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Source: PharmaMarketer Source: EFPIA, 2024 
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Source: The Boston Consulting Group, 2011 Source: Congressional Budget Office, 2021. 
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stretched 

health  
care budgets 

life-saving  
high-cost drugs 

increasing patient 
expectations 

Clinical and cost-
effectiveness of new 

drug 

Additional benefit 

Value for money 

Decision making of 
reimbursement using HTA 
→ Unaffordable budget impact 

Conventionally health technology assessment (HTA) agencies decided on 
treatment effect in the context of Randomized Controlled Trials (RCTs) 

 

Source: Naci H et al., 2024 
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Increasing launch prices at a pace that does not always coincide with improvements in 
benefits (oncology, orphan drugs) 
– Lack of evidence: only 12(32%) out of 38 cancer drugs of significant improvement in survival in 

US from 2001-2018 

Many countries have introduced Managed Entry Agreement (MEA), Patient 
Access Scheme (PAS) or price-volume agreements 

– MEAs are the contract between a manufacturer and a payer, and three independent 
platforms 

 

Uncertainty 
due to lack of  
information 

threat of non-inclusion in 
positive lists 

dis-incentivize industry with low 
market potential(e.g. orphan drugs) 

Sharing the financial risk due to 
uncertainty 

Source: LSE report(2013) Managed entry agreements for pharmaceuticals: The European experience 



Using RWE 
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Real-world evidence(RWE) is the clinical evidence regarding the usage and 
potential benefits or risks of a medical product derived from analysis of RWD 

– Electronic health records (EHRs), Claims and billing activities, Product and disease 
registries, Patient-generated data 

 



11 
Source: Rennane S et al., 2021 
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Source: Akehurst R et al., 2023 
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Source: National Academy Press. Barriers and disincentives to the use of real-world evidence and real-world data 
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16,515 HTA reports across 83 HTA bodies spanning 33 countries, the proportion of 
records incorporating RWE has risen from just 6% in 2011 to 39% in 2021. 
 

Source: IQVIA. Impact of RWE on HTA Decision-making. 2022. 
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In three quarters of the examples, the RWE provided external comparator data for SoC 

In cemiplimab, the pivotal trial lacked a comparator and RWE provided data on BSC 



16 Source: Kc S. et al. 2023. IN, India; JP, Japan; KR, Korea; MY, Malaysia; SG, Singapore; TW, Taiwan; TH, Thailand 
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Source: Klungel O et al., Joint HMA/EMA workshop. 2024 
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EUnetHTA guideance in July 2022 
 

Source: IQVIA. Impact of RWE on HTA Decision-making. 2022. 



EU 
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HTA is the systematic evaluation of the properties, effects, or impact of a health 
technology in comparison to another technology 

Source: Valverde JA . 2023. 
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Joint framework 

Source: Valverde JA . 2023. 
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EUnetHTA to create an effective & sustainable network across Europe 
– The facilitation of efficient HTA resource use 

– The creation of a sustainable system of HTA knowledge sharing 

– The promotion of good practice in HTA methods and processes 

– >80 partners consisting national, regional, and non-for-profit agencies 

 

     2004  The European Commission establishing a sustainable European network on HTA 

     2005  Call for project proposal answered by a group of 35 organisations  throughout Europe 

     2006  EUnetHTA Project (2006-2008) 

     2009  EUnetHTA Collaboration (2009) 

     2010  EUnetHTA Joint Action 1 (2010-2012): To put into practice an HTA collaboration  

     2012  EUnetHTA Joint Action 2 (2012-2015): To strengthen the cross-border HTA collaboration 

     2016  EUnetHTA Joint Action 3 (2016-2021) 

Source: EUnetHTA 
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This initiative sets out implementing rules to ensure that EU-level assessments 
of new medicines are conducted in good time 

– EUnetHTA Joint Assessments (JA) by EUnetHTA partners in different  countries 

EU HTA 
cooperation 

Source: Valverde JA . 2023. 
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Joint Clinical Assessments (JCA) on: 

– medicines first 3 years: cancer medicines and advanced therapy 

                        from January 2028: + orphan medicinal products 

                        from 2030: full scope 

– a selection of high-risk medical devices and in-vitro medical devices  

Joint Scientific Consultations (JSC) 

– in parallel with the EMA  

Methodology for joint HTA work 

▪ Identification of emerging techology 

Source: Valverde JA . 2023. 
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Adoption 15 December 2021 

▪ Entry into force 11 January 2022 

Entry into application 12 January 2025 

Main objectives: establishing a support framework and procedures for 
cooperation of Member States on health technologies at Union level 

▪ HTA Regulation - Key principle 

– Joint work on common scientific, clinical aspects of HTA 

– Driven by Member State HTA bodies 

– Ensure high quality, timeliness and transparency  

– Ensure involvement of stakeholders 

– Ensure use of joint work in national HTA processes 
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The Parallel EMA/EUnetHTA 21 Joint Scientific Consultations (JSCs) under the 
EUnetHTA 21 service closure & HTA Regulation in January 2025 

Source: HIRA Sympisum in 2024 
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Pursuant to Regulation (EU) 2021/2282 on health technology assessment 

Source: European Union 
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Six IAs are outlined in the HTAR, with the draft of the IA on JCA for medicinal 
products 
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draft of the IA on JCA for medicinal products 

Source: HIRA Sympisum in 2024 
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Source: Goettsch W . 2023. 

A 
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JCA, JSC 
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New HTA methods are needed 

– Internationalization 

– Adaptation to a new era of personalized medicine 

– Extrapolation of results using RWD and big data 

– Allignment with methdological development for regulators and patients 



Canada 
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Source: HIRA Sympisum in 2024 
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Source: HIRA Sympisum in 2024 

Methods and results may not be complete and/or accurately reported using 
best practices for the type of study involved. 

RWE submission may not include a robust study design and a clear justification 
of why RWE is appropriate. 

Submission may not clearly identify the gaps that RWE is intended to address. 

Lack of standardized reporting and poorly reported RWE can slow the review 
Process. 



Implication 



 Pharmaceutical benefit system 
• Positive list system introduced in Dec. 2006 
• Listing clinically economically effective drugs 

 

 Alternative(Supplementary) system for coverage 
• Risk sharing scheme for pharmaceuticals (from Jan. 2014) 
• Economic evaluation exemption tract (from June. 2015) 

- Rare disease drugs where the economic evaluation is difficult to be conducted 

• Off-label drug use 
- Off-label drug use for oncology: submission of RWD assessment every year 

• Adoption Cases with MEA [Risk Sharing Scheme] 
- One drug for acute lymphoblastic leukemia (ALL) among children   

- Financial-based risk sharing scheme  

 

 





 Initial HTA submission and HTA reassessment 

AIFA, Italian Medicines Agency(Italy); Has, High Authority for Health(France); HTA, Health Technology Assessment; IQWiG, Institute for Quality and Efficiency in 
Healthcare(Germany); NICE, National Institute for Health and Care Excellence(UK); TLV, Dental and Pharmaceutical Benefits Agency(Sweden); ZIN, National Healthcare 
Institute(Netherlands). 

Sources: Makady 등(2017) 

Categories TLV NICE IQWiG HAS AIFA ZIN 

IRD 
(Initial  

reimbursement 
discussions) 

Real World Data(RWD) 
accepted 

Under specific 
circumstances 

Under specific 
circumstances 

Under specific 
circumstances  

Under specific 
circumstances 

Under specific 
circumstances 

Under specific 
circumstances 

Real World 
Evidence(RWE) 
Appraisal 

RWD possible in 
exceptional 

circumstance 

RWD possible in 
exceptional 

circumstance 
No No No No 

PEA 
(Pharmacoecon
omic analyses) 

Real World Data(RWD) 
accepted 

Under specific 
circumstances 

Under specific 
circumstances 

No 
Under specific 
circumstances 

Under specific 
circumstances 

Under specific 
circumstances 

Real World 
Evidence(RWE) 
Appraisal 

On the basis of 
RWD regarded as 

reliable 

On the basis of 
RWD regarded as 

reliable 
No 

On the basis of 
RWD regarded as 

reliable 

On the basis of 
RWD regarded as 

reliable 

On the basis of 
RWD regarded as 

reliable 

CRS 
(Conditional 

reimbursement 
schemes) 

Real World Data(RWD) 
accepted 

NA NA NA 

Effectiveness 
and/or  

Cost-effectiveness 

Effectiveness 
and/or  

Cost-effectiveness 

Effectiveness 
and/or  

Cost-effectiveness 

Real World 
Evidence(RWE) 
Appraisal 

Identification of 
evidence gap 

between RCT and 
RWE 

Identification of 
evidence gap 

between RCT and 
RWE 

Identification of 
evidence gap 

between RCT and 
RWE 



Accelerated Access Reassessment/Review 

Challenges 

• Privacy and confidentiality requirement 
• Hard to explain differences in RCTs and RWE 

outcomes 
• Early access inhibiting RCT enrollment  
• Agreement on the objective of a registry data 
• Not always clear whose responsibility for colleting 

RWE  

• Ambiguous agency guidance, requirements and 
methodologies 

• Hard to gain agreement on the right data both quality and 
type 

• Limited standardization b/t agencies 
• trade-offs b/t price and access 

Opportunities 

• Growing acceptance of RWE for conditional 
reimbursement decisions 

• Observational trials as continuation of RCTs 
• Pan-European consent form for expanding use of 

RWD  
• RWD in disease areas where patients are less risk 

averse 

• RWE better in demonstrating benefits in real world 
• Developing datasets to address multiple endpoints  
• Improving quality and credibility from Linkage of accredited 

academic institutions  
• PRO & involving patient organizations strengthening data  
• Sharing of approaches across rare diseases  
• Early engagement to agree predefined RWE strategies and 

valuable outcomes 

Sources: Gill,J.L. et. al., RWE in Europe PaperⅠ(2016)   



41 

draft of the IA on JCA for medicinal products 

Source: HIRA Sympisum in 2024 



Thank you 


