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✓ Decision 1: Are protocols too complex? Do they need to be 

simplified?

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

✓ Decision 3: can technology be used to help assess and reduce 

burden or will new processes and change management be 

sufficient?

✓ Observations & Conclusions
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Agenda
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Methodology used to balance Science Needs & Operational Burdens

The challenge of addressing unmet needs in Rare Disease Clinical Trials. 
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Data Collection for 

Undefined Endpoints

Exploratory or surrogate 

endpoints

Study Procedures to 

support Data collection 

Burdens on patients and 

trial sites

Exploring new digital 

technology

Balancing logistics 

downstream effect

Eligibility 
Criteria

Total 
Endpoints

Primary 
Endpoints

Secondary 
Endpoints

Exploratory 
Endpoints

Digital 
Endpoints

Procedures
Patient 

Duration

Source 01 Source 02 Source 03

Study 
Count of 
Eligibility 
Criteria 

Total Endpoints Count of Primary 
Endpoints

Count of Secondary 
Endpoints

Count of Exploratory 
Endpoints

Count of Digital 
Endpoints

Procedur
e  Count

Visit 
Count

Patient 
Duration

Phase 2
Phase 2
Phase 3
Phase 3
Phase 3

Phase 2/3
Phase 2
Phase 4

Phase 3 OLE
Phase 3 OLE

Phase 2
Phase 2

Simplification impacts 

site and patient 

burden. Additionally, 

it facilitates 

enrollment, hence 

reducing 

timelines/costs. 

1 2
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Clinical Trial Country Selection

Infrastructure - Operations

Country Health Care

Patient population – Protocol

➢ Information & technology

➢ Country stability (economical 

and political)

➢ Logistics consideration

➢ Regulatory Environment

➢ Medical structure / 

reimbursements

➢ Experience in Clinical Trials

➢ EPI data

➢ Genetic testing availability

➢ Treatment availability 
Final Tiering

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

Financial Analysis & Stakeholder inputs

Cost & timelines Competitive Landscape

Detailed Analysis and Scoring

Epi Data Reimbursement Genetic testing availability Imaging requirements

Feasibility Assessment

Previous experience Patient Availability Site Capability
Regulatory 

Environment
Logistics and 
Infrastructure

Define Trial Requirements

Therapeutic Area Patient Population Regulatory Requirements

Combining all data variables tiering methodology to drive final country selection
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Yes!

Decision 1: Are protocols too complex? Do they need to be simplified?
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Decision 1b: How can protocol complexity be assessed & when should 
this happen?

Recap:

• 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
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Applying methodology from planning through to protocol Finalisation
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Several Rounds of Feedback
Complexity &

Burden Review

Targeted

Outreach

Initial

Check

Study Foundation Protocol Refinement

Business Strategy
Value and Access

 

Study Feasibility
• Clinical Lead Inv. Engagement
• Ad-Board for Patient Burden
 

Protocol Feasibility
• Patient Ad-boards
• Investigator Assessment of Protocol

 

C
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Protocol 

Simulation 

Protocol Simulation: 
Site and Patient Burden Assessment 
continues throughout the trial 

 

Ongoing read-out 

of Complexity 

Indicators vs 

industry standard

Protocol development underpinned by real-time consideration of Real World Data

Iterative analysis Protocol Assessment tool, providing 

Complexity & Burden Scores
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Technology, Process & change management
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Case Study – Study Visit Roadmap Example 
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✓ Step-by-step visualization of burden per visit: Patient, Site, and Study 
design.

✓ Developed for essential study visits
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Decision 3: can technology be used to help reduce protocol complexity or 
will new processes and change management be sufficient?
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Recap:

• 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

• Strong cross-functional governance is also required to hold all 
Stakeholders to account 
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Learnings, Recommendations and Observations
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Operations Culture and Stakeholder Management

➢ Increased complexity relates to potentially longer 

trial duration, higher cost, and higher patient and 

site burden.

➢ A comprehensive understanding of the critical 

complexity drivers, including the number of 

endpoints (primary, secondary, and exploratory), 

eligibility criteria, the schedule of events, and 

types of procedures, is crucial for effective 

protocol design & trial management.

➢ Run a data-driven assessment to inform 

complexity with scores and comparison 

benchmarks and utilize the results to drive 

improvements. Key to be objective. 

➢ Incorporate the patient and site voice into the 

protocol design

➢ Management support is critical, supporting 

the implementation of the “simplification 

mindset” to be promoted during governances 

and committees to drive culture changes. 

➢ Create a joint effort between Clinical 

Development, Safety, PK, Clinical 

Operations, and any appropriate functions 

necessary during protocol design to apply 

the proper tools and processes. 

➢  Implement tools and technology that can 

“boost” the simplification mindset, using 

metrics and burden scores to drive the 

critical discussion and objectively assess 

complexity.
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