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. Introduction to CIRS

. Collaborative working model workshop

. Research to monitor the collaborative approach
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Mission
To identify and apply scientific principles for the purpose of advancing

CIRS is an experienced convening organization with a global remit

regulatory and health technology assessment (HTA) policies and processes
in developing and facilitating access to pharmaceutical products

-

35+ yrs experience in bringing global
industry, regulators, HTA bodies, payers,
academics and others together in a neutral
atmosphere to identify and address key
issues in the development, licensing and

reimbursement of medicines.
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Subsidiary of Clarivate plc —
operate independently as a non-profit.
Financed by industry membership fees,

special projects, grants e.g. from
regulators, HTA bodies, Bill and Melinda
Gates Foundation
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https://cirsci.org/download/about-cirs/

How do stakeholders work with CIRS?

9 Participate/Present at CIRS
multi-stakeholder workshops

e Strategic policy-level direction

® CIRS Scientific advisory

¢ Challenge to current

council/ HTA steering tr;inﬁkmgf
e Platform for
Co mm Itte e idn(;rcjirs[i)(\)j:d Translational

making change

9 Insight seminar/ educational

. [ )
webinar

Relationship

* Spanning building

® Participate in research projects boundaries

* International

Focus study/opinion survey —

* Network of influences

Benchmarking/ Metric project

Commission Special project

Thought
leadership

Collaborative
engagement

¢ Senior-level insights

» Safe-harbour
discussions

¢ Contextual
reflections

* Multiple
perspectives

* Hypothesis
generation and
testing

* Shared and enlarged
resources




Dimensions of Stakeholder Collaboration Across the Medicine Lifecycle

Regulatory-Regulatory Drug development
‘ ‘ Regulatory Review

‘ HTA Assessment/Appraisal

Scientific advice Workshare/Reliance

Regulatory-HTA

Joint/parallel advice

. » Parallel process
‘ * Information exchange

HTA- HTA
Others:
Horizon Scanning

Methodological guidance
Post-licensing evidence requirement Early EU
Joint procurement/pricing negotiation advice  JcA




Types of Models of regulatory collaboration

Regulators divide
review of safety
quality efficacy

Regulators
conduct parallel
collaborative

evaluation and modules:
Regulators

share
conduct . . A
) information
independent Workshare
evaluation A

Parallel
Collaborative CONSORTIUM

ACCESS

Standard
Process

PROJECT
@RBIS

(2019)

Centralised Evaluation Conducted
for a group of countries/region A

Country A relies on
Reference Agency
Assessment(s)

A Unilateral
Centralised Rellsncel
xamples:
Regi onal Procedures verification/abridged
i =X f adoption
Reliance - ELFE year o
Joint o Singapore (1987)
Ncsessment @)U  Egypt: Nov 2016

Jordan: Feb 2017
Brazil (Bio): (2018)
Thailand (2015)
Malaysia (2019)
Australia (2018)
UK (2024)




Types of Models of HTA collaboration

EU Assessment jointly done
Assessment conducted by the Member States

Agencies take turns by a group of
at the different jurisdictions .
Develop guidance tasks of the A Centralised
on the use of evaluation .
surrogate outcomes‘ Reg|0na| - Procedures
HTA conduct in C/E analysis Joint _
independent y Workshare Assessment HTA CG|
evaluation - e ey
Method 150 = Beneluxa (2025)
guidance
Standard NICE, SMC (UK), (2018) (2015)
Process CAD-AMC (Canada),
ZIN (Netherland),
IETS (Colombia), ]
PBAC (Australia), Leveraging model?
HTAI global policy
forum

(2023)




Key learnings from presentations and open floor discussions

e Regulatory e HTA-HTA e Many opportunities e HTA-payer
convergence has collaborations are but also barriers to collaboration is not a
enabled collaboration less mature than overcome pre-requisite

* Much can be learned regulatory-regulatory e Parallel scientific e Payer collaborations
from the EMA collaborations advice needs to take various forms

e Access and Project e Joint development evolve
Orbis are accelerating takes time e Learnings from the
regulatory timelines, /Mandatory UK Innovative
but could go further collaboration at the Licensing and Access

e Strong leadership and EU level Pathway ILAP
trust can support * International * Disconnect between
mindset change collaboration is expedited regulatory

especially important decisions and HTA
for emerging HTA e Collaboration on RWE
LA needs to be across

e Leveraging the work the healthcare

of other HTA agencies system




Key recommendations from the workshop and next steps

Next steps/research
Look in your

Align and define _ needed
£ neighbourhood .
Start with a clear, aligned vision for ] L g |dentlfy use cases
the collaboration, with agreement Identify opportunities to adapt
on hovwria nioasire sticeiss regulatory and HTA assessment for successful and
reports for decision making. unsuccessful

collaborations.

Product agnostic ,
* Develop appropriate

early dialogue Changing mindsets

Explore a new forum for Ensure the success of collaboration outcome
stakeholders to discuss unmet need is an organisational priority, with assessmentS/
and national health priorities. senior leadership buy-in.

metrics.




Collaboration models is one of
the regulatory toolkits

Agencies are actively
implementing collaborative
approaches as part of their
toolkit —
Utility of having more than
one model and mindset that
one size does not fit all

Source: CIRS RRTD briefing
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Comparison of median submission gap, approval time, and rollout time for NASs
approved via Access Consortium vs. Non-Access NASs (2019-2023)

Median submission gap B Median approval time (Overall median rollout time)
Time (days) © 2024 CIRS, R&D Briefing
(n) = number of NASs - 200 400 600 800 1,000
rea  Non-Access NASs (130) 458 (799)
Access NASs (18) 107 (502)

Access NASs were submitted earlier than non-
Access NASs resulting in reduced submission, ; (791)
approval and overall roll out time (510)

Health

Swiss

— Non-Access NASs* (51) 420 (796)
Access NASs (10) 73 (516)
s Non-Access NASs Not available
Access NASs (3) 36/ IIIIEEEEEEYCHE 3-3)

Submission gap is calculated as the time from the date of submission at the first requlatory agency (out of EMA, FDA, PMDA, Health Canada, Swissmedic and TGA) to the date
of regulatory submission to the target agency. Approval time is calculated from the date of submission to the date of approval by the agency. This time includes agency and
company time. Rollout time is cal’cu;‘ateg from the date of submission at the first requlatory agency to the date of regul;rory approval at the target agency.

*The timelines for other NASs were obtained from Industry via the CIRS Growth and Emerging Markets Programme.

Source: CIRS RRTD briefing @RST&



Comparison of median roll out time for NASs approved via Access Consortium
vs. Non-Access NASs (1st HTA recommendation 2019-2023)

@ CIRS, RED Brisfing 06

1 Time from first regulatory submission (out of EMA, FDA, PMDA, HC, Swissmedic and TGA) to local submission m Regulatory approval time HTA review time
i Access (12) 83 346
Australia 119 (563)
Non-Access (52) 534 351
119 (1077)
C da (CDA) Access (8 : 229
anada . .
MR Access NASs showed a quicker roll out time from 15t 54

worldwide submission to local HTA decision,
however mainly driven by shorter regulatory
submission gap

Canada (INESSS) Access

Access
England . :
Non-Access (78) 74
339 (875)
Access (2) 30NIENENENEGENNEY T
Scotland 199 (485)
Non-Access (66) = 61
214 (921)
0 200 400 600 800 1000 1200
Median time (days) (overall median rollout time from first submission)

(n) = number of NASs

CEMTREFC

Source: CIRS HTADock briefing WRe




Figure 4. Breakdown of rollout time for Orbis products COmpariSOn of median roll out time for NASs

in Canada (15 HTA recommendation 2021-2023) approved Via O rbiS prOjeCt
FDA submission to regulatory submission
M Regulatory review time HTA review time . .
(Overall median rollout time) « Products can be submitted for HTA review to CDA-
AMC up to 180 days prior to the anticipated Notice of
Orbi A (CDA, 4 )
Toistype A ) 20 308 (742) Compliance (NOC) from Health Canada.
bis type A (INESSS, 4 . . . o
Orbis type A ( ) 25 315" (696) * InaType A Orbis submission, the marketing application must

be submitted to the < 30 days after the FDA submission,

. | ]
Orbis type B (CDA, 4) 115 . 2 which allows the possibility of concurrent action with FDA.
2
Orbis type B (INESSS, 4) 106JFF7H z + Ifthe submission > 30 days and/or the regulatory action
M (346} > takes more than three months after the FDA's decision, it is
Orbis type C (CDA, 8) ' 306 2 referred to as a Type B Orbis. Type B allows the possibility of
240 (961) concurrent review with FDA but no concurrent action.
Orbis type C (INESSS, 8) 306 _ o
280 (1106) *+ Type C Orbis submissions, where the FDA has already
taken regulatory action, the FDA shares its completed
0 200 400 600 800 10001200 review documents with the POP but there is no concurrent

review or action with FDA.
(n) = number of NASs Median rollout time (days)

Source: CIRS HTADock briefing




EMA stop-clock data for oncology products to get initial insight into how the parallel
JCA and EMA timelines may impact one another.

Fig 1. Timeline (months) of EMA assessment (standard review) and JCA process

el e e e b e e o] e e e e

Eurther 2 Further
Initial assessment and questions 1% clock-stop e clock- consul-
st fati
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210 days 277 days
et 180days | | oM opinion | | EC decision
Final version JCA
Definition of Dassier pre[_)ar_atlon 1 draft JCA 2 draft
assessment scope and submission JCA
@ @ @ @
0 days 130 days 230 days Endorsement HTA
Information on Finalise assessment JCA dossier submission Coordination Group
submission scope (<10 days (100 days from date of (<30 days after EC
from EMA after CHMP adopts notification of first request and decision)
list of questions) <45 days before CHMP opinion)
150 days

Scope explanation meeting
(20 days from JCA finalised
assessment scope)




EMA stop-clock data for oncology products.

Fig 2. Proportion of oncology products that underwent clock-stops Fig 4. Variation of duration of 15t and 2 clock-stops in standard
(EMA approvals between 2019-2023) ) .
versus accelerated reviews
Only 1 clock-stop 2 clock-stops ¥ Median ™ 25+ and 75 percentiles
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81
= .
I R =
2 5]
%9 80% 16 i)
L
£ 8 60% =
3 _—_— 7
g v 40%
= g 57 o +
& 'g 0% Accelerated (8)  Standard (75)  Accelerated (7)  Standard (75)
st - nd -
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Our analysis showed that both the first and second clock-stops were used in almost all of the
analysed oncology products, with additional clock-stops being less likely. The variation of
clock-stop durations makes the EMA review process less predictable, therefore, early
awareness and preparation of JCA is required within companies to ensure the parallel
process is aligned and efficient.




WORKSHOP SYNOPSIS
Working across regulatory and HTA agencies:
collaborative, work-sharing and reliance
models — what are the policy implications?

Dr Tina Wang

@ twang@cirsci.org
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