Assessing the use of risk-based approaches in four major agencies — What is their impact on the approval of new medicines?
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Introduction Results

9 QOver the last years, several regulatory agencies have developed risk-based approaches for the regulatory assessment of
marketing authorisations of New Active Substances (NASs) as strategies to efficiently use limited resources and accelerate
the availability of innovative therapies to their populations.

Figure 3. Median submission gap, approval and rollout time of NASs approved through Project Orbis

: Part 3— Regulatory case study — What additional proportion of NASs could have
compared to other anti-cancer NASs approved between 2019-2022

been submitted through the Access Consortium?

Part 1— What proportion of NASs have benefited from using risk-based

approaches?

o Different risk-based approaches exist, such as:

Median submission gap (Overall median rollout time)

(n) = number of NASs

B Median approval time

» Unilateral reliance approaches. Relying agencies take into account and give significant weight to the results of the

Figure 1. Percentage of NASs approved by four major agencies between 2018-2022 broken down by Figure 5. Percentage of NASs approved by three major agencies between 2018-2022 that were
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*: “Other pathways" refers to NASs approved through pathways other than Art. 13 and 14 TPA for Swissmedic, COR-A and B for TGA,
Project Orbis and the Access Consortium.

*: “Non-Orbis NASs" refers to other anti-cancer NASs which were not approved through Project Orbis.

o Data on approvals of New Active Substances (NASs) by FDA, Health Canada, Swissmedic, and TGA from 2018 to 2022
were gathered from public sources to answer the following questions. » The NASs approved through Project Orbis have shorter median approval times and submission gaps than non-Orbis NASs.

Health Canada (167) Swissmedic (171) TGA (151)

*: Only NASs that could have been submitted through the Access Consortium and their submission gaps amongst Health Canada, Swissmedic

_ and TGA were between O to 41 days (median submission gap amongst the three agencies for NASs approved through Access) were included
Orbis. in the analysis.

* Ingeneral, products approved via Project Orbis had a higher proportion of expedited reviews compared to Non-Orbis

NASs, except for Swissmedic.

Between 2018 and 2022, the proportion of NASs that were approved through at least one risk-based approach
(unilateral reliance, collaborative or work-sharing approaches) was 9% for FDA, 20% for Health Canada, 23% for
Swissmedic, and 30% for TGA. It is worth noting that Project Orbis just stated in 2019.

® Part 1: What proportion of NASs have benefited from using risk-based approaches? * The biggest observed impact was on the reduction of the median submission gap based on the factors studied for Project

 Each approved NAS was categorised based on the utilised type of risk-based approach: “Approved through
unilateral reliance approaches” (i.e. Art. 13 and 14 TPA for Swissmedic; COR-A and B for TGA); “Approved through
Project Orbis” (for FDA, Health Canada, Swissmedic and TGA); and “Approved through the Access Consortium” (for
Health Canada, Swissmedic and TGA)

® Part 2: What impact did the utilisation of risk-based approaches have on the regulatory timelines, and by how much?

Between 2018 and 2022, 46% of the NASs approved by Swissmedic were submitted by companies nearly
simultaneously across Access Consortium agencies, followed by 41% in Health Canada and 30% in TGA.

Part 2— What impact did the utilisation of risk-based approaches have on the

Figure 4. Median submission gap, approval and rollout time of NASs approved through the Access

regulatory timelines, and by how much? Consortium compared to Non-Access NASs approved between 2018-2022

9 Descriptive statistics were developed to analyse the median submission gap, approval time, rollout time and
proportion in which expedited reviews have been utilised, broken down by type of risk-based approach.

Figure 2. Median submission gap, approval and rollout time of NASs approved by Swissmedic and TGA Benefits of utilising collaborative and work-sharing risk-based approaches

® Part 3: Regulatory case study — What additional proportion of NASs could have been submitted through the Access
Consortium?

between 2018-2022 (Unilateral reliance approaches vs. Others)
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Definitions 2 £ &  Non-Access NASs* (153) 323 343 (653) 29% expedited
9 Access Consortium is a medium-sized coalition which was formed in 2007 by 'like-minded' regulatory agencies to g Other NASs* (151) 262 (761) .

promote greater collaboration and alignment of regulatory requirements. Its goal is to maximise international n COﬂCl usions

c?fop'(ce.ratlon,dr.e.ducefdupllsatu:n, and increase each agency's capacity, ensuring timely access to high-quality, safe and L O Access NASs (10) 63 352 (461) 0% expedited  The goal of the study was to evaluate of the efficiency and impact of utilising risk-based approaches in four major
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agents and various, respectively) within the World Health Organisation Anatomical Therapeutic Chemical (ATC) COR-A (3) 511 (735) (161) (794) 12% expedited 9 The results of the study indicated that the usage of risk-based approaches lead to shorter regulatory timeline

Classification ’ - metrics, such as the submission gap and approval time for the marketing authorisation of NASs, which ultimately

' O COR-B (9 997 277 1274 contribute to the timely availability of medicines.

2 Approval time: The time between the date of submission and the date of approval by the agency. This time includes = ©) ( ) Y Y

agency and company time. < Access NASs (16) 108 (449) 6% expedited 9 Assessing the impact of risk-based approaches through metrics is key to ensuring they are working efficiently and

. . : L . , , _ _ Other NASs* (139) 245 350 (634) = effectively?.

© Expedited reviews are categorised as 'Priority Review' by FDA, Health Canada, and TGA, and as 'Fast Track' by Swissmedic. Non-Access NASs* (135) 347 350 (706) 13% expedited
> Proje.Ct. Orbis is an initiative of the US FDA OnCOIOgy Cente‘r of Excellence that aims to give pati(.-:'nts faster access to *: “Other NASs" refers to NASs approved through pathways other than Article 13 and 14 TPA. Four NASs approved through Art. 14 TPA were T > The lljt,lchsatlon of metrtI;’:]S can enable.agenCIes to.Wotrk toslat.‘:i:hmorel’:::zla’]nsparent, pridlctable, and harmonised

promising cancer treatments across the globe. Project Orbis partners work together on the review of submissions for excluded from the analysis. For TGA, it refers to NASs approved through pathways other than COR-A and COR-B. *: “Non-Access NASs" refers to NASs approved through pathways other than the Access Consortium. regulatory processes, thus encotraging companies to sSubmit thfough these approaches.

cancer drugs. Type A: Applications submitted to the POP within 30 days of FDA submission. Type B: Applications
submitted to the POP after 30 days of FDA submission. Type C: Applications submitted to the POP after FDA issues a
positive opinion.

2 Submission gap*: Time between the date of submission at the first regulatory agency to the date of regulatory
submission to the target agency.

2 Rollout time: The time between the date of submission at the first regulatory agency and the date of approval by the
target agency.
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* In general, NASs approved through unilateral reliance approaches have a shorter median approval time than other * The NASs approved through the Access Consortium have shorter median submission gaps and approval times than
NASs. the non-Access NASs.

* The biggest observed impact was on the reduction of the median submission gap based on the factors studied for
the Access Consortium.

* Ingeneral, products approved via the Access Consortium had a lower proportion of expedited reviews compared to 2. Centre for Innovation in Regulatory Science (2024) CIRS R&D Briefing 91: Approaches to Implementing Regulatory
Access NASs, except for Swissmedic. Reliance — Considerations for Agencies. Centre for Innovation in Regulatory Science (CIRS), London, UK.

* Median submission gaps are longer for unilateral reliance approaches than other NASs. This situation might be
explained due to each agency’s eligibility criteria for utilising unilateral reliance approaches (e.g. the need to wait to
get reference agencies’ assessment reports) and company strategy.

*: For the analysis of Project Orbis, four products were considered MLEs to the FDA and NASs to other agencies within the Project Orbis initiative. In these cases, the

FDA submission date was used instead of the submission date at the first regulatory agency.
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