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Agenda

v’ Decision 1: Are protocols too complex? Do they need to be
simplified?

v Decision 2: How to best decide country selection in a clinical trial

v Decision 3: can technology be used to help assess and reduce
burden or will new processes and change management be
sufficient?

v Observations & Conclusions



The challenge of addressing unmet needs in Rare Disease Clinical Trials.
Methodology used to balance Science Needs & Operational Burdens
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Clinical Trial Country Selection
Combining all data variables tiering methodology to drive final country selection

) Define Trial Requirements
nfrastructure - Operations
Therapeutic Area Patient Population Regulatory Requirements

I
» Information & technology

» Country stability (economical
and political) Feasibility Assessment

» Logistics consideration

Country Health Care

» Regulatory Environment

> Medical structure / Epi Data Reimbursement Genetic testing availability Imaging requirements
reimbursements

» Experience in Clinical Trials
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Detailed Analysis and Scoring
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Financial Analysis & Stakeholder inputs
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» EPIdata
» Genetic testing availability
» Treatment availability

Final Tiering

Tier 1 (selected) Tier 2 (back-up) Tier 3 (not selected)




Recap:

@cision 1: Are protocols too complex? Do they need to be simplified? \
Yes!

Decision 1b: How can protocol complexity be assessed & when should
this happen?

« Key design elements (IE, Endpoints, Visits..) can be assessed quantitively

to provide directional insights
« Site and patient voice will give further insight into burden
 There is a “sweet spot” in protocol development for performing complexity

\ analysis




Applying methodology from planning through to protocol Finalisation
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Protocol development underpinned by real-time consideration of Real World Data

* Ongoing read-out

of Complexity
Indicators vs
industry standard




Technology, Process & change management

External data source

*Electronic medical health
records

*Patient funnel creation

In-house developed tool
ePatient & site burden
sEndpoint analysis
*Protocol complexity

External vendor for
Protocol Authoring

Study design burden cauates 12 maj s of d impacton (i) atient Burden
patients in a given indication. Once areas or higher burden are identified, study teams can develop mitigation plans around

any potential risks the burden may present to patient recruitment and retention.
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In-house developed info- Qualitative feedback to
graphic better understand
*Visualisation of key study participant perspective
visits

Key findings:
+ Thetotaltreatment length for this study is 24 manths,

Eligibility Criteria

+ Previous pediatric MS focus group highlignied p: Study Design Comparison i ies toii

work commitments.
+ Wfost visis are In-clinic and require overd hours 3738 of additional burden or inform potential change.
procedure requirements may add additional leve
* Acaregiver will be required for all patients participatin Inclusion | Exclusion Criteria

‘These findings may present a high potential barrier to p:

® kand Industry studies allow EDDS score up to 5.5
BIOEEN. rrecscireustsi anavea compared to 5.0 within this study
‘Align with industry requirements on relapse [ ]
‘within 12 and 24 months
F0Y  Aligned with Industry on minimum age of 10 years
for a paediatric MS trial
Maiority of medicine exclusion align across industry S
Endpoint Analysis measures the distribu well as thi ted time per Endpoint Analysis
procedure.
Procedures per Endpoint 73.8% of the total study time (37.3 Hours) is dedicated to Secondary and
. Exploratory endpoints
3
o i wdpoint:
« Sacmday + Pk sampling, adds 3.5 hours to visit time
: — * X-ray adds 30 mins to wisit time for patients and 1 hour for sites
o *  Consideration if required at all planned visit or reduced frequency can still
achieve secondary endpaint
‘ e, does last PK dose need to be 3 hours post dose or can this be reduced
* harry = MRI requirement falls within Exploratory categary.
: * MRl adds 45 mins ta patient visit time and 1 hour 15 mins for sites
e e = MRI requirements may add up to 7 hours to training requirements (including

assessment and calibration of equipment to study requirements}
Procedure Time per Endpoint (Hours) Consideration should be made if this assessment can be removed far this Cohort
. QOL, SOMT, and EDSS fall within Exploratory endpoints.
These PRO's add around 1 hour to study visits.
These PRO’s may contribute signifi i
bases on previous PRO training requirements)
Consideration should be made if these PRO's can be removed for this Cohort.
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EDDS is a primary endpoint in industry studies
compared to secondary/ exploratory within this

Aligned on relapse rate as primary endpoint - gy
Industry studies measure cognitive function as

MRI is & primary endpaint for one industry study

Benchmarking

Endpoints

study

secondary endpoints

i as secandary with others

H development endpoints not
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study design to that of industry studies.

STUDY VISIT
ROADMAP




Case Study — Study Visit Roadmap Example

V' Step-by-step visualization of burden per visit: Patient, Site, and Study
- @ - design.

& v' Developed for essential study visits

Activity

Patient arrives at site

MS Study Cohort A— W12, W24, W36, W48

Eligibility

erum/plasma collection for exploratory biomarkers Remain seated for 5 mins o
arrives at
site

Remain seated Urine Sample

for 5 mins A
urine pregnancy test Local lab
urinalysis ~>Central Ial

mn @ ome @ B 10mn @ Chiren'sDepression Raing ol
csws

urinalysis

lsparse PK safety
(Children’s Depression Rating Scale i s lite pragnaneytest

(C-S5RS urinalysis

Dispense Study Treatment
IConcomitant Therapy/ Procedures
[SAE Recording Exploratory
|AE Recording Safety
Review pregnancy test results

Secondary

Site Admin

Secondary e 9

Remain seated Review pregnancy test results
for 5 mins

25 min @
central Lab

180 min wait + 25 min, 70 min

e Blood Sample

2-3 hrs after dosing

Patient goes

ient goes home

Dispense Study Treatment

140 min

@ Primary Objective
e Secondary Objective

Total visit time for patient: 6.2 h

Note: unnumberedsteps may
happenin any order, as long as G Exploratory Objective
before next sequential # O safety




Recap:

/Decision 3: can technology be used to help reduce protocol complexity or\
will new processes and change management be sufficient?

« Technology can definitely assist in protocol simplification efforts, but
process enhancements and influencing stakeholders are also key

« All 3 elements are required to ensure a change in approach to protocol
design and to ensure reduced complexity

e Strong cross-functional governance is also required to hold all

\ Stakeholders to account /




Learnings, Recommendations and Observations

T

» Increased complexity relates to potentially longer

trial duration, higher cost, and higher patient and > Management support s critical, supporting

the implementation of the “simplification

site burden. _ :
mindset” to be promoted during governances

» A comprehensive understanding of the critical and committees to drive culture changes.

complexity drivers, including the number of

endpoints (primary, secondary, and exploratory), > Create a joint effort between Clinical

eligibility criteria, the schedule of events, and Development, Safety, PK, Clinical

types of procedures, is crucial for effective Operations, and any appropriate functions

protocol design & trial management. necessary during protocol design to apply

the proper tools and processes.
> Run a data-driven assessment to inform

complexity with scores and comparison >
benchmarks and utilize the results to drive
improvements. Key to be objective.

Implement tools and technology that can
“boost” the simplification mindset, using
metrics and burden scores to drive the
critical discussion and objectively assess

» Incorporate the patient and site voice into the }
complexity.

protocol design
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