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Global Health Working Group

* Raising awareness & supporting methodology researchers in LMICs
— Small project grants

— Attendance at International Clinical Trials Methodology conferences

Randomized Controlled Trial > Trials. 2022 Oct 29;23(1):918. doi: 10.1186/513063-022-06767-y.

Evaluation of cultural competency in a South African I GT m c

cluster randomised controlled trial: lessons learned — o

for trial reporting standards 2 o 2 2
Nandi Louise Siegfried ' 2, Sally Hopewell 3 4, Lesley-Ann Erasmus-Claassen >,

Bronwyn Myers ! 6 2

SER Contemporary Clinical Trials
P i) o
"X Communications

8 Volume 29, October 2022, 100959

The practice of pilot/feasibility studies in Community Engagement

. . €l Bristol Centre for Surg..

informing the conduct of HIV related Gl Briswl Centeforsurg.. (NN ) Sl ™
clinical trials in sub-Saharan Africa: A U\

2 N N
Ay Ny THE
N

] 1ev GLOBAL
scoping review HEALTH
NETWORK
CONFERENCE

et

:f‘cg Tenth EDCTP Forum m
Equity in research for health
7-21 Octob 1. Mapute. Mozambiaue & Virtua

er 202



= THE

E; .: GLOBAL zBurdelt Trust
=== HEALTH q% Global ) for Nursing
NETWORK ResearchNurses °

Global Research Nurses POStg raduate

Pump-priming grants 2023 for research I
workshops for nurses and midwives in D I p o m a
low and middle income countries

Your VOiCG Matte's. Deadline: Sunday 30 April 2023723:59?37'(Lmdon, UK) i n G I o b a I H e a It h

Maximum award length: 6 months (projects must be complem
30 November 2023)

Funding avalable: 14000, Maximum project award: £7,000 ] R esear C o

NERSITY oF
OXFORD

~ Towards Ethical Guidance to Protect
“Healthy Volunteers In Biomedical Research
: i
: . -
.-.‘- - R
i T s
- =_:,‘ » & ' * . e
- ‘ >
L) > S i
EN !nserm

Strengthenlng cllnlcal trials to provide hlgh-quall V]

ewdence ori halth mterventlons \ ‘

Strengthening clinical trials to provide high-quality evidence on health
interventions and to improve research quality and coordination

Implementation of the resolution on clinical trials WHA 75.8




A{TMRP Trial Conduct Working Group

Data Quality &
Monitoring

* Develop research ideas/projects
* Identify need for practical guidance
* Develop applications for funding

Medical » * Support each other’s research projects

Research

M RC Council
N I H R | National Institute
for Health Research

* Propose activities for dissemination & awareness creation
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Complex and alternate consent pathways in clinical

trials: methodological and ethical challenges
encountered by underserved groups and a call to

action

Amy M. Russell
University of Leeds

Victoria Shephe

Cardiff Univer
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SWAT 181: What is the impact on participant retention when an
electronic reminder is integrated into the design of a randomised trial?

Objective of this SWAT

1) To evaluate the effects of an electronic reminder, compared to no electronic reminder, on
participant retention in randomised trials

2) To evaluate the cost-effectiveness of an electronic reminders, compared to no electronic
reminder, on participant retention in randomised trials

Study area: Retention, Follow-up
Sample type: Participants, Patients

Estimated funding level needed: Low
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in callabaration with the MRC-NIMR Trials Mcthodalogy Research Partnership (TMAF)
Trial Canduct Graup welcame you te attend:

Webinar: Improving randomised
controlled trials through drawing: what
creative methods can teach us about
PFOCESS and outcomes

Presenter: Dr Jenevieve Mannell
Tues 27" April 2020, 1-2pm (GMT)
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IMPROVING RANDOMISED CONTROLLED TRIALS THROUGH
DRAWING: WHAT CREATIVE METHODS CAN TEACH US ABOUT
PROCESS AND OUTCOMES

Introducing the INCLUDE
Socioeconomic Disadvantage Framework

Join us as we introduce the new INCLUDE Framework,
developed to support trial teams to design and conduct trials
with and for people experiencing socioeconomic disadvantage.

Tuesday 24th January, 11am-1pm GMT
https://bit.ly/3VtBOqg
sherratt@liverpool.ac.uk
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Guidance

COMMUNICATION:
* TO CONSIDER FOR YOUR RESEARCH

LIST OF STAKEHOLDER GROUPS
Patients and the Public

Trial Participants

Health and Social Care Professionals
Funding Bodies

Industry

Scientific Community

N O w AW N -

Policymakers
* List of stakeholders may depend on type of
trial and trial topic.

A stakeholder group may be appropriate to
different stages of a trial. Communication
about trial may vary depending on the
progression of trial.

To join go to:

https://www.methodolo
gyhubs.mrc.ac.uk/about
/working-groups/
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Informed consent: methodological work

from around the globe

Complex and alternate consent pathways in
clinical trials

Julia Wade, Amy M. Russell, Vicky Shepherd
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Background

Trials Methodology
Research
Partnership
(TMRP)

Trials conduct
(TCWG)

Recruitment &
retention

Qualitative

research in trials Communication

Inclusion/diversity

Complex and alternate informed consent




Background

Complex and alternate consent pathways
within Trials research

* 23 members: trials methodology, healthcare
professions, bioethics, qualitative research,
social science

e Adults with communication, hearing and sight
disabilities

e Adults whose capacity fluctuates or is lost during a
trial

e Adults who lack capacity

e Adult and paediatric emergency and urgent care
trials




Background

Complex and alternate consent pathways
within Trials research

* 23 members: trials methodology, healthcare
professions, bioethics, qualitative research,
social science

e Adults with communication, hearing and sight
disabilities

e Adults whose capacity fluctuates or is lost during a
trial

e Adults who lack capacity

e Adult and paediatric emergency and urgent care
trials

Promoting interdisciplinary and cross-institutional collaboration to
address ethically / methodologically challenging issues for consent to
trials




MRC-NIHR Trials Methodology

Research Partnership Medioal
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Activities and outputs
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publications and content Seen ehanges
May 2022 - Further reading updated within the Informed Consent station.

ex p e rt S November 2021 - Content update within the Informed Consent station.

Informed Consent (ct-toolkit.ac.uk)

Make existing resources
readily available

Trials

Paper describing current comemw o

Complex and alternate consent pathways

C h d I I en ges dain d fLItU e researc h in clinical trials: methodological and ethical -

challenges encountered by underserved groups
and a call to actlon

|dentify topics for future st e oyt e et
research and funding bids
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https://www.ct-toolkit.ac.uk/routemap/informed-consent/

stopped from
choosing
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Communication

Stroke - Aphasia
Visual impairment
Hearing
Impairment
D/deaf

Learning disability
Brain injury
Dementia
Progressive
neurological
conditions

* Difficulties in
accessing and
understanding
information

* Difficulties in
communicating
wishes

* Communication
ability is
interpreted as
capacity

Skills &
confidence of
recruiters
Format of
information
Format to give &
record consent
Time & Cost




2 o . .
A Fluctuating Capacity
Causes Challenges
* Pain e Assumptions of fluctuating

* Medication effects

* Dementia

* Serious Mental Illlness
* Learning disability

* Task specific

mental
capacity

capacity

* Do our processes or
environments exacerbate it?

* Retention & Exclusion
e Unfamiliarity with legislation

e Multi country trials subject to
multiple legislation




./'RH/J‘L\\ * Reconceptualise consent - iterative & on-going

ﬁ\ Solutions not a one-off event

a’nt
\ﬁ ﬁ / e At what point should you revisit consent?
* Plan ahead — express wishes
Design with INCLUDE frameworks

e Co-production:

e Format of information, * Explore alternative formats
to express & record * Researcher/recruiter training
consent _
* Who takes consent? * Clear guidance
* Time of day  https://www.capacityconsentresearch.com/

e Environment

* At what pointin
research?

e Justify innovation in
methods

How could we
make it better?




Adults lacking capacity to consent - challenges

Gatekeeping — complexity of ethical and legal frameworks, paternalism

* Involvement of alternative decision-maker — personal or professional

|dentification, knowing preferences, lack of guidance, decisional/emotional burden

REC approvals — justification for inclusion, issues with consistency/accuracy

ITS UNETHICAL To NoT

COUECT ENIDENCE




Emergency trials in adults and children - challenges

Additional consent complexities in time-critical trials - essential to avoid delays

Parent/alternative decision-maker may not be present or may be distressed

e Research without prior consent (RWPC) may be permitted

Jurisdictional differences, contextual/cultural factors

 Complexity of ‘middle ground’ cases




Methodological innovations

* Researchers - NIHR INCLUDE Impaired capacity to Consent Framework

* Families - decision aid being evaluated in CONSULT SWAT

* Individuals — exploring ‘advance research planning’

* Adult emergency research — Perspectives Study guidance, COMITED video on RWPC
* Paediatric and neonatal trials — CONNECT guidance

* Informing bereaved families in RWPC — ENHANCE 0



Conclusions

Range of concrete outputs with ongoing research

Identifying other work in complex consent pathways in trials

Global issue with shared challenges and contextualised solutions

Requires collaboration — call to action!
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Incorporating patient values and preferences
into research consent

Tanya Symons, PhD
T Symons Associates Pty Ltd




Participant Information/Consent Forms (PICFs)

Random national sample of 248 interventional PICFs (without consent forms)

7/18 11/13

(Non-commercial/commercial) (Flesch-Kincaid Grade Level/SMOG)

Anti-XX is <0.7/>1.0u/ml ultrastructure subcutaneous formulation

_ relational continuity mediastinal mass
Correlative research

submaximal oxidative stress free radical injury

Symons T & Davis J. S. (2022). Trials, 23(1), 794-794.

®



Layered (Integrated) Consent

UK’s Health Research Authority Concept

1. New topic

2. More info on
PICF content

A Concise PICF/Discussion Optional Supplementary Information
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Simple, patient-centred PICFs

Focus groups tested UK ‘layered consent’
 SNAPCHAT: Low-risk trial (SNAP)
 |InFORMed Project: Other risk levels

Revised national template

Publish the methods and materials for
the focus (discussion) groups

Template released by HRA (version 1)
standard pack and should also be n verball

information prwdedmnepnﬂemmm m'é’,'l.’u
collection and use, additional risks etc.) can be relatiy
This also applies to pragmatic trials involving ‘unlicet
used outside lhelen'sdme(UKloenDeDrMIh
‘commonly used in some areas of medicine, particulé
care due to the absence of suitable licensed treatmer

Where the outcome data can be extracted anonymot
ocussed

. informed
{denifiable data andor r samples in addition to the inte
Thefolvwingns an example of a short Participant Inf

usedin a pragmatic bial conducted to compare two
Toutinely prestribed within the NI

[N.B. whilst the exar presented
mmusﬂlmmymm:nmnmm_m Plsmayusog

'We are inviting you to take part in a r

You do not have to take part if you do not wa
Please read this information which will help
Research Title: [e.g. A research study to tind out if [x]
[medical condition]].

IRAS Reference Number:

EudraCT No./EU trial number*/Other registry No. /4=
‘Why am | being asked to take part in this res
‘You and your doctor have agreed that you would benefitf
I)d "ﬂ[ ]lﬂh\"l

Consumer perspectives on simplified, 2
layered consent for a low risk, but complex
pragmatic trial

Tanya J.
Adam G,
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Methods:
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Do | have to take part?
No.

21 See the General Medical Council's ‘Good practice in prescribif
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e ueq-au by forthcoming EU Clinical Trials Regulation

Pleass check HRA PIS and consent guidance for
February 20 wd
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that further
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PICF with ‘sufficient information’

Nature! & dual Reasonably Reasonably Any available Research
purpose? of foreseeable foreseeable treatment duration and
the research x discomforts ] benefits alternatives \ impact?

or risks

! Including the voluntary nature of reseatrch
2 For some research, the dual purpose (treatment and generalisable knowledge)
> How research alters what would have been experienced in clinical care



Staphylococcus aureus

COMMON BACTERIA

Background to Staph aureus
bloodstream infections

Learn more about why we're studying treatments
for S. aureus bloodstream infections in the SNAP
trial.

+~  SNAP Trial Resource

%

SNAP

Staphylococcus aureus
Network
Adaptive
Platform

Background to SNAP

Learn more about why we're studying treatments
for S. aureus bloodstream infections in the SNAP
trial.

v SNAP Trial Resource

)

Patient Pathway

What does taking part in SNAP mean for
participants?

" SNAP Trial Resource




Ethics issues with long PICFs

The Nocebo Effect

Some people may choose not to participate because
they're scared off...

...people they might look at that and assume the survey
itself is as complex as the form ...a bit of a turn-off.

One 42-page PICF had a 13-page risk section

Section 2

2.1 What will happen if | don't want my baby to carry on with
the study?

You are free o stop your baby from taking part in this study at any
time without giving a reason and without affecting your daby's
treatment. Any information, including resuts from tests already
performed will be used in the study unless you ask for these data to
be destroyed

The study doctor or Consultznt in charge of your baby's care may
also choose to withdraw your baby from the study if they feelitis in
your baby's b2st interests

If it’s 12 pages long,

reads like a contract,

and | have to sign....
What are they hiding?

2.3 Will my baby's taking part in this study be keptconfidential?
All information collectad about your baby as a result cf taking part in
the study will be kept strictly confidential. All personal and medical
information will be kept in a secured file and be treated in the
strictest confdence. You may ask to see your baby's personal
information atany time and correct any errors if necessary.
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A REDCap Template For Tiered Electronic
Consent (e-consent) Framework

Tsaone Tamuhla

South African National Bioinformatics Institute
University of the Western Cape

South Africa
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Introduction

Move from broad consent to tiered consent

Shift to more collaborative research and data sharing among researchers

Foster ethical use of biospecimens and data in research

Ensure that participants give truly informed consent

? |
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Purpose of the framework

Designed to meet the needs of both participants and researchers by:

1. Providing a comprehensive list of information to include in the main

consent and withdrawal of consent documents

2. Providing a use case example of human genomic research language

that is easy for participants to understand

2
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Framework design

* REDCap allows for the standardization of data capture tools in
survey format

* We adapted the tiered consent model (Nembware et al., 2019)
with some modifications

* No centralized collection of data

* Framework template can be downloaded and imported into
REDCap (https://github.com/CIDRI-Africa/e-Consent-framework)

2
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https://github.com/CIDRI-Africa/e-Consent-framework

Benefits to participants

Why are we doing this study?

We want to study something called "genes". These "genes" are present in all of us and are the same in all parts of
our bodies. "Genes" are sometimes also called DNA, which is the name of the material they are made from. Genes
are responsible for why people in families are often more like each other, and different from other families. For
example, some families are generally taller or shorter than others. This kind of information is passed from both the
father and the mother to their children and on to their grandchildren, from one generation to the next. Some of these
genes may prevent some people from getting certain illnesses. Other genes may be one of the reasons why some
people get sick or have side effects from some medicines when others do not. We are still learning how genes might
contribute to different diseases, and how they work together with our lifestyle and other factors - such as our
environment or what we eat - to affect our health. We want to explore whether genes may affect (specific health
phenotype under study) in (specific target population if relevant).

What do we do to decide if you are eligible to be take part?

In our study, we want to learn more about [specific disease phenotype] in [target study population] so we are
approaching any person who fits this description because they are the type of people who we want in our study.

How many people will take part in the study?

There will [insert number] of participants including yourself if you agree to participate in the study.

2
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Benefits to participants

Sometimes what we find from a study like this might lead to new studies being done in the future. Can other
researchers contact you in the future to invite you to take part in other research studies?

OYes (O No

If yes, how would you like to be contacted? (O Telephone
O Letter
(O Visit
(O Email

Can my samples and information be used in research outside the country?

There is an international study that is combining the results from [specify disease] studies like ours that are taking
place around the world. The information from samples donated from everyone around the world will be made
available to researchers in a large data storage resource in Europe called the European Genome Archive (EGA) and
will be provided to other researchers who want to do more studies using the combined genetic and health
information.

We will ask you if you would like your sample and health details to be included in this international study - you do not
have to agree to join the international study, it is your choice.

Do you agree for us to share your DNA sample for genetic analysis together with your health information for
International studies being done to better understand [specific disease]? Your genetic data and health data may be
shared with other international researchers for other studies in the future

O Yes (O No

¢F3 FACULTY of
Soun e tsnas  UNIVERSITY of K@M NATURAL SCIENCES
Bioinformatics Institute 'o

UNIVERSITY ofthe WESTERN CAPE




Benefits to researchers

* Data is captured directly without the need for transcription from

paper to database

* Easier to identify consenting participants

Consent dashboard for diabetes

Do yot;
32':: - We would Sometimes,
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Event Study fui o+ g 'r‘e'sg:'(da :’ni h(“h
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pid event stud consent., | NG - e its to health informa ...
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v2 N
Data
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Benefits to researchers

Withdrawal of study consent

Page 1

PID

Withdrawal of consent

Date
Do you wish to withdraw your consent to participate in O Complete withdrawal
the entire study or parts of the study? O Partial withdrawal

Please state from which part(s) of the study you would like to withdraw your consent

Reason(s) for withdrawing consent

The participant is not obliged to give a reason, therefore if no reason is given type "none given"

Participant signature

SANBI

South African National UNIVERSITY of the
Bioinformatics Institute = WESTERN CAPE

FACULTY of
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Conclusion

Tamuhla et al. BMC Medical Ethi (2022) 23:119 E .
hattr;;l://;;i.cfrgf10.11gﬁl/‘;c; 291(?022—00860—2 BMC Medlcal Ethlcs

An e-consent framework for tiered i

®

informed consent for human genomic research
in the global south, implemented as a REDCap
template

Tsaone Tamuhla', Nicki Tiffin"**'® and Taryn Allie'

https://github.com/CIDRI-Africa/e-Consent-framework
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