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• The journey from drug discovery to patient access is a multifaceted process with

two crucial milestones, marketing authorization (MA) and pricing & reimbursement

(P&R) approval.1,2

• Regulatory agencies primarily aim to verify the safety and efficacy of drugs for

their intended purposes.

• HTA agencies focus on drug effectiveness, uniqueness, comparative prices, and

the severity of condition. Although HTA dossiers differ between countries, there

are common requirements across these dossiers that are submitted by

manufacturers.3,4

• Understanding the role of Real-World Evidence (RWE) to provide relevant clinical

evidence and identifying the challenges when submitting RWE would help finding

solutions that meet the HTA agencies’ requirement; therefore, leading to early

acceptance of the drug, which would help reduce the clinical impact of this delay.

• TLR1 included guidelines and systematic reviews (n = 4 each), retrospective

database searches and webpages (n = 3 each), commentary papers, and surveys

(n = 2 each), and book chapter, analytical framework, annual report, and multi-year

annual metrics study (n = 1 each).

• TLR2 included descriptive reviews (n = 21), followed by webpages (n = 5) and

cohort study, systematic literature review and a template for planning and reporting

(n = 1 each).
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• Two Targeted Literature Reviews (TLRs) were conducted:

- TLR1 focused on the clinical impact and reasons for the gap between MA and P&R of medicines.

- TLR2 focused on identifying the ways RWE can help address these gaps.

• Both TLRs were conducted following the standard methodologies for conducting and

reporting systematic reviews as recommended by the Cochrane Handbook for

Systematic Reviews of Interventions.

• Relevant studies for both TLRs were identified by searching Embase using

predefined search strategies via the Ovid platform on April 26,2023. Additional

records were included from external keyword searches on Google Scholar and

PubMed that address the objective of the review.

• Studies reporting on any disease area, intervention, or comparator with outcomes

(such as any reported cause of gaps between market authorization and

reimbursement of medicines or clinical outcomes due to gap, or outcomes that

illustrate the role of RWD in addressing challenges related to the gaps between

market authorization and reimbursement of medicines) of interest were included.

• Searches were also conducted in the French Haute Autorité de Santé (HAS) website

in France and the Gemeinsamer Bundesausschuss (GBA) in Germany to identify

reimbursement submissions in which RWE has played a role in achieving a positive

decision.
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Figure 3: Overview of the reasons of delay in achieving HTA approvals. 7-12

Figure 1: PRISMA diagram (TLR1 - Impact of gap between MA and P&R;

TLR2 - (Use of RWE to address gaps between MA and P&R)
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Figure 4: Ways RWE can be utilized in HTA submissions
Documenting the delay between market authorization and drug reimbursement

• Patient Waiting to Access Innovative Therapies (W.A.I.T.) indicator 2022 survey

highlighted that the average time to reimbursement for innovative treatments

across Europe was on average 517 days with variations from 128 days in

Germany and 508 days in France.

• The expected time to receive an HTA approval varies widely among countries.

Spain, for instance, contends with a protracted reimbursement timeline of

approximately 629 days, a reflection of the involvement of multiple agencies in the

evaluation process.5

• Delay of access to treatment in prostate cancer patients eligible for abiraterone

resulted in 55,853 non-treated patients, which would indicate a loss of 18,152 life-

years across Europe for abiraterone non-use.6

• Delay in HTA approval is majorly due to the lack of evidence that support the

added value of the drug. Hence, HTA bodies end up requesting additional data

during the approval process.

• Further reasons include the lack of safety and efficacy data from the submitted

clinical trials and the absence of direct comparative data versus clinically relevant

comparators.

• More recently, the lack of comparative data is being solved by using RWD/RWE

following access to reimbursement.

OBJECTIVE

To understand the clinical impact and reasons for the

gap between MA and P&R of medicines, with a focus

on France and Germany, and to explore the potential

role of Real-World Data (RWD) in addressing these

gaps.

• In practice, there are some limitations for the use of RWE. These limitations

include poor data quality, unprecise research questions,17 limited scientific

approaches,18 and issues with transparency and credibility.

• In addition, since the variation in evidentiary requirements is a cause of delay to

market access, harmonization is essential to avoid duplicative efforts in post-

launch evidence generation.

• Traditional clinical trials have limitations, like strict inclusion criteria and controlled

settings, which may not reflect real-world populations and outcomes. RWE/RWD

address this by offering broader insights into treatment outcomes, patient

preferences, and long-term safety.

• RWE offers robust evidence for cost-effectiveness analyses, helping stakeholders

evaluate interventions' added value and align pricing with real-world outcomes.

• A remaining challenge is the differing perceptions of epidemiologic data versus

randomized clinical trials among HTA agencies, along with their specific

requirements for determining a new drug's clinical and economic "added value."

Harmonizing HTA review processes across countries will take more time.
The use of clinical RWE to address the delay

• Recently, there has been a growing emphasis on incorporating clinical RWE into

the decision-making processes of P&R. RWE has shown to help address the

reasons for delay in achieving HTA approval, especially due to lack of appropriate

clinical data.

• Data from Electronic Health Records (EHRs) can help address various safety

issues, especially long-term safety data that are often not detected over a limited

duration phase III trial.13,14 Moreover, RWD can serve as a source of external

control in single arm trials.

• RWE can also be leveraged in addition to RCTs to increase the completeness of

evidence-based medicine generated for clinical prescription guidelines.

CONCLUSIONS

• Real-World Evidence (RWE) and Real-World Data

(RWD) are transforming healthcare by reducing delays in

medication access caused by HTA processes, filling

knowledge gaps, and facilitating patient-centered

approaches.

• The effective use and collaboration among stakeholders

in RWE/RWD are crucial for informed and equitable

healthcare reimbursement decisions and pricing

structures.
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