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Principles

Highly innovative technologies often have immature 

clinical evidence (and  high prices)

Could robust RWE fill gaps 

- in clinical development, and/or 

- after conditional reimbursement? 

Can requirements be aligned across stakeholders 

and health jurisdictions/payers?

Payer-Led Multi-Stakeholder Learning Network 
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KCE Report 288, 2017 

How to improve the Belgian process for Managed Entry Agreements?

HTA -
NOT RECOMMEND 

Re-appraisal

Eligible pats
Accredited centres

Resolve uncertainties



AIFA (Italian Medicines Agency) 
Registry Platform for MEA
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MP, medicinal product; OMP, orphan medicinal product

• National web-based registries 

platform co-managed by funding 

regions

• Prescriber must enter data to 

obtain access (and continuation)

• Registry funded by companies

2005-2019

• 283 indication-based registries

➢ 77 have been closed

➢ others are ongoing

XOXI E, FACEY K, CICCHETTI A. The evolution of AIFA registries to support Managed Entry Agreements for 

orphan medicinal products in Italy. Frontiers in Pharmacology: Drugs Outcomes Research and Policies, 2021 

doi:10.3389/fphar.2021.699466


Type of Managed Entry Agreements
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182 Appropriateness

Only

35 + Financial-based 
(cost-sharing/cost-capping

60 + Payment by result 
(refund for non-responders)

3 + Payment at result 
cancer cell therapies 

(payment if response 

achieved)

XOXI E, FACEY K, CICCHETTI A. The evolution of AIFA registries to support Managed Entry Agreements for 

orphan medicinal products in Italy. Frontiers in Pharmacology: Drugs Outcomes Research and Policies, 2021 

doi:10.3389/fphar.2021.699466


Australia - MSAC 
CED

Belgium - INAMI 
CED

England - Cancer Drugs Fund
CED

Italy – AIFA
VBA

Apr 2019 
2 years

June 2019
2 (+1) years

Nov 2018/Feb 2019
4 years (ALL), 4.5 years (DLBCL)

August 2019
18 months+

Public health system data,
Australian BMT registry

(Pay on infusion)

Bespoke data collection by Insurers 
and MAH

Ongoing clinical trials
NHS data (SACT)
UK BMT registry

National web-based registry 
(Payment at Result
at 0, 6, 12 months)

Acute Lymphocytic Leukaemia

Clinical/economic and 
financial uncertainties

Pat numbers
Indications for use
Non infusion
PFS
Durability of response
Late onset AEs and use of 
high cost treatments – SCT, 
IVIG >3 years
2nd dose of any CART

ALL and Diffuse Large B-Cell 
Lymphoma (DLBCL)

Uncertainties: long-term safety 
and efficacy, added value

Pat numbers
Optimal population
Non infusion
Date of leukapheresis
Success rate (infusion)
PFS & OS 6, 12, 20 mos (DLBCL) 
SCT
Medical resource use
Tocilizumab use 
Specialist centre capacity

ALL and DLBCL

Clinical uncertainties

ALL
- Trials: OS 
- Registry: Stem Cell TransplantT -

number, time to (if linkage 
possible)

DLBCL
- Trials: OS, PFS, IVIG use
- NHS: OS, IVIG use

ALL and DLBCL

Clinical uncertainties

Diagnosis
Date of Infusion (including 
reasons for no infusion or delay)
Chemo regimen
Response at follow-ups
Need for other treatments
Various outcomes

9Tisagenlecleucel for refractory cancer



Valtermed protocols and reports
https://www.sanidad.gob.es/en/profesionales/farmacia/valtermed/home.htm

06 October 202310



• Lots of inclusion and exclusion criteria

• 3 pages of pre-treatment preparation

• Baseline: Demographics, Disease 
characteristics including detailed evaluation 
of relapse/refractory/unresponsive, Clinical 
data

• Leukapheresis/CAR-T production: 8 variables

• Treatment administration: 5 variables

• Monitoring

• Response

14-10-2021
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2021 Coverage with Evidence Development (CED) OBMEA  
Fictitious case study multidisciplinary workshops

06 October 202313

Objectives
Scope of June 

webinars
Multi-stakeholder 

discussions
Outputs

• Review recent experiences of use of 

OBMEA for CED aimed to resolve 

HTA/Payer decision-relevant 

uncertainties for later re-appraisal

➢ GetReal

➢ EUnetHTA PLEG

➢ IMPACT HTA WP10

• Agree a RWE evidence generation 

framework for CED of 2 fictitious 

cases 

Case 1: therapy given to 

children on an ongoing basis 

at point of diagnosis of a rare 

neuromuscular disease

Case 2: a one-off cell 

therapy given to adults in a 

late-stage cancer 

Agreement on Uncertainties

Data sources for CED

Pros and cons of different 

data sources

Challenges in accessing 

data

Good practices

How to develop data 

collection protocol

Alignment of data 

collection requirements

RWE4Decisions 
recommended 
actions for 
stakeholders to 
support 
payer/HTA 
decisions about 
highly innovative 
technologies



6 October 2023RWE4Decisions 2023 Roundtables | 2/314

Status of Actions – 
September 2023?

R, Y, G
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Getting better RWE from Coverage with Evidence Development (CED) 
Agreements that seeks to resolve uncertainties for Payer renegotiations

Horizon Scanning (Rxs, types, conditions)

Only performed when it is feasible to collect required data

Clarity about decision-relevant uncertainties

Collaboration to align data collection requirements

Alignment with regulators

1

2

3

4

5
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Multi-stakeholder pro-active approach to collect good quality RWD

Public data collection plans

Financial investment in data infrastructure, collection & analysis

RWE4Decisions should support guidance for RWE generation  

OBMEA demonstration project in a Payer collaborative 

Getting better RWE from CED Agreements 

10

9

8
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ISPOR Transparency Initiative



Post Launch Evidence Generation

• Planning: England now require proposals for OBMEA in submission 

(including detail of data sources)

• Commitment: Netherlands Formal OBMEA – Letter of Concordance 

among stakeholders with ministerial sign-off

• Monitoring of sites and overall study to improve data quality – alliances 

with registries (national ala DESCAR-T? or via EBMT?).

• Analysis for re-appraisal and treatment optimization from VBA and CED



Life cycle of RWE generation

Joint 
Horizon 

Scanning 

Joint Scientific 
Consultations 
about RWE 
generation – 
during clinical 
development 

and post 
launch

HTA – 
standardized 

critical 
assessment 

of RWE

Transparent 
and aligned           
post-launch 

RWD collection 
in outcomes-

based 
agreements

Treatment 
optimization 

and 
improved 
outcomes

Learning Health System



20 20

This Photo by Unknown Author is licensed under CC BY-SA-NC

https://www.sourcewatch.org/index.php?title=File:Thank_you.jpg
https://creativecommons.org/licenses/by-nc-sa/3.0/
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