	
		Minutes





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

	Meeting date:
	07 April 2020

	Meeting venue:
	Via video conference



	Time
	Item of business

	12:00pm
	Welcome

	12:05pm
	Confirmation of minutes of meeting of 03 March 2020

	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 – 2:20
2:20 – 2:45
3:05 – 3:30
3:30 – 3:55

	 i 20/NTB/53   
  ii 20/NTB/63   
  iii 20/NTB/65   
  iv 20/NTB/66   
  (10 minute break)
  v 20/NTB/67   
  vi 20/NTB/68   
  vii 20/NTB/69  

	3:55 – 4:00
	General business:
Noting section

	4:00pm
	Meeting ends







Welcome


The Chair opened the meeting at 12:00pm and welcomed Committee members.

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 03 March 2020 were confirmed.



New applications 


	 1  
	Ethics ref:  
	20/NTB/53 
	 

	 
	Title: 
	Mimic reticulocyte control cells 
	 

	 
	Principal Investigator: 
	Dr Holly Perry 
	 

	 
	Sponsor: 
	Auckland University of Technology 
	 

	 
	Clock Start Date: 
	26 March 2020 
	 


 
Dr Holly Perry was present by video conference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This is an observational study which seeks to develop a more usable laboratory control for automated reticulocyte counts. This is the basis of a masters project at AUT funded by a Commonwealth Scholarship. The project uses human red blood cells labelled with Kode™ constructs which attach nucleic acids to make surrogate reticulocytes suitable for quality control.The laboratory work requires blood samples from 50 people with raised reticulocyte count. The proposal is to source these from the Middlemore Hospital (MMH) haematology section, through senior scientists working there. Samples will be taken to AUT, stored for a week, used in the test development and the residual returned to MMH for destruction.

Summary of resolved ethical issues 

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

1. The Committee asked what source of normal red cells would be used to attach the KODE™ “paint” to, which the Researchers stated would be from a laboratory volunteer in the group.
1. The Committee asked whether the samples being used from Middlemore are purely for the purpose of using them as controls, which the Researchers confirmed.
1. The Committee asked whether the Researchers had thought of using alternative sources of controls, e.g. commercial kits. They confirmed that alternative methods would be used if the present application did not receive HDEC approval. 
1. It was confirmed that the study would not be able to commence until after the government-mandated level 4 restrictions due to the COVID-19 pandemic were reduced.
1. The Committee asked if the student is employed at the MMH lab. The Researchers clarified that they are  a student at the AUT lab.
1. The Committee noted the ethical issue of using blood samples (as controls) that were collected without consent for research. The Committee noted that it would be difficult to consent the relevant patients, which the Researchers confirmed. 
1. The Committee suggested that it would not be necessary to use the unconsented blood samples, as the Researchers could take their own samples to the hospital laboratory for testing, and avoid the need for separate controls by using the routine reticulocyte counts obtained through automated and manual techniques as internal controls. The Researchers agreed to this approach.
By removing unconsented tissue from the study, the new design falls outside the scope of HDEC review as minimal risk observational research. 

Summary of outstanding ethical issues

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

1. The Committee advised that research using human tissue provided for clinical purposes would need to include a tissue management plan in the protocol, and if unconsented would need to be justified in accordance with the National Ethics Standards.

Decision 

This application will be withdrawn, and will not require HDEC review due to it not involving any of the following elements:

· Human participants,
· Human tissue collected without prior informed consent, or which is presented to researchers in an identifiable form,
· The use or disclosure of health information, except where that information is not identifiable and may not be readily linked with other data sets so as to make it identifiable.


	 2  
	Ethics ref:  
	20/NTB/63 
	 

	 
	Title: 
	A person-centre care model for psychotic subcontinent Indians service users at risk of diabetes  
	 

	 
	Principal Investigator: 
	Dr Rajendra Pavagada 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	26 March 2020 
	 


 
Dr Rajendra Pavagada and Dr Irene Zeng were present by video conference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This is a qualitative study based around semi structured interviews of Indian patients with psychotic disorders who have developed diabetes while taking an Atypical Anti-Psychotic Drug (AAPD). There are also to be interviews with a family member nominated by the patient, their GP or practice nurse and their psychiatrist or mental health nurse- all with the agreement from the patient. The aim of the study is to derive feedback on how things are going, what is going well, where the barriers are.
2. The reason for conducting this study in an Indian population is because their dietary habits are different, and they have the highest risk of developing diabetes on these medications of any ethnic group.

Summary of resolved ethical issues 

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

3. The Committee asked whether the participants will be patients under the care of any of the Researchers, and the Researchers said they would not be.
4. The Committee asked about all the participants involved in the trial. The Researchers explained that there will be interviews with a family member, as well as a caregiver/support person, and GP/nurse and secondary doctor. 
5. The Committee asked if the risk of participants relapsing into psychosis was significant. The Researchers clarified this is only a very small risk.
6. The Committee asked about one of the co-investigators who is involved in the qualitative interviews and analysis, and if she has training in qualitative analysis methods. It was explained that the investigator is a psychiatrist who will be recruiting participants, and that other investigators with expertise in statistical analysis will be conducting the analysis.
7. The Committee asked how confidentiality will be ensured, given the small community. The Researchers explained that the study is based in South Auckland where there is a large Indian population, however if either of the researchers knows a patient then that patient will be excluded from the study. 
8. The Committee asked whether study documents will be translated. The Researchers explained that they were not planning to translate documents, and felt that an interpreter using the English language PIS would be sufficient, as most Indians would have a basic understanding of English, and if not then of Hindi.
9. It was confirmed that the study would not commence until after the government-mandated lockdown due to the COVID-19 outbreak.

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 asked whether all participants will be able to consent for themselves, which the Researchers confirmed. It was clarified that interpreters will be available to participants, but that supported consent will not be required. The Committee asked for the terminology to be corrected in the participant-facing documentation.
11. The Committee noted that no safety information was included in the protocol. The Committee suggested that a cultural and personal support person should be available to participants, and that the protocol should outline how harm would be mitigated for both researchers and participants if a participant revealed something of concern. 
12. The Committee asked whether only those who have a network of family support would be able to participate, which the Researchers confirmed, and stated that they do not expect many patients to not have some family member who supports them. It was clarified that consent for the main participants, family members, primary doctor/nurse and secondary doctor will all be linked. The Committee asked for this to be clarified in the protocol and PIS.
13. The Committee stated that the protocol should consider how to mitigate the power imbalance between secondary care workers/professionals and participants. 
14. The Committee further noted that a safety plan is needed for risks involved with conducting interviews at home.
15. The Committee noted the sensitivity in asking participants about their support systems in the proximity of their families, and methods to mitigate this be considered in the protocol.
16. The Committee asked about the consent process. The Researchers explained that participants will first be contacted over the phone by their doctor and invited into the study. If they express interest in the study, they will then be asked to consent again on paper. The Committee noted that the terminology is confused, and that only the second contact should be referred to as consenting.
17. The Committee asked for the sponsor to be identified.
18. The Committee enquired as to whether service complaints would be referred straight to the HDC. The Researchers clarified that complaints about the study would be referred to a research manager. The Committee asked for information to be added to the protocol on how issues about participant’s healthcare would be managed. 
19. The Committee questioned the Researchers’ intent to use NHI data, and suggested using de-identified data with a key-code.
20. The Committee noted the Researchers’ response to application question R.6.1 asking about safety, and stated that offering a female or male interviewer if someone feels unsafe may not be sufficient, as they may have other safety concerns. The Researchers stated that gender is culturally important for Indian individuals. Nonetheless, the Committee asked for other safety issues to be addressed in the documentation.

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

21. For general guidance, please refer to the HDEC PISCF templates.
22. The Committee were only provided with PIS/CFs for service users, and consent forms for family and GP but no PIS, and neither for the secondary doctor. (These were sent late to the Secretariat and were not able to be reviewed by the committee prior to the meeting). 
23. The PIS for the primary GP/nurse and the secondary health professional may be kept as one, if it is made clear that it addresses both. 
24. Please clarify in each PIS whether participants will receive the study results or a transcript of the interview. 
25. Instead of referring to nicknames, please simply state that you will change the name that you refer to them as.
26. Please ensure that all risks are described in each PISs.
27. Please include a place on the main participant CF for the interpreter to sign.

Decision 

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

· To manage risks, researchers must ensure that:
· participants clearly understand the risks of harm associated with the research, and
· mechanisms are in place to adequately identify and manage harms that may occur at any time during the research, and the research protocol specifies these measures.
 (National Ethics Standards para 8.3)
· For consent to be informed, the features of the research design and any potential conflicts of interest must be communicated to the participants (National Ethics Standards table 7.1).
Researchers must identify and take steps to minimise the risks of any unequal relationship that might restrict a person’s freedom to choose to participate in research. (National Ethics Standards para 6.13)
· To mitigate the risk of re-identification, researchers should undertake the de-identification of data where possible (National Ethics Standards para 12.4).


	 3  
	Ethics ref:  
	20/NTB/65 
	 

	 
	Title: 
	A study assessing the pharmacokinetic similarity of Prolia-EU, Prolia-US and the trial drug JHL1266.  
	 

	 
	Principal Investigator: 
	Dr Paul Hamilton 
	 

	 
	Sponsor: 
	Syneos Health  
	 

	 
	Clock Start Date: 
	26 March 2020 
	 


 
Courtney Rowse and Dr Paul Hamilton were present via video conference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This is a bio-equivalence study of one form of Denosumab, which is used for the treatment of osteoporosis. The sponsor has developed a drug similar to Denosumab, and this study aims to test PK, safety, and production of anti-drug antibodies for JHL1266 against US and EU licensed Prolia (branded forms of Denosumab). 100 healthy participants will be recruited in NZ and allocated 1:1:1 ratio to receive a single subcutaneous 60mg dose of either JHL1266, Prolia-US or Prolia-EU. This will involve a 2-night inpatient stay and 16 outpatient visits.

Summary of resolved ethical issues 

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

2. It was confirmed that the researchers would not be starting the study until the COVID-19 alert level is lowered to 1 or 2.
3. The Committee asked about the Māori consultation for the study, which the Researchers explained is currently ongoing. 

Summary of outstanding ethical issues

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

4. The Committee noted that the compensation section of the PIS stated that injuries caused by Prolia are excluded from the compensation provided, and asked for explanation. The Researchers explained that the Sponsor had agreed to cover this. Please update the PIS accordingly.
5. Please inform participants that the medication may stay in their system over 5-6 months.
6. The Committee asked what information would be attached to lab samples, and the Researchers stated that it would be a unique study identifier and year of birth.
Please check that the information in the PIS reflects this at page 14.
7. Please remove the statement about stopping the study for commercial interests.
8. The Committee asked for clarification about the eligibility criteria in the PIS, and specifically about mental health issues. The Researchers explained that there is no particular known risks of exacerbating mental health conditions, however given the length of period of follow up, a mental health condition might affect a participant’s ability to stay in the study. The Committee stated that this does need to be listed explicitly in the PIS, but can be covered by a generic statement such as ‘inclusion is up to the investigator’s discretion’.
9. The Committee further stated that the exclusion criterion of skin conditions is vague. Please clarify why skin condition is a problem, with examples.
10. The Committee asked how incidental findings in screening would be managed. The Researchers explained that they would initially contact subjects to discuss the result, and then do a follow up test. If the finding is significant, it would then be discussed with the subject and referred to their GP. The Committee asked that this be explained in the PIS.
11. Please identify the locality of Lab Plus and Syneos Health in the PIS.
12. Pregnancy PIS: 
· please add a statement that participation is voluntary. 
13. Pregnancy consent form: please remove the reference to ‘legally authorized representative’.

Decision 

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

· Please amend the information sheet and consent forms, taking into account the suggestions made by the committee.


	 4  
	Ethics ref:  
	20/NTB/66 
	 

	 
	Title: 
	Efficacy and Safety of Benralizumab in Moderate to Very Severe Chronic Obstructive Pulmonary Disease (COPD) with a History of Frequent Exacerbations 
	 

	 
	Principal Investigator: 
	Dr Benedict (Ben) D.J. Brockway 
	 

	 
	Sponsor: 
	AstraZeneca Pty Ltd 
	 

	 
	Clock Start Date: 
	26 March 2020 
	 


 
Dr Ben Brockway, Jan Cowan, and Dr Natalya Makulova were present by video conference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This is an international Phase 3 study of benralizumab, a fully humanised monoclonal antibody directed at the cellular receptor of interleukin 5. Engagement of drug and receptor on the surface of eosinophils destroys the eosinophil. It has been postulated that this will reduce the occurrence of flares of airways inflammation in people with advanced chronic obstructive pulmonary disease (COPD). Few side-effects have been identified in previous studies.
2. The trial design is a double-blind RCT as an add-on to SOC, over 1-3 years depending on recruitment. Participants need to have moderate-severe to very severe COPD. 

Summary of resolved ethical issues 

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

3. The Committee asked if there are any issues that arise due to the drug removing eosinophils. The researcher confirmed that the drug will remove eosinophils, but there are no clear problems relating to this. The main advantage of eosinophils is to immobilise parasitic worms, which is not terribly relevant in New Zealand.
4. The Committee stated that most of the prior research is in asthma, where the dose was around a third of the dose in this studyThe Committee also noted that two other on-going studies in COPD had so far reported very few side-effects from this dosage, and asked if the Researchers were confident in those findings, which the Researchers confirmed. 
5. The Committee asked if the information about metal implants and CT scanning was relevant. The Researchers explained that metal degrades the image quality in CT scans.
6. The Committee asked about the upper age-limit for recruitment, which the Researchers stated is 85. The Committee asked what experience they had in using E-diaries in that population. The Researchers responded that they have found that if they train participants then it works well.

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 asked about the makeup of the DSMC and their meeting arrangements, and asked for this information to be put in the protocol.
8. The Committee asked what provision there is for those with English as a foreign language or for the visually impaired. The Researchers responded that there is often someone else in the household who can assist. The Committee asked for further clarity on how the Researchers will try to include those population groups.

The Committee requested the following changes to the Participant Information Sheet and Consent Form. The points below relate to the main PIS/CF unless otherwise specified.

9. Please correct the title of the genetic research PIS, which is currently labelled as “future unspecified research”.
10. The Committee noted that the information and consent for optional future unspecified biomarker research is currently within the main PIS/CF on page 10. The Committee asked that this be taken out and put into a separate FUR PIS/CF. It is however acceptable to mention in the main PIS that people will be separately asked about optional studies.
11. Please reduce the period for which samples may be stored in the Main Study to a more reasonable time. Samples may be kept for analysis for the purpose stated in the study protocol, but not for future research.
12. Please state that the cost of Pneumovax, as well as any transmission charges sending e-diary to the study team, will be covered by the sponsor.
13. Page 5: please state that positive HIV/hepatitis results are notifiable.
14. Please state the length of studyvisits.
15. Please proofread for technical terms/jargon.
16. Page 17: please amend the statement that participants must pay for remedies required to manage sideeffects from the investigational drug.
17. P17: please change ‘date of birth’ to year of birth or age, as this is less identifiable.
18. Consent form: please remove the yes/no tick boxes from the consent form for all statements that aren’t truly optional, i.e. those where a participant could select ‘no’ and still participate in the study. Specifically, please amend the option to retain data and the option for whether the participant’s GP is notified.
19. Genetic PIS: please add a Māori cultural statement for issues relating to tissue use (see the HDEC PIS template for reference). Please state that giving blood in a genetic study does involve more risk as it is potentially possible to identify participants.
20. Pregnant/partner PIS: please remove the information on contraception and what to use, as this will not be relevant
21. Pregnant partner consent form: 
· please remove the yes/no tick boxes from the consent form for all statements that aren’t truly optional.
· It is not legally possible to consent for a baby until it’s delivered. Please add a separate consent section to allow the mother to re-consent after the birth of the baby.
22. In the new FUR PIS, please amend the reimbursement statements to say that participants 'will' rather than 'may' be reimbursed. 
23. On each PIS, please include Maori health / cultural support details. 
24. Please state that participants can also withdraw verbally or via email, instead of using the signed withdrawal form. 

Decision 

This application was provisionally approved by consensus, subject to the following information being received:
· Please upload an updated protocol with greater detail about the makeup and functioning of the DSMC.
· Please explain how you will try to include visually impaired participants or speakers of other languages, especially with regards to the E-diary. 
· Please amend the 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 Miss Tangihaere Macfarlane and Dr Nora Lynch.


	 5  
	Ethics ref:  
	20/NTB/67 
	 

	 
	Title: 
	“Transcranial electrical stimulation for chronic low back pain.” 
	 

	 
	Principal Investigator: 
	Dr Divya Adhia 
	 

	 
	Sponsor: 
	 
	 

	 
	Clock Start Date: 
	26 March 2020 
	 


 
Dr Divya Adhia was present by video conference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This is pilot/exploratory triple blinded RCT of high definition transcranial infraslow pink noise stimulation (HD-tiPHS), which is a specific form of transcranial Stimulation (TCS). The study targets people with >3 months of chronic low back pain. This study builds on previous work by the same group – a 2015 study using a different type of TCS, a 2019 Southern HDEC-approved study using healthy volunteers which has enrolled 27 participants so far, and recently approved 2020 Southern HDEC study using participants with Alzheimer’s.
2. Measures will be taken at baseline, followed by 5 stimulation sessions a week for 4 weeks, with follow-up appointments out to 3 months, including a qualitative interview. 
3. The triple-blind is achieved by having an independent set up the machine to deliver stimulation or sham, and neither the treating researcher, assessor, nor the participant knows which one is delivered.

Summary of resolved ethical issues 

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

4. The Committee noted This study may not commence until NZ is back at COVID-19 Alert Level 1
5. The Committee asked about the triple-blinding in the study. The Researcher explained there will be one researcher responsible for designing and implementing the program software, another for measuring outcomes and adverse events in participants, and one for delivering the treatment. This is to reduce biases in the treatment by the treating clinician. 
6. The Committee asked if the device has been used before. The Researcher explained that the same device has been used in Dublin University in participants with Alzheimers to test the effect on cognition. The research team for this study is concurrently running a study in healthy participants and has seen no adverse effects. However, the device is not used in standard care yet. The device targets more specific structures in the brain than previous similar approaches. It is a new technique in terms of being high-definition, but similar techniques have been used for a long time.
7. The Committee asked how the recording of adverse events will be collated. The Researcher explained that the treating researcher will be collating AE after each session and at 1 months and 3 months follow up.
8. The Committee noted that in-clinic visits 5 days a week for 4 weeks is quite a large commitment, and asked whether the Researcher expects patients to commit to this.
The Researcher stated that they have done longer studies in the past with few drop-outs, however, this is a feasibility study, and the long time frame is needed as the intervention takes a while to take effect. Each treatment would last only an hour in total.
9. The Committee asked about the number of questionnaires. The Researcher explained that they are for follow up and baseline visits, and are for exploratory aims as well as feasibility. 
10. The Committee asked if it is anticipated that there could be an effect of this therapy on participant’s emotional state/mindfulness, which the Researcher confirmed, as they are stimulating an area of the brain responsible for emotional pain.
11. The Committee noted that the baseline measures require people to do 20 low-back bends, and asked whether this could inadvertently cause pain. The Researcher responded that this is following a protocol which has already been used in chronic pain population, and no problems were reported. They will also allow participants to rest between exercises. 

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 asked about safety monitoring in the study. The Researcher explained that the chair of school of physiotherapy chair the DSMC, but that it will be a full committee. The Committee asked for this to be clarified in the protocol.
13. The Committee asked who will be operating the machine, and who will be present to handle any adverse events. They further noted that no evidence of indemnity had been uploaded, and asked that a NZ-registered health professional operate the machine. The Researcher confirmed that a registered health professional will be present when the intervention is delivering, as well as a registered neurosurgeon or neurologist. The intervention will be conducted in the hospital, so other doctors will be around if needed.
However, the researcher who is not registered, but trained as a physiotherapist, would be operating the device.
The Committee noted that the participants may be  very pain sensitive, and there is a risk that they may be in pain for some time after treatment. The Committee asked for a NZ-registered health professional to operate the device, and for evidence of the indemnity of the employer to be uploaded. Please provide a written response from the research office, and consider making someone with professional indemnity the CI. 
14. The Committee questioned whether the level of compensation was fair, and recommended that a koha be given in addition to travel costs covered.
15. The Committee asked what expertise would be available in the case of a seizure, beyond merely halting the stimulation, as noted in the PIS. The Researcher explained that as the procedure will be done in the hospital there will be other health professionals on hand if needed, and that the risk of seizure is low. The Committee suggested that this could be worded better in the PIS, e.g. “in the unlikely event that this occurs, treatment will be stopped immediately”. Please also ensure that the resuscitation cart is nearby during testing.
16. The Committee asked for clarification about the sponsor of the study, and the Researcher responded that there was no sponsor. The Committee asked the Researcher to invite their research office to act as the sponsor for monitoring purposes.

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

17. The Committee asked what safety measures would be in place in case the questionnaires trigger any emotional/psychological adverse events. The Researcher explained that they might notifying their GP, or referring the participant to a psychologist if needed. Please add this information to the PIS, including a list of those who would be available to provide support.
18. Add contacts for participants to reach out to if they feel distress due to questionnaires. 
19. Advertisements: please state that there is only a 50% chance that a participant will receive the experimental therapy, and mention that there are other exclusion criteria.
20. Page 4: please explain the term “neuro-feedback treatment”. 
21. Please make clear that the after-treatment testing is only after the final session.
22. Please proof-read surveys for NZ language.

Decision 

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

· Please provide a letter from the DHB research office confirming their role as the sponsor of this trial, and confirming the professional indemnity covering any injury in the trial (or otherwise confirming the appointment of a new CI with professional indemnity).
· Please amend the protocol to clarify the makeup and arrangements of the DMSC, to include the provision of a koha/compensation for participant’s time, and safety procedures to mitigate harm for the event of a seizure.
· Please amend the 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 Ms Susan Sherrard and Mrs Jane Wylie.


	 6  
	Ethics ref:  
	20/NTB/68 
	 

	 
	Title: 
	Phase III study of belantamab mafodotin, bortezomib, and dexamethasone (B-Vd) versus daratumumab, bortezomib, and dexamethasone (D-Vd) in participants with relapsed/refractory multiple myeloma  
	 

	 
	Principal Investigator: 
	Dr Henry Chan 
	 

	 
	Sponsor: 
	GSK  
	 

	 
	Clock Start Date: 
	26 March 2020 
	 


 
Dr Henry Chan and Leo Gonzalez Perez were present by video conference for discussion of this application.

Potential conflicts of interest

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

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

Summary of Study

1. This is a phase III, randomized, open-label study evaluating the efficacy and safety of: bortezomib + dexamethasone in combination with the investigational medication Belantamab mafodotin (B-Vd); and bortezomib + dexamethasone in combination with daratumumab (D-Vd), in relapsed or refractory multiple myeloma. It is estimated to enrol  13 NZ participants.
2. Treatment options available for patients who have relapsed or refractory multiple myeloma in NZ  are poor by international standards. Although this is a clinical study, the comparator arm B-Vd has been approved internationally for relapsed patients. There is some evidence showing it to be more promising than the alternative arm D-Vdwhich is approved in NZ and used as standard of care in other countries.. 

Summary of resolved ethical issues 

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

3. The Committee asked if the Researchers have any concerns on clinical or patient bias, given that this is an open-label study. The Researchers responded that ideally they would like to do a blind study, but because the drugs are given at different intervals it would be hard to do so. However, as the outcomes are based on objective assessments, bias is unlikely.
The Committee asked about bias in patient reported outcomes. The Researchers explained that most patients will not have much exposure to either treatment, so will not be primed to report differently for one or the other. 
The Committee further asked if bias could arise in the assessment of progression-free survival. The Researchers explained that this assessment is done according to the criteria of the international myeloma group, which is based on objective laboratory results.
4. The Committee asked about the liver safety events, and what the difference is between the ‘rechallenge’ and ‘restart’ PIS documents. The Researchers explained that the ‘rechallenge’ PIS would be given in the event that the study medication creates a liver-AE. The study medication would then be stopped, and once it is ensured that the liver is back to normal, they would present the PIS to consider re-introducing medication with the participant.
‘Restart’ would be used when there are liver problems not related to the study medication. Treatment would be discontinued, then once thing are back to normal, the PIS would be given to the participant and treatment would be re-introduced with their agreement. 
The Committee asked if the sponsor’s approval would be sought, which the Researchers confirmed: if there is a reasonable concern that the treatment is causing toxicity, then they would also talk to the sponsor monitor in case they have relevant medical information. 
5. The Committee asked how patient-reported outcomes will be collected. The Researchers explained that they will use electronic tablets provided by the research team in clinic, or over the phone if participants are unable to come in to the clinic.
6. The Committee asked if translations of the information sheets would be made. The Researchers explained that they are currently excluding those who don’t have a proficient understanding of English, due to the complexity of the trial. However, interpreters will be available. The Committee asked for confirmation from the sponsor that patients would not be excluded due to difficulty in understanding the forms.

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 enquired about the consent process. The Researchers explained that the main PISCF describes main study, and is signed first; the optional genetic sub-study would be signed at the same time, if the patient wishes to participate. The second sub-study is for bone-marrow aspirate, then on top of that there is a PISCF for future research, both of which will also be signed at the beginning of the study, but are optional.
The Committee asked how the Researchers would ensure that all this information is understood. The Researchers responded that they would take care to explain each part to the participants, and that the optional forms can also be signed at a later time. The biopsy PISCF is contingent on participants’ condition worsening, and Researchers will only approach participants with that PIS/CF when needed. The Committee was satisfied with this, but suggested that the Researchers present patients with a diagram to ensure they understand the relationship of the sub-studies and their optional nature.
8. The Committee asked if the sponsor would pay if somebody’s sight has worsened and they need new prescription glasses. The Researchers agreed to clarify this with sponsor.
9. The Committee asked if Māori consultation had been sought, and the Researchers explained that the Māori reviewers required that they apply for ethics approval first.
10. The Committee asked about the incidence of relapsed or refractory multiple myeloma for Māori, which the Researchers agreed to look into.

The Committee requested the following changes to the Participant Information Sheet and Consent Form. The following apply to the main PIS unless otherwise specified.

11. Page 26: the explanation of consent for the study and future research is confusing, please remove this from main PIS. 
12. Please add that participants in arm A can’t wear contact lenses for up to 45 days after stopping treatment.
13. Page 8: please amend the sentence “you must not participate in another study” to “must not participate in a clinical trial” or “medicinal study”.
14. Page 18: rule 6 of the Health Information Privacy Code dictates that participant are entitled to access any health information that can be retrieved. The Researchers clarified that if information can be made available, the information will be made available to participants on request. Some data will be de-identified or pooled, and then will not be able to be retrieved. As the PIS refers to personal information, please remove “(subject to certain conditions)”.
15. The Committee asked about the policy to GSK policy to hold data for 30 years, and stated that the NZ privacy act says that personal (identifiable) information should be held for no longer than is reasonably necessary. The Researchers clarified that it would only be de-identified data that would be held. Please clarify that it is only “de-identified” data that will be held for 30 years.
16. Page 21: please remove any reference to US law.
17. Consent withdrawal form: please add a header/statement that using the form is voluntary, and that the participant can instead contact research staff directly to express their withdrawal.
18. Please add the GSK address (both NZ and overseas) to the front-page header of each PIS.
19. To the section regarding the funding of the study, please change “may be reimbursed” to “will be reimbursed”. 
20. Please add the Māori contact to each PIS.

Decision 

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

· Please provide a diagram/flow-chart outlining the consent process.
· Please provide a cover letter, confirming whether the sponsor will provide compensation if participants require new glasses prescriptions as a result of their participation, as well as the incidence of RRM in Māori.
· Please amend the 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 Mr John Hancock and Mrs Stephanie Pollard.
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Dr. Antonio Klasan was present by video conference 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. Botox has been used for a variety of conditions, including in plastics for children with spasms. 
2. This would be a pilot project, to be halted if there is no effect or any AE. Botox will be given in three shoulder girdle muscles to reduce the level of pain during healing of a fractured humerus which was not deemed suitable for internal fixation. The data for a postmastectomy study suggests that at one year there will be no difference, however should provide some benefit in the first 3 months.

Summary of resolved ethical issues 

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

3. The Committee queried what effect paralysing those muscles will have on fracture stability. The Researcher explained that these muscles aren’t expected to affect stability much, as the muscles insert below the fracture site. Paralysing the muscles in fact might reduce the amount of motion or micro-motion in the fracture site. 
The SOC used to be to operate on more of them than is now the case, it has been shown that surgery does not help in the majority of cases. SOC mostly is to use a sling so as to minimise movement, to prevent disrupting the fracture.
4. The Committee asked if the plastic surgeon’s protocol applied to other sites of the body, however the Researcher said that Botox had been used in a similar way to this study in the same area in women after mastectomy and reconstruction.
5. The Committee noted that the procedure would be done without any radiologic guidance and queried the potential for pneumothorax (collapsed lung). The Researcher explained that only participants with a BMI of less than 35 will be included, allowing a smaller needle to be used. A smaller needle should reduce the chance of lung injury.
6. The Committee asked for clarification that the Researcher would not be including participants who cannot consent for themselves, which they confirmed.
7. The Committee asked how participants with Botox hypersensitivity will be excluded. The Researcher explained that asking would be sufficient, as it would otherwise become quickly apparent upon application.

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 noted that the protocol involves injecting 50 times into the periarticular tissue, and asked how this will this be done so as to minimise risk of discomfort and harm. The Researcher explained that they have looked at the protocols of plastic surgeons, and this is the described technique. It could be excessive for the majority of patients, however it has been demonstrated that injecting a small amount in many sites has a greater effect. If 50 injections is too much it could be reduced to around 5, with a bigger amount of fluid per injection site. This would probably still allow an effect to be detected. The Researcher acknowledged that it is a novel technique for this condition, so they would have to work around this issue.
9. The Committee queried why a randomized control arm had not been included, given that the study is powered around a pain (efficacy) outcome. The Researcher explained that the study would not have enough numbers to have a powered RCT, so it was decided to do a safety trial first. However, to power it on safety they would need to find the incidence of injury, and previous studies with large populations found no AEs. 
The Committee suggested that if the study is focused on safety outcomes it would not need to be powered, as it is a pilot of a new indication. The Committee further expressed its concern about launching into a study of 30 participants without any safety data on that number of injections.
10. The Committee asked if the Researchers would be accessing patients’ clinical records, and noted that, as the Researcher is also the participant’s treating clinician, a clear distinction needs to be made about what is regular treatment and what is study treatment, and what information is accessed for standard of care and what information is accessed for research purposes (which is secondary use of health information). Please state clearly in the PIS that SOC health information will be accessed in addition to that provided in the study forms.
11. The Committee asked for greater information on the DSMC to be added to the protocol (who is on it, the meeting arrangements etc). The Committee asked that the DSMC meet to review the first few cases. An internal DSMC, supplemented by someone in the same discipline from a different institution, is acceptable.
12. The Committee asked how the Researcher would verify if participants had become pregnant, and suggested that asking participants would likely be sufficient. However, the Committee asked for the risks and benefits to be considered.
13. The Committee asked for the screening process to be clearly defined. This needs to consider the doctor/researcher conflict of interest, and separate those roles as much as possible, such as by having a research nurse approach participants first to ask if they are interested. This should be corrected in the application form at r.5.6.
14. Question P.4.2 of the application form asks about the issues for Māori taking part in the study, which were not addressed. The Committee suggested that the Researcher contact Helen Wihongi for Māori consultation, and that the incidence in Māori be investigated. 
15. The Committee stated that question P.4.6 was incorrect, and that ethnicity data needs to be collected.
16. The Committee asked about the cost of Botox treatment and who will be providing the funding. The Researcher explained that it costs only $10 per patient, and that they will be contacting Waitemata DHB to sponsor the study. No external sponsor will be sought.
The Committee asked for documentation of that cost.
17. The Committee asked for a script/commentary on how the pain scale will be used to make treatment decisions.

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

18. Please clarify how the additional x-rays or CT scans may differ from what is standard of care. 
19. Please state that you are excluding participants who are pregnant or who become pregnant.
20. Please make the number of injections that will occur very clear, as well as how long will it take for the procedure to occur.
21. Please clarify how long takes for botox to work. 
22. If data will be added to a registry, participants need consent to that and information about how that registry will be managed, whether identified/de-identified, needs to be added to the PIS. Make clear whether this is optional or not.
23. Please state that participants will be completing some forms, and that they should approach study staff if doing so is causing pain for them.
24. Please remove reference to study sites other than Waitemata.
25. Several standard sections and elements are missing from both the PIS and consent form – please refer to the HDEC template (https://ethics.health.govt.nz/system/files/documents/pages/piscf-template-feb-2020-270220.doc).
26. Please refer to participants as ‘participants’, not ‘test subjects’.
27. Please simplify or explain any technical language to ensure it is appropriate to the participant population.
28. Please clarify what is meant by the ‘treatment pathway’.
29. Please provide an assurance that the patient’s choice to participate or not will not affect their treatment.
30. Please clarify the risks of Botox in plain English.
31. Please make clear in the ‘benefits’ section that you are testing Botox, and that participants may not receive any benefit.
32. Please amend the section on confidentiality.
33. Please clarify who the sponsor for this study is.
34. The Committee noted that the data will be presented in a de-identified, rather than anonymous form. Please correct this throughout the PIS.

Decision 

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

· Researchers must minimise risks of harm. To manage risks, researchers must ensure that mechanisms are in place to adequately identify and manage harms that may occur at any time during the research, and the research protocol specifies these measures. Given the lack of safety data, and the Committee felt that the safety precautions described in the protocol were insufficient to meet this standard (National Ethics Standards para 8.4).
· The Standards set out the requirements for different types of Data Safety Monitoring Committees. For this study, the Committee requires an internal Data Safety Monitoring Committee with an independent member, given that it involves a novel invasive procedure with possible safety risks for participants (National Ethics Standards para 11.27 and pages 149-151).
· For monitoring of adverse events, the Standards recommend an interim report on safety and efficacy (National Ethics Standards para 8.4).
· Participants must receive the information that a reasonable consumer, in that consumer’s circumstances would need to make an informed choice or give informed consent prior to their decision to participate in research (National Ethics Standards para 7.15).
· Researchers must identify and minimise any conflict of interest or commitment (or perception of such conflict). The conflict between the CI’s interests as both researcher and medical practitioner need to be addressed to meet this standard (National Ethics Standards para 11.23).
· When considering how Māori can benefit from research, researchers should review the previous incidence, intervention rates, outcomes and prevalence (statistics) of the disorder under study (or treatment indication, if the research is a drug trial) in Māori (National Ethics Standards para 3.10).
· Researchers must collect ethnicity data, unless there is a valid justification why this is not necessary (National Ethics Standards para 9.10).
· Chapter 3 of the Standards sets out the requirements for various degrees of engagement with Māori. As a minimum, the Standards require that local Māori review is carried out for all research that involves Māori (National Ethics Standards chapter 3)


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:
	05 May 2020

	Meeting venue:
	Via video conference




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.


The meeting closed at 4:30pm.
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Member Name     Member Category     Appointed     Term Expires     Apologies?     

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

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

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

Dr Nora Lynch   Non - lay (health/disability service  provision)   24/07/2 015   24/07/2019   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   Present   

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