CLINICAL STUDIES
DESIGNED WITH
PATIENTS - THE
EURORDIS
COMMUNITTY
ADVISORY
BOARDS (CABs)

ABSTRACT: When developing a health technology
requiring clinical studies, developers institute
working relations with clinical investigators. Patient
representatives can also create and manage
advisory boards with product developers. Inspired
by the model of HIV research in the 1990s,
EURORDIS proposes a programme of CABs.

EURORDIS invites developers to sign a Charter for
collaboration with patients in clinical research, and
provides guidelines together with a mentoring and
training programme. CABs help set the agenda with
the developer, work on topics such as study design,
feasibility, Informed consent, site selection, QoL and
PROMs, and organize the meetings. Discussions
cover compassionate use, pricing, relative efficacy,
etc. There are confidentiality arrangements and
minutes are taken. There are regular
teleconferences for trainings and action plan
updates.

As of 2019, 5 disease-specific CABs exist of
approximately 12 members each and others are
being formed. We have started to work on the
metrics of markers of success. Evaluating the first
surveys from 14 distinct CAB meetings with 19
companies shows that this form of shared decision-
making is valuable as well as ethical for both
parties.

Working relations continue, even when discussions
become heated. All show interest in the co-creation

ossibilities of such collaboration and we look
orward to measuring change via a Tracker. Patients
see the utility and dedicate significant time and
effort to this initiative during the year (with at least
two gruelin%face-to—face meetings plus work and
trainings in between). One CAB member
commented, “CAB members can contribute quite
more than | expected”. One sponsor suggested that
they have a “renewed enthusiasm for a patient
centric research and development.” This patient
engagement programme, with collective thinking
and exchange between patients and a collaborative
mentality from both sides, ensures high quality and
constructive dialogue with researchers and
developers, and can eventually inform both HTA
and regulatory decision-making.

Why monitoring and evaluation?
To enhance the collaboration?
To show that the collaboration made a difference?
To learn about value from different perspectives?

To understand the factors success depends on?

Analysis and use of data:
Individual data and (success) stories?
Average scores of all CABs?
Compare across sponsors/CABs?
Study the relationships between results?
Track change over time?

To report back to partners, internal use or also external?

 Expected outcomes
* Trial quality will improve
* Patient interest in research will grow

* Chances of a positive outcome of the
trial/development due to

* Better design, smarter comparator, patient-
friendly practical aspects

e Patients are retained, ie due to better info flow,
better follow-up of SEs

* Regulators and HTA can make better and faster
decisions (better-defined QolL, PROMs, etc)

* Next steps
* How to measure achievements?
 Are the measured outputs the correct ones?
* How to verify?

“(G)enerating knowledge through engagement with patients”, according to
Sean Wasserman, a young ally of TAC in the ‘90s who became an
epidemiologist-turned-clinician in South Africa. “I loved the experience of
generating knowledge through engagement with patients, and was
immediately drawn into a new world of medical research”, he says.
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What EuroCAB patient participants feel about the collaborative

activities through 2020

Q8: How useful was the meeting with Company B?

i Click to add text

“Great hopes with (their) compound, (they) need
‘ CAB advice for clinical development”

“We gave them many comments that may affect
their plans”

“(They have) a great and promising pipeline, but it
feels a complete new area, with many hurdles.
Hope we didn't discourage them to much, as | could
also see a lot of hurdles from (our) perspective,
and, if they can take them into account, it can really
improve their product.”

How useful was the meeting with Company D?

i Click to add text

What were the three most valuable things you learned at the event

(over the four days)?

1. Development plans of Company B and the impact we can have 2.
The possibility to prepare a reply to Company D re: access 3. A cross
experience with 4 sponsors that can help (us be) more efficient in the

1. Hope for all patients! 2. CAB makes a difference 3. Together we
know more

First the new researches and trials ... for all patients. Secondly, the new
(options). Lastly it's very important to have a negotiation to obtain a
lower price for (products) in Europe.

approval processes 3. (Company C treatment) shortage
known across Europe

New options
Fundamentally for me, | was pleasantly surprised at the
quality of the engagement. It didn't feel like there was an

mpanies )
) R - us and them mentality and | felt fzual to pharma.
are really interested in the opinion of the patient. 3. That all the Y = P

medication that a ... patient has to take daily remains a serious burden.

1. Sometimes it is also difficult for companies to achieve certain goals

[ 1. first results of (new) therapy, 2. discussing [

L burden of treatment with Companies Band !
1. The advancement of Company A 2. Company B - where they stand 3. I € 3. slow progress of reimbursement for

how they regards us. Company D (but still too slow)

How much influence, if any, do you think your involvement had on the
research questions of Company B?

| Click to add text

How much influence, if any, do you feel your involvement had on the

future (research) of Company D?

| Click to add text

Should we have changed and/or adapted something?

I am not so happy with the (space itself). .... | also liked
when there was a microphone for everyone as we had
in the other hotel ... This is much easier for the people
joining online ( and If it rains AA),

The work with Company A should be the example for all

Now | feel more and more the value of the Tracker and 'named’
persons who take extra interest for a company, this deepen the

Microphones for everyone and purpose-built conference facilities

2) No's and (1) | don’t know
would work well but even without them | felt included and able to 2) nd (1) now

How much did you feel trust, honesty, transparency, shared learning and
a give-and-take relationship with Company B?

How much did you feel trust, honesty and transparency, shared learning
and a give-and-take relationship with Company D?
Click to add text :

“(Their) delegates seemed to be

delivering the message from their

management but do not seem to be keen
e

A great deal
(to) change their strategy based on th:
ot CAB opinion.”
A moderate
amount

“| say a moderate amount. Not because of
the atmosphere ..., they are friendly and
‘open' as far as possible, but because they
cccccccc hare much ‘real' information from
the company.”

Has your involvement in the CAB changed vour life / work in any way?

It gives a better insight from (a) patient as well as company perspective

Yes. knowing what is happening in the pipelines and trying to affect
Yes, it is valuable to put this kind of effort in an area the people that make the decisions.

(where) you usually feel 'powerless'

It has changed everything. My relationship with my care team Yes, feeling more involved
improved dramatically, | am much more involved in the fight against
(the disease).
(1) Not |
(1) Not y
(1) Not muc h

From the surveys we see a general satisfaction with the engagement. There is a broad desire to work together closer and more often on specific areas,
areas that can be followed through a tool like the Tracker (see below). This requires a high level of commitment from the CAB to do this work. CABs in and
of themselves are a serious committment from the patients’ side to be more involved in the design, running, analysis and reporting of clinical research.

What EuroCAB sponsor participants feel about the collaborative

activities through 2020

How useful was the CAB meeting with the patients/patient
representatives?

i Click to add text

Will you be able to make clinical study programs more aligned with
patient needs?

i Click to add text

{ Click to add text

include the patient and care-giver voice. 3. Renewe: d enthusiasm for

1. Emphasis on impact of treatment burden, shorter more
patient-centric research and development

frequent treatments are likely to be more acceptable ..., and

flexibility is desired. 2. Better understanding of the adolescent and
pediatric population behaviors and needs when it comes to dosing
with an inhaled therapy and adherence. 3. Better understanding 1. How ... impacts all aspects of patients’ lives and the perception of

of the unique aspects of conducting ... studies in Europe and how  the patients and their relatives to the disease. 2. What is necessary to

regional and country level patient advocacy organizations operate  improve the patients conditions
and interact.

| was impresse: d by the great professionalism of participants;
difficulties to stay compliant for patients; importance to understand
the rationale of all treatments

1. The importance of developing pre-clinical information in
easy-to-understand formats, as well as later-stage lay

to do due to the lack of knowledge of non-specialist
clinicians 3. The importance of clarifying, simplifying and research. 2. Partner on access, early on. 3. The ... patient community
making the language more empathetic with regard to “side has many questions regarding how the upcoming (treatment) fits
effects”/"adverse events”/"well-tolerated" together with the (treatments) that are already approved.

1. The importance and relevance of such interactions. 2. How best to

Will the meeting help you inform research goals?

i Click to add text

Very
s _

Neither likely

nor untikel!

Will these CAB meetings help you demonstrate the value of the
product(s) to the regulators?

Click to add text

Will there be follow-up, a continued relationship with the CAB?

We will continue to seek guidance from the
CAB throughout our development program

It is important for (us) to continue the
relationship with the CAB as a way. to g
feedback from patient expert about their nee
and expectations and how these can be
integrated into the way we do research,
whether clinical or observational.

et direct
ds

1. Both the CAB and we want to find a workable way to collaborate on

Have you identified distinct patient-relevant outcomes?

i Click to add text

Will these CAB meetings help you demonstrate the value of your
product(s) to HTA Agencies?

Click to add text

A great deal
et -
A moderate
amou

What actions or changes are you planning to work on during the coming
3 — 6 months based on the input of the CAB members?

| Click to add text

Refine the protocol design for our Phase X study, further investigate
options for administration of drug to pediatric patients, investigate
other nebulizers and whether they would be suitable for use with our

(A) integrate the CAB's input and ask for further input in the
development of new patient support materials; (B) foster the
reflection within the company on ways to collaborate on research
(including on therapeutic areas beyond CF); (C) foster reflection within
the company on early engagement, including on how we approach
value

Identify opportunities for co-production in healthcare

A memorandum of understanding to clarify the goals and objectives of
this collaboration, especially as we potentially broaden the work to
look at other compounds
Further discuss potential collaboration for research, improve ways in
which the company share information with patients groups

Action plan in place to address concerns inside Company D. Focus on
early engagement where possible to support (treatment).

The satisfaction and desire to continue working can be clearly seen. From the sponsors’ side, the compliance and legal issues of being able to follow up
closely is a barrier, while in areas that can be followed over time a tool like the Tracker (see below) is used. This requires a higher level of commitment
and buy-in not only from those in the room, but from decision makers who are often not in the room, along with the compliance and legal teams.

The Tracker - a tool to follow the agreed-upon changes over time

Our success tracker SO |
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The below goals apply to all of our CAB meetings. They should be reviewed as a first point of call

before all upcoming CABs, prior to sétting specific goals for that meeting.

As far as possible, make sure that our specific goals for individual CAB meetings are in-line with
these overarching goals.

CF CAB Goals
Give input about PROM and review
Clinical Trials / i in X9
Research
QoL /
PROMs
Access
A
Patient Support / Organize X training sessions to CAB i - EURORDIS
Commurioation | members before 20 X % EURORDIS

' Our goals for the [Company] [date] CAB}» %

eeeeeeeeeeeee , we should capture our specific goals for the meeting on these slides.
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Because Clinical Research is an extended process, we need long-term documentation to record milestones and timings. The CFE CAB has developed this

tool.

Some early learnings from EuroCABs thus far

EuroCAB has seen various learnings and changes through the meetings as well as the follow-ups. Above, in the
graphs, we outline some of them: ie, the three most valuable learnings CAB members and sponsors take away
from the meetings, sponsors’ perceptions on if the meeting helped to inform research goals, their perceptions
on ability to identify previously unknown patient-relevant outcomes and actions or changes sponsors are
planning to work on in the near future. The impacts are more long-term but a vital part of this endeavor, where
we hope to measure, amongst others, sponsors’ perceptions on if the CAB meeting will enable them to make
clinical study programs more aligned with patient needs, sponsors’ perceptions on if the meeting helped to
demonstrate the value of the product to the regulators/HTA agencies, the willingness to continue collaboration
by both sides, and the change in personal life or company.

Examples of success: The CF CAB uses the Tracker above after each meeting, so that items can be followed up,
measure how the CAB’s input is used, etc. It ensures that the relationship is monitored and evaluated. They have
worked extensively on reworking various Informed Consent forms as well as patient communication leaflets to

various SPONsSofrs.

The Duchenne MD CAB has succeeded in: reducing the number of biopsies in three separate cases; reducing the
number of tests and questionnaires in several studies; reducing the length of placebo to 1 year in one study, 6
months in another; improving the randomization ratio to placebo from 1:1 to 2:1, and in one case 3:1. They
have convinced the majority of companies to share placebo data after the study, and to consider making
individual patient data available to families.

The Cystinosis CAB discussed with a company the urgent necessity for their children to not stop their current
successful therapy two months before administration of the investigative therapy. After some reflection the
company revised the protocol where the previous therapy did not need to be stopped before day 0.

In order to do this more empirically, we need the buy-in not only of those present in the room but a long-term
commitment to see this through from a corporate side. While a sponsor’s goal is to get a product approved, the
CAB’s goal is to get the best product and information quickly and responsibly, and EURORDIS’ goal is that this
type of collaboration not only works but is measurable, presentable, and repeatable. In the coming months,
with the help of PARADIGM, we hope to finalise the metrics and evaluation, and continue.

In the past three years, EURORDIS has co-hosted 14 Community Advisory Boards with 19
sponsors on >35 products in 4 disease areas. Besides Tuberous Sclerosis Complex and Systemic
Sclerosis, CABs for Cystic Fibrosis, Duchenne Muscular Dystrophy, Lymphomas, Cystinosis and
HHT have all started. We expect to start new CABs in 2020.

R Camp, Patient Engagement Senior Manager, EURORDIS; F Houyez, Information & Access to Therapies Director
& Health Policy Advisor, EURORDIS. #EUROCAB #ISPORorg #ISPOR2020 #ISPORannual

Special thanks for thoughtful input to our PARADIGM partners at VU-Athena, Amsterdam, NL
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