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BACKGROUND METHODS

The framework was developed to help researchers guide the design and execution of RWD-based EC

« Randomised controlled trials (RCTs) are the gold standard for

evaluating treatment efficacy and safety. However, in certain studies supporting regulatory and HTA submissions at the point of study planning. The process was
situations—such as rare diseases or urgent therapeutic iterative and multi-sourced, integrating regulatory and HTA guidance, academic literature, and
needs—RCTs may be impractical or unethical. In these cases, stakeholder input. The process took a four phased approach:
single-arm trials (SATs) are often used, but their lack of a _ _ _ _
control group limits the ability to make causal inferences. « Guidance Collation: Review of 37 published documents from Regulatory and HTA sources, and
screening of 38 peer-reviewed publications (2018-2024) sourced from PubMed, Embase, Google
« External control (EC) studies using real-world data (RWD), Scholar, with the key words, “external control arms,” “real-world evidence,” “HTA,” and related terms,

particularly individual patient-level data (IPD), may offer a validated and supplemented by GetReal working group members

solution to construct comparator cohorts. EC studies are . o _

increasingly used to support regulatory and health technology ° Framework Design: .Development of a SU|tab|I|ty Decision Tree, 7-Step Operational Process and
assessment (HTA) submissions, especially in oncology and Stakeholder Expectations Table

rare diseases. Yet, methodological variability and inconsistent
expectations across healthcare decision makers have led to
mixed acceptance 2.

« Stakeholder Engagement: Facilitation of 3 workshops with a range of international attendees (n= 20—
25) representing regulators, HTA bodies, academia, industry, patients. Discussions focused on scoped
topics for inclusion in the framework including suitability, data sources, and bias mitigation.

« To address this, the GetReal Institute members developed a
framework, reviewing RWD-based EC methodologies and
stakeholder guidance. This framework aimed to consolidate
and summarise methodological guidance and expectations to
improve the concordance and clarity of methodological LI M ITATIONS
guidance for EC studies using RWD. The framework will be
updated over time as updated guidance is issued from
healthcare decision-makers

« Validation & Refinement: Confirmation of framework within expert focus group (n=6-8) and final
validation review conducted by the GetReal Institute members on distribution of the final draft

« The existing guidance used to inform the framework was identified through a pragmatic literature
search, with no systematic review conducted. The framework had limited direct input from Regulators,
with HTA representatives acting as the main contributors to the development.

RESULTS: The Framework is structured around 3 pillars Decision tree to consider whether an EC is suitable

for your study:

Pillar 1: EC Study Suitability Pillar 2: Decision-maker Requirements
. . C - .. i Assess whether other study
« International Council for Harmonisation « Healthcare decision-maker expectations vary 1. 1s the purpose to generate | No types may be appropriate
guidance recommends EC studies when: across regulators and HTA bodies; sponsors must comparative ?Vldence? (i.e. > (e.g., descriptive
- Treatment effects are expected to be large. align study design with evidentiary needs early in the | make causal inferences) predictive, etc.)

planning. Phase.
« Comparative table mapping guidance from major

« Disease course is highly predictable. Yes
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| ohdpoinis are objective. authorities (FDA, EMA, NICE, HAS, CDA-AMC, T DY | Mo [
« Impact of baseline/treatment variables is PMDA, etc.) across core EC dimensions: . Y > FUCIng
ll-characterised. _ against selected | comparator(s) of interest
_ We _ _ _ 1. Data Quality comparator(s) of interest?
) PUb“shed gwdanrc]:e |sE\(l:ar|az!e and . .+ Data sources should be fit-for-purpose, Yes
Inconsistent on when EC studies are appropriate; representative of the target population, and contain : —
this framework introduces a structured decision-tree kev variables Consider if a low
to support early-stage evaluation of feasibility. y S 3. Is the treatment of interest | o | intervention clinical trial or
- Decision-tree developed to help rule out more 2. Data Logistics It pre-zizpreel [z, et g neEeREHnEEe @ el el
suitable study types (e.g., RCTs, head-to-head  Ensure data governance complies with local laws established in RW practice)? study can provide the
observational studies. and MAIés) and protocols are made publicly available. required evidence
before considering EC studies. 3. Design and Analytical Approach | Yes
« Healthcare decision-makers vary in evidentiary -+ Emulate target trials and clearly define research 4. |s individual patient data
expectations; the decision-tree is agnostic to questions and corresponding estimands (e.g. ICH (IPD) available from RWD or | . | Consider analysis with
regulatory vs. HTA use cases. estimand framework), with a clear, prespecified a historic clinical trial for *| aggregate data (e.g. MAIC,
- Data availability matters: Preference for individual ~ Statistical analysis plan (SAP) SENIDNS UEEIEE Wi ine MR @t HEEEEE i Sl
patient-level data (IPD) over aggregate data should 4. Engagement Strategy colie i) .
be considered based on feasibility and evidentiary Early engagement with regulators and HTA bodies is . y Yes
needs. critical to align on EC justification and study design. 5. Consider EC study and
proceed with feasibility
Pillar 3: Design and Data Principles assessment of IPD

 When an EC is considered, appropriate attention to design

and conduct may help reduce bias. Design and data principles: Implementation of an EC

- Step 1: Define objectives and engage with healthcare Suitability ! 1. Define study N 3. Data N
decision makers to specify key elements like target decision-tree : objectives and 2. Define ‘ideal Landscaping and 4. Refine ‘ideal
: : . | EC study - study design
population, comparators, and endpoints. Use frameworks like Suitability of an [ engage feasibility
PICOT to clarify objectives. EC confirmed | Translate evidence Consider whether EC
« Step 2: Define ‘ideal’ target trial and identify key study Cons N scieriﬂzgirg'zr;i?vg]stoand || Identify key study | Identify and assess | still suitable and
design parameters using the target trial emulation onsider EC engage wi’:h HTA and design parameters existing data sources feasible possible
framework. prsc;tﬁggda\rllv(ijth regulators adaptations
« Step 3: Conduct data landscaping and feasibility feasibility m
assessment to identify suitable data sources, ensuring assessment of
statistical robustness and alignment with healthcare decision IPD PICOT, Target Trial Target Trial Emulation NICE RWE
makers. Emulation Framework flr?avrvnlg\:‘vr(:r:e [\:lvloCrE framewg;lﬁz DDataSAT,
« Step 4: Refine ‘ideal’ target trial and objectives

following assessment of data sources, identify feasible
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interpretation
and reporting

6. Data curation
and pooling

study design and Common Data Model protocol and SAP
analytical methods to align the data for should be

analysis implemented in the
dataset analysis

STaRT-RWE,

protocol and SAP

« Step 5: Develop a comprehensive study protocol and
SAP, detailing how bias, confounding, and missing data will be
addressed, with clear documentation and transparency.
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« Step 6: Ensure high-quality RW data, use a common data
model, document processes, and consider linkage for
enhanced analysis.

HARPER, NICE RWE

framework, CMHP CONSORT,
Missing Data STROBE

« Step 7: Analyse data securely, document decisions,
leveraging guidelines, where available. Tailor reports for
healthcare decision makers.
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