final decision made on the application, by the Chair and Dr Quinn.
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	Ethics ref:  
	17/CEN/12 

	 
	Title: 
	RA101495-01.202: RA101495 in Paroxysmal Nocturnal Hemoglobinuria 

	 
	Principal Investigator: 
	Dr Humphrey Pullon 

	 
	Sponsor: 
	Ra Pharmaceuticals Inc. 

	 
	Clock Start Date: 
	19 January 2017 


 
Dr Pullon and Mrs Wendy Thomas 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 ethical issues

The main ethical issues considered by the Committee were as follows. 

1. The Committee asked the researchers to refer to the discussion noted for application 17/CEN/11 as the points made and changes requested also apply to this second and related application.  
2. At the Committee’s request, the researchers explained the process for enrolment into this extension study. If a person goes through the initial study uneventfully then they will be eligible to move on to this extension study.  This approach allows the research team to recruit on the basis that this is not a stop start treatment and will be ongoing.  The Committee noted that the PIS is worded in such a way to suggest that the investigator is deeming there is a favourable response.  The researchers explained that they will have a safety monitoring committee that will meet and look at adverse events as a safety measure. The researchers noted that this extension study is less intensive will not have as close monitoring as in the initial phase.  There will be ongoing tests to look for the development of any late onset adverse events.  The researchers are looking for transparency about the availability of this drug via this extension study. 

Decision 

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

· Please amend the information sheet and consent form, taking into account the suggestions made by the Committee (Ethical Guidelines for Intervention Studies para 6.22).
· [bookmark: _GoBack]Section 32 (6) of the Accident Compensation Act 2001 specifically excludes from ACC cover any treatment injury from any trial that is conducted ‘principally for the benefit of the manufacturer or distributor of the medicine or item being trialled’. If cover under the Accident Compensation Act 2001 will be excluded for the intervention study, investigators and study sponsors have responsibilities to ensure alternative compensation cover for study participants to at least ACC-equivalent standard. This may include earnings-related compensation. (Ethical Guidelines for Intervention Studies para 8.4).

This information will be reviewed, and a final decision made on the application, by the Chair and Dr Quinn.


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:
	28 February 2017, 08:00 AM

	Meeting venue:
	Room GN.6, Ground Floor, Ministry of Health, 133 Molesworth Street, Wellington, 6011



	The following members tendered apologies for this meeting.

No apologies were tendered. 

The meeting closed at 5.30pm.
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