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Reviewer notes: 
 
This document contains country-specific insights on challenges and potential solutions to access to 
advanced therapeutic medicinal products (ATMPs) for patients with rare diseases.  

The purpose of the document is to provide a starting point for country-specific engagement and 
discussion within multi-stakeholder meetings.  

The challenges and solutions were discussed and prioritised with members of the RARE IMPACT 
Working Group in face to face meetings and WebEx video conferences between September 2018 and 
September 2019.  Country-specific challenges/solutions have drawn on global recommendations 
previously published by the European Confederation of Pharmaceutical Entrepreneurs (EUCOPE) and 
the Alliance for Regenerative Medicine (ARM), both members of the Working Group. 

The challenges and solutions contained within this document are those that have been proposed as 
priorities for discussion with local stakeholders by members of the Working Group – the report does not 
include all challenges identified during the secondary research or Working Group meetings.   
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Executive Summary  

The RARE IMPACT initiative was launched at the European Conference on Rare Diseases and Orphan 

Products (ECRD) in 2018. It is a multi-stakeholder initiative working to improve patient access to gene and 

cell therapies (or advanced therapy medicinal products [ATMPs]).1 This patient-focused initiative aims to 

both assess challenges and propose actionable solutions to concerns regarding patient access to these 

transformative rare disease treatments in Europe. Through engagement with health technology assessment 

(HTA) agencies, regulatory bodies, payers, patient groups, clinicians, manufacturers and other experts 

across Europe, RARE IMPACT partners have proposed ideas to provide better patient access to ATMPs in 

Europe.   

Overall, Italy is well-advanced in assuring and managing reimbursement and patient access to ATMPs for 

rare diseases. Three out of the first four ATMPs to receive Marketing Authorisation were developed in Italy 

and Italy has been progressive in engaging with manufacturers to develop outcomes-based agreements for 

ATMPs. Yet because of the innovative nature of these therapies, Italy, like all other countries, still faces 

challenges to ensuring patient access.   

The main challenge to patient access to ATMPs for rare diseases in Italy relates to assessment of the 

added value of the technology versus other existing therapies at the national and regional levels. The 

added value, integrated with the severity of the target pathology and the data quality of the clinical study, 

drives the assessment of the innovative status. Reaching such status facilitates access in terms of price 

levels, special funding and time to market at the national and, importantly, regional level.  

Attaining this status relies on data requirements that can be difficult for ATMPs to fulfil, since manufacturers 

face inherent limitations in producing conventional evidence for such products. If innovative status is not 

granted, the national (AIFA) and regional health authorities are less likely to accept such a novel therapy 

based on strong clinical needs and will rather focus on economic elements, such as cost offsets. This may 

cause delays in the process and create a risk of regional inequalities in patient access. A potential solution 

would be national level assessment and funding via either a national level ATMP exemption conditional on 

evidence collection and specified criteria enabling early access pre-negotiations (similarly to Law 648), or a 

national level outcomes-based agreement.   

Affordability represents a potential barrier to patient access to ATMPs (and other innovative therapies) in 

Italy. While outcomes-based agreements have been scrutinised, they are in place for ATMPs. Maintaining 

these types of agreements is of particular importance for ATMPs in order to link the clinical benefit of these 

products with reimbursement. This is also important for the sustainability of the pharmaceutical budget and 

innovative funds. As more ATMPs become available, the proportion of the innovative funds that will be 

attributed to ATMPs will also rise. Without outcomes-based and annuity agreements there is a risk that the 

fund may not be large enough to cover all ATMPs, as it is also largely used by existing products. To date, 

the two approved CAR-T therapies have become reimbursed using an innovative ‘payment at result’ model, 

conditioned on the results. Thus, the national initiative (via the ATMP exemption or the outcomes-based 

agreement) should be linked to the innovative fund conditional evidence gathering by using registries at 

supranational level (i.e., European Reference Networks).  

Budget impact plays an important role within pricing and reimbursement (P&R) assessments, but it does 

not typically capture long-term cost offsets and thus may not fully reflect the long-term cost profile. Recent 

focus on price transparency could require manufacturers to provide details on research and development 

costs to justify pricing. Payers and policymakers at both the Italian and European level need to be educated 

 
1 Medicines for human use developed from genes, cells or tissues are classified as ATMPs by the European Medicines Agency (EMA) 
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on the specificities of ATMPs, such as the therapeutic profile (especially for one-off ATMPs), the complexity 

of manufacturing and how the business model differs to that of traditional pharmaceuticals. 

The availability of ATMPs for patients has been good in Italy. Patients can and have received access to 

treatment via cross-border initiatives (e.g., E112), and Italy is a leader in providing pathways for cross-

border treatment when a single treatment centre is used. A recent example is Strimvelis, a gene therapy for 

the very rare disease severe combined immunodeficiency due to adenosine deaminase deficiency (ADA-

SCID), where patients travel from across Europe to be treated in Milan. The sustainability of using cross-

border initiatives to achieve patient access in Italy is uncertain. ADA-SCID is an ultra-orphan disease and 

the number of patients eligible for Strimvelis across Europe is extremely low. With more ATMPs becoming 

available and ATMPs for diseases with higher patient numbers, the scalability of these programmes 

requires continued effort.  

Some solutions to these challenges are already being implemented in Italy, and others are feasible with 

minimal interruption to current patient access procedures. More innovative funding models and schemes, 

as well as better acceptance of the unconventional evidence produced by ATMPs, are all possible solutions 

that could alleviate some of the existing challenges. 
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An overview of challenges and proposals for improving patient access to ATMPs in Italy 

Impact* Challenges Proposed solutions Feasibility** 

Assessment

 

AS1. It may be difficult to produce evidence for ATMPs that 
satisfy requirements for achieving innovative status. 

AS1. Adjustment in the procedure for including ATMPs in the 
innovative fund and dialogue with AIFA and Scientific 
Institutions on data collection.  

++ 

AS2. If innovative status is not achieved, regional HTA and 
formulary committees represent an additional hurdle 
and delay for ATMPs. 

AS2. Centralise the assessment at the national level and avoid 
variation in reimbursement criteria at the regional level. 

++ 

AS3. At both the national and regional level, issues of 
evidence quality will represent a significant challenge. 

AS3. Early dialogue regarding post-market access data collection to 
inform outcomes-based agreements.  

++ 

Affordability

 

AF1. Italy has created two special budgets (€500m each, so 
far) to fund innovative drugs for 3 years after their 
launch (oncology and non-oncology drugs).  

AF1. The €500m for each budget need to be confirmed in the 
Financial Law.  It needs to be supported by a forecast of the 
resources needed by the expected new innovative drugs and 
the resources that will not be absorbed by existing innovative 
drugs after 3 years from their launch.  Innovative funding options 
could be explored to decrease the annual impact on the 
specialist fund. 

++ 

AF2. Budget impact does not capture long-term cost offsets 
and typically looks at the healthcare budget in isolation. 

AF2. There is a potential recognition of the value of ATMPs and 
innovative models can be proposed during negotiations to 
optimise budget impact. 

+ 

AF3. Recent legislation calls for transparency in price setting 
and the inclusion of R&D costs in the absence of a 
comparator.  

AF3. Educate policymakers on differences between the business 
model of ATMPs and traditional pharmaceuticals to highlight the 
need for specific policies for ATMPs. 

++ 

Availability 

 

AV1. Availability is not likely to be a major issue – patients 
can and have received access to treatment via cross-
border initiatives. 

AC1. Italy has led the way in cross-border single treatment centre 
healthcare provision, for example, with Strimvelis. 

 

Accessibility AC1. There can be a delay in patient access at the regional 
level due to the absence of a DRG and criteria for 
reimbursement. 

AC1. Early dialogue between manufacturers, AIFA and regions where 
treatment centres are located, to prepare for access at the time 
of the reimbursement decision. 

+ 
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Notes: *The Working Group assessment of the relative impact of the challenge of each domain on patient access is represented by Harvey balls from highest (represented by a full blue 
Harvey ball) to lowest (represented by an empty, white Harvey ball); **Feasibility: Working Group assessment of feasibility of solutions to be implemented. + low feasibility, ++ medium 
feasibility, +++ high feasibility.  

 

AC2. The capacity and expertise of local centres to deliver 
products and services is variable between regions.   

AC2. Identification of specialist treatment centres, and full utilisation of 
ERNs, is required to ensure concentration of expertise. 

+++ 

AC3. Establishing registries for a new product can be a 
hurdle and can delay patient uptake; not all registries 
are aligned at the European level. 

AC3. Early communication with AIFA to establish requirements for 
registries.  This can be conducted prior to Marketing 
Authorisation.  Alignment of registry and real-world evidence 
requirements at the European level (e.g., EMA, ERNs). 

+ 
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The collaboration 

RARE IMPACT is a collaboration of three not-for-profit organisations, two trade associations and 18 

manufacturers of ATMPs brought together by EURORDIS, a non-governmental patient-driven alliance of 

patient organisations. The overarching objective of the collaboration is to ensure European patients with 

rare diseases obtain quick access to gene and cell therapies and to create a sustainable model for 

manufacturers and payers to maintain patient access and innovation. To achieve this objective, the 

collaboration has established the following goals:  

• Identify challenges that are preventing rare disease patients accessing ATMPs  

• Propose actionable solutions to address these challenges  

• Utilise these ideas within multi-stakeholder discussions within individual countries and in pan-

regional forums 

 

The approach 

A framework for categorising barriers to patient access was developed and validated by the collaboration.  

The framework includes four categories, described in Table 1 below. 

Table 1. Framework applied to structuring identified challenges  

Category  Description  

Assessment (magnitude 

of benefit) 

Challenges related to the assessment of the benefit of ATMPs within 

pricing and reimbursement processes. This includes topics such as 

evidence uncertainty, generating comparative data, use of surrogate 

endpoints and assessment pathways.  

Affordability (price, cost 

and funding 

Challenges concerning the pricing, funding and affordability of ATMPs, 

including the application of innovative payment models.  

Availability (legally 

available) 

Non-regulatory challenges to the product being available within countries, 

such as those related to cross-border healthcare and hospital exemptions. 

Accessibility (accessible 

by patients) 

Administrative, service capacity and geographic challenges that delay or 

prevent patient access to ATMPs.  

 

Identification of challenges and proposals for improving patient access  

Primary and secondary research was conducted to identify challenges to patient access to ATMPs and 

potential solutions.  Secondary research was conducted to create a database of conceptual and country-

specific challenges.  This research included:   

• A targeted literature searches 

• Reviewing outputs from other initiatives (e.g., ARM’s “Recommendations for Timely Access to 

ATMPs in Europe” and EUCOPE’s “Gene & Cell Therapy – Pioneering Access for Ground-Breaking 

Treatments”) 

• Assessing pathways through which patients access ATMPs in the countries of interest 

• Reviewing HTA and P&R decisions for existing ATMPs  
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Challenges and potential solutions were supplemented, assessed and prioritised through a review process 

including: 

• Members of the Working Group (including EURORDIS, trade associations, affiliated NGOs and 18 

member companies) 

• Country-specific patient associations 

• Country level decision makers, such as policymakers, HTA bodies and budget holders  

• Experts and advisors, such as healthcare professionals, patient representatives, P&R system 

experts, ATMP technical experts, economists and academics 

 

In Italy, stakeholders engaged included representatives from:  

• Associazione Veneta Lotta Talassemia 

• UNIMAO 

• Research consultant (ex-AIFA) 

• Fondazione Telethon  

Following stakeholder engagement, the challenges and solutions were refined and prioritised to reflect the 

perceived importance in improving patient access and feasibility of implementation. Therefore, the 

challenges in this report are not exhaustive of all identified through primary and secondary research but 

represent the most important issues as determined by stakeholders.   

The outputs from this process have been summarised in this report as a basis for discussion within multi-

stakeholder meetings in each country and at the European level.  
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ASSESSMENT 

 

Impact:  

Challenges Proposed solutions Feasibility 

AS1. It may be difficult to produce evidence for 
ATMPs that satisfy requirements for 
achieving innovative status. 

AS1. Adjustment in the procedure for 
including ATMPs in the innovative 
fund and dialogue with AIFA and 
Scientific Institutions on data 
collection.  

++ 
 
 
 

AS2. If innovative status is not achieved, 
regional HTA and formulary committees 
represent an additional hurdle and delay 
for ATMPs. 

AS2. Centralise the assessment at the 
national level and avoid variation in 
reimbursement criteria at the 
regional level. 

++ 

AS3. At both the national and regional level, 
issues of evidence quality will represent a 
significant challenge.  

AS3. Early dialogue regarding post-
market access data collection to 
inform outcomes-based 
agreements. 

++ 

The Working Group assessment of the impact of the challenge relate to all challenges in each domain.  The Working Group 

assessment of feasibility relates to the individual or groups of proposed solutions. 

Working Group identified assessment challenges 

Challenge AS1. 

Assessment challenges at the national and regional levels are the greatest barrier for patient access to 

ATMPs for rare diseases in Italy. By achieving innovative status, products get a quick or relatively easier 

reimbursement by the Sistema Sanitario Nazionale (SSN, National Health System). Reimbursement is often 

subject to conditions aimed at balancing access and sustainability such as discounts and managed-entry 

agreements (MEAs). There are clinical data requirements necessary to achieve innovative status that can 

be difficult for ATMPs to generate, as manufacturers face inherent limitations in producing conventional 

evidence, such as randomised controlled trials. Innovative status is determined by an assessment of how a 

treatment scores across three evaluation criteria: 1) unmet therapeutic need, 2) added therapeutic value 

and quality of the evidence, and 3) clinical trials. While ATMPs for rare disease are likely to score highly on 

the first criterion and potentially well on the second, they are likely to score poorly on the third. The 

assessment procedure does provide greater flexibility for orphan medicines (and some ATMPs for rare 

diseases also have orphan status), to reflect the challenges of evidence generation in small patient 

populations; however, data derived from Phase II trials are still highly scrutinised at both the national and 

regional levels. 

Proposed solution AS1.  

The framework for determining innovative status is clear, but it is difficult to achieve the evidence 

expectations for reaching innovative status for ATMPs (ATMPs with orphan designation benefit from 

existing flexibility in the criteria). Adjustments could be made to the current procedure to clarify the inclusion 

of ATMPs in the innovative fund by accommodating inherent data limitations and allowing more acceptance 

of unconventional data.  For instance, the “unmet therapeutic need” and “added therapeutic value” domains 

of the innovative assessment could be given priority in such situations, with a requirement for additional 

registry data. Early dialogue with AIFA on the post-marketing access data collection is recommended to 

enable the arrangement of such possible scenarios, where also patient associations and the scientific 

society can have a pivotal role in the discussions. 

Feasibility: ++ 
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Stakeholders: AIFA, regional authorities, Scientific Institutions, trade associations, patient associations, 

individual companies 

Timeframe: 6–18 months 

Challenge AS2. 

Innovative status is not the sole route to successful reimbursement. Of the 84 products receiving EMA 

approval in 2018, 40 requested innovative status but only 11 products were successful. If innovative status 

is not achieved, or the Scientific Technical Committee (CTS) does not deem the product to be an 

“important” or a “potential” therapeutic innovation, the AIFA Pricing Committee will push the company to 

provide economic reasons (savings) to reimburse the ATMPs. Additionally, once a reimbursement 

agreement is found at the national level, the ATMPs will be assessed by regional HTA committees. This 

represents an additional hurdle and delay for patient access to ATMPs, as additional time-consuming 

bureaucratic steps are then required at the regional level with variation in time to market.  

Proposed solution AS2.  

Reimbursement decisions for ATMPs should recognise the complexity of the evaluations and the impact on 

R&D and therefore centralise the assessment at the national level to avoid variation in reimbursement at 

the regional level. It would allow for more effectively administered MEAs, as national-level coordination is 

required to give a large enough sample size to inform decisions. Therefore, it is suggested to either 

introduce a national level ATMP exemption conditional on evidence collection and specified criteria or use 

national outcomes-based agreements. 

A national level ATMP exemption should be conditional on evidence collection to reduce uncertainty. The 

criteria for inclusion in the exemption should be specific, including, among others, number of patients, 

evidence levels and availability of centres. The exemption could also ‘fast track’ patients’ access before 

finalised negotiations by being partially based on Law 648. If a new pathway cannot be created, 

manufacturers should consequently propose outcomes-based deals at the national level, with regions 

involvement in their design to avoid regional-level negotiation requirements. Even though regional budgets 

would not be impacted, there should be obligations on regions to collect and share evidence to inform 

outcomes-based deals. If a manufacturer is unwilling to engage in an evidence generation plan, regional 

negotiation should be required. Early dialogues are suggested so manufacturers are aware of what criteria 

and what evidence are required.   

Feasibility: ++ 

Stakeholders: AIFA, regional authorities, trade associations, patient associations, individual companies 

Timeframe: 6–18 months 

Challenge AS3.  

At both the national and regional levels, assessments of ATMPs will be affected by the evidence package 

that can be presented at launch.  Related to Challenge AS1, issues of evidence quality like single arm 

trials with relatively small numbers of patients, surrogate endpoints, lack of comparators, extrapolation and 

projection of durability of effect all represent a significant challenge for ATMPs. 

Proposed solution AS3. 

To date in Italy, there is greater experience with post-approval evidence collection than other countries.  

Registries are commonly required by AIFA (especially for innovative drugs) and are used with specialist 

medicines (such as orphan drugs) as a basis for innovative outcome-based contracts to handle clinical 

uncertainties. Strimvelis, for example, was accepted with such a contract. Consequently, there should be an 
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early dialogue with AIFA and Scientific Institutions on data collection. Considering this as a standard 

process for ATMPs will help link the expected benefits of ATMPs with the expenditure.   

These discussions should also explore the timelines for re-assessment, which should be determined by the 

nature of the disease and the endpoints that are most pertinent to understanding the long-term profile. 

Pricing and reimbursement status should be adaptive in response to the additional data generated, 

increasing or decreasing as a result of more data and less uncertainty on efficacy profile/durability of effect. 

Feasibility: ++ 

Stakeholders: AIFA, regional authorities, Scientific Institutions, patient associations, individual companies 

Timeframe: 6–18 months 
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AFFORDABILITY 

Impact: 

Challenges Proposed solutions  Feasibility 

AF1. Italy has created two special budgets 
(€500m each, so far) to fund innovative 
drugs for 3 years after their launch 
(oncology and non-oncology drugs). 

AF1. The €500m for each budget need to be 
confirmed in the Financial Law. It 
needs to be supported by a forecast of 
the resources needed by the expected 
new innovative drugs and the 
resources that will not be absorbed by 
existing innovative drugs after 3 years 
from their launch. Innovative funding 
options could be explored to decrease 
the annual impact on the specialist 
fund. 

++ 

AF2. Budget impact does not capture long-
term cost offsets and typically looks at 
the healthcare budget in isolation. 

AF2. Innovative models can be 
proposed during negotiations to 
optimise budget impact. 

+ 

AF3. Recent legislation calls for transparency 
in price setting and the inclusion of R&D 
costs in the absence of a comparator.  

AF3. Educate policymakers on differences 
between the business model of ATMPs 
and traditional pharmaceuticals to 
highlight the need for specific policies 
for ATMPs. 

++ 

The Working Group assessment of the impact of the challenge relate to all challenges in each domain. The Working Group 

assessment of feasibility relates to the individual or groups of proposed solutions. 

Working group identified assessment challenges 

Challenge AF1. 

Italy has created a specialist fund for “expensive innovative drugs”, but it is limited to €500m per year for 

oncology drugs, €500m for non-oncology drugs, and is largely used by existing innovative products (e.g., 

products for hepatitis C). Many of the existing products, such as the ones for hepatitis C, will no longer be 

funded in the near future, since the funding is valid only for 3 years from launch. Even if more of this budget 

was allocated to ATMPs, in the absence of innovative deals it would be difficult to sustainably manage the 

expenses of ATMPs due to front-loading of cost with one-off treatments. Inclusion in the innovative fund 

does offer an exemption from the payback clauses associated with spending ceilings for the normal 

pharmaceutical budget. However, payback is required on excess expenditure in the innovative funds i.e., 

expenditure over €500m will be paid back by manufacturers of products included in the innovative fund.  

Without innovative deals, it is likely ATMPs might contribute to expenditure going over the €500m threshold 

for the oncology and non-oncology innovative funds. The innovative fund also only covers the product, not 

the whole procedure, creating a funding challenge for technology delivery and patient (and family) travels 

for some ATMPs. 

Proposed solution AF1.  

The reimbursement environment needs to be managed to ensure patient access and sustainable 

expenditure.  One solution is the development of innovative funding options for all ATMPs to decrease the 

annual impact on the innovative fund based on specific criteria, linked to the previously mentioned 

Proposed Solution AS1 of a centralised national level assessment. For instance, annuity payments (a 

series of periodic payments) could help spread the cost of ATMPs over multiple years and better align 
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expenditure and health gain. Price-volume agreements and sales caps are routine for specialist medicines 

in Italy, and Law 648 permits early funding for treatments for diseases with high unmet needs – this could 

benefit ATMPs, although Law 648 requires quite robust clinical data which may not be possible for ATMPs 

pre-launch. Outcome-based schemes may need to be applied as a type of innovative funding scheme.   

 

AIFA has experience with such schemes, and registries are commonly used as a basis for such contracts.  

Strimvelis, for example, was accepted with a contract that included pay-back if patients did not receive the 

expected benefit. While it should be noted that Strimvelis may not necessarily be a typical example, it 

highlights the inclusion of services as part of pay-back clauses. Similarly, AIFA reimbursed Kymriah and will 

reimburse Yescarta using an innovative ‘payment at result’ model, conditioned on real-world outcomes.  

This model also addresses clinical uncertainty by requiring the manufacturer not be paid for patients who do 

not respond to treatment in the long term. Funding for the two CAR-T therapies will be provided from the 

innovative fund for oncology products. Leveraging these approaches for future ATMPs will manage the 

uncertainty on the payer side and may help to prevent triggering of the paybacks associated with exceeding 

the €500m cap on the innovative fund by spreading payment over a number of milestones rather than one 

up-front payment.  

 

Funding needs to reflect the magnitude of ATMP innovation that will become available in the coming 

decade, creating a need to forecast future funding requirements. Horizon scanning should be conducted to 

understand where funding will be freed-up due to products going off-patent (e.g., introduction of biosimilars 

in speciality care) and the healthcare offsets that may be realised with ATMPs. This activity will highlight the 

capacity for Italy to reimburse future ATMPs. It will be important to convey how these current and future 

investments are paving the way for future innovations substantially improving patients’ lives. 

Feasibility: ++ 

Stakeholders: AIFA, trade associations, individual companies 

Timeframe: 6–18 months 

Challenge AF2. 

AIFA is in charge of the annual pharmaceutical budget management, not the healthcare one. Consequently, 

it focuses on simple budget impact analysis in its assessment, which does not capture or value the long-

term healthcare cost offsets. Budget impact analysis normally looks at the healthcare budget in isolation, 

meaning savings in the social care budget (e.g., rehabilitation or long-term social care) are inadequately 

captured when benefits are assessed. Additionally, the horizon of the budget impact analysis tends to be 

only 1 or 2 years, so cost offsets beyond the current time horizon are also inadequately captured. Thus, the 

decision to adopt a new treatment is greatly influenced by only the short-term budget impact.  

Proposed solution AF2. 

Budget impact analysis has a place in the assessment of ATMPs.  However, budget impact analysis for 

ATMPs needs a level of sophistication beyond assessing healthcare budget in isolation over 1–3 years.  

This sophistication should include:  

• A change in the current regulation to make AIFA accountable for (some) healthcare budget 
implications 

• The consideration of any risk-sharing scheme in calculations 

• The assessment of societal budget impact rather than the healthcare budget in isolation  

• Look at savings beyond 1–3 years (potentially discounted to the present) 
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Feasibility: + 
Stakeholders: AIFA, trade associations 

Timeframe: 6–18 months 

Challenge AF3. 

A recent decree on the assessment of new medicines in Italy has established a two-tiered HTA process 

which includes a focus on pricing transparency. Firstly, the CTS evaluates the new medicines compared 

with existing treatments. If no comparator exists, companies are required to submit additional data to justify 

their proposed price, including research costs. If the drug costs don’t satisfy the committee, the drug is 

rejected for reimbursement, initiating pricing negotiation. The newly created Pricing and Reimbursement 

Committee is then responsible for assessing the relative value of the new drug and negotiating with 

manufacturers.   

Proposed solution AF3. 

The business model for ATMPs differs from the traditional pharmaceutical business model.  Payers and 

policymakers need to be educated on the difference in the models so the impact of these policy changes on 

ATMPs can be better understood.  In the interim, clarity on the criteria for defining an appropriate 

comparator for clinical benefit of the products should be provided by AIFA.  An algorithm for the additional 

data that is required to satisfy the CTS assessment in the in the absence of a comparator is also required.  

Finally, guidance on the costs considered to support the proposed price should be provided to 

manufacturers.  

Feasibility: ++ 
Stakeholders: AIFA, regional authorities, Scientific Institutions, patient associations, individual companies 

Timeframe: 6–18 months 
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AVAILABILITY 

Impact: 

Challenge Proposed solution  Feasibility 

AV1. Availability is not likely to be 
a major issue – patients can 
and have received access to 
treatment via cross-border 
initiatives.  

AV1. Italy has led the way for cross-border 
single treatment centre healthcare 
provision, for example with Strimvelis. 

 

The Working Group assessment of the impact of the challenge relate to all challenges in each domain. The Working Group 

assessment of feasibility relates to the individual or groups of proposed solutions 

Working Group identified availability challenge   

The availability of ATMPs for patients has been good in Italy. Patients can and have received access to 

treatment via cross-border initiatives (e.g., E112), and Italy is a leader in providing pathways for cross-

border treatment when a single treatment centre is used. A recent example is Strimvelis, a gene therapy for 

the very rare disease ADA-SCID, where patients travel from across Europe to be treated in Milan. The 

sustainability of using cross-border initiatives to achieve patient access in Italy is less certain. ADA-SCID is 

an ultra-orphan disease and the number of patients eligible for Strimvelis across Europe is extremely low. 

With more ATMPs, also for diseases with higher patient numbers, the scalability of these programmes 

requires continued effort.  
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ACCESSIBILITY 

Impact: 

Challenge Proposed solutions  Feasibility 

AC1. There can be a delay in patient 
access at the regional level due to 
the absence of a DRG and criteria 
for reimbursement. 

AC1. Early dialogue between 
manufacturers, AIFA and 
regions where treatment centres 
are located, to prepare for 
access at the time of the 
reimbursement decision. 

+ 

AC2. The capacity and expertise of local 
centres to deliver products and 
services is variable between 
regions.   

AC2. Identification of specialist 
treatment centres, and full 
utilisation of ERNs, is required to 
ensure concentration of 
expertise. 

+++ 

AC3. Establishing registries for a new 
product can be a hurdle and can 
delay patient uptake; not all 
registries are aligned at the 
European level. 

AC3. Early communication with AIFA 
to establish requirements for 
registries.  This can be 
conducted prior to Marketing 
Authorisation. Alignment of 
registry and real-world evidence 
requirements at the European 
level (e.g., EMA, ERNs). 

+ 

The Working Group assessment of the impact of the challenge relate to all challenges in each domain. The Working Group 

assessment of feasibility relates to the individual or groups of proposed solutions.  

Working Group identified accessibility challenges 

Challenge AC1.  

At the national level, the most prominent delay to patients’ access seemingly occurs between the EMA 

approval and AIFA reimbursement, due to negotiation of price. Additionally, at regional level, there can be a 

delay in patient access because of the absence of a DRG and criteria for reimbursement at launch. For 

example, even though Strimvelis was a special case with only 1–2 treated patients in years, it took 4 

months from the publication of AIFA decision in the Gazetta Ufficiale for the funding flows and DRG to be 

put in place to allow patient access.  Even though it cannot be considered a standard reference, it is not 

insignificant in the context of ATMPs for patients with high unmet needs, particularly in paediatric 

populations, where the benefit of the ATMPs in general is highest at an early age (e.g., spinal muscular 

atrophy).  

Proposed solution AC1.  

To avoid delay on the national level, an early approach could be useful.  For the regional level, as 

suggested in Proposed Solution AS2, ATMPs with solid added clinical value should be reimbursed at the 

national level to avoid variation in regional level approaches and given the likelihood of few administration 

sites and the complexity of administration. This is something often already discussed at the table during the 

Conferanza Stato Regiani (the Italian collegiate body aimed at institutional collaboration between the state 

and local authorities).   

Even with central reimbursement, DRG codes and funding flow will need to be established at the regional 

level. Manufacturers have a role to play in preparing regions by engaging with them well in advance of 

launch so they can ensure delivery is well understood and administrative processes are in place.   
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Feasibility: ++ 

Stakeholders: AIFA, regional authorities, trade associations, patient associations, individual companies 

Timeframe: 6–18 months 

Challenge AC2.  

The capacity and expertise of local centres to deliver products and services varies between regions. 

ATMPs, particularly CAR-Ts, require additional resources and expertise to be effectively delivered, and to 

manage the collection of post-approval data. The required capacity and expertise may not necessarily be 

available in all regions, creating an accessibility barrier for patients. The short shelf life of gene and cell 

therapies requires patients to be treated in centres located close to Good Manufacturing Practice facilities.  

However, this is not always realistically possible. With recently launched CAR-Ts, the EMA stated that 

accredited treatment centres are the only places those treatments could be delivered. However, these 

centres might also bear the costs for all administered treatments. Identification of centres is influenced by 

regional authorities and it is important that political factors (prestige associated with a local hospital being 

deemed a specialist centre) do not confound the more important clinical factors.  

In general, the implementation of technology in hospitals is funded from the general budget of the regions, 

since there is no dedicated fund at central or regional level. Each region decides how to spend that budget 

and there is a risk of divergence between regions that have strong private sectors (that often invest more 

heavily in technology) and those that are predominantly public hospitals.  

Manufacturers can play a key role in helping develop expertise within specialist centres by training on 

treatment and organisational requirements for delivery of ATMPs.  

Proposed solution AC2.  

The identification of accredited specialist treatment centres in advance of launch is essential to ensure a 

concentration of expertise and resources for the effective delivery of ATMPs. Italy is well-equipped to deal 

with the need for patients to travel to specialist centres for ATMPs, as inter-regional transfer is current 

practice when a specialist centre is not available in a home region. However, systems are needed to 

identify patients for referral from home regions to specialist centres. Establishing and maintaining such 

systems requires additional resources, and more generally specialist treatment centres are likely to bear 

greater overheads in relation to their provision of these ATMPs.  

Manufacturers should undertake analysis comparing the number of centres in the different EU countries 

and suggest an appropriate national centres/population ratio, aimed to optimise patients’ access, develop 

each centre’s clinical experience in managing ATMPs and assure patient safety. 

Additionally, there should be a request for more support of hospital upskilling and building of infrastructure 

to make the ATMP capacity even more balanced nationwide.  

Feasibility: +++ 

Stakeholders: Scientific institutions, trade associations, individual companies 

Timeframe: 6–18 months 

Challenge AC3.  

The process of establishing registries for a new product or disease is time and resource consuming, which 

can be a hurdle and delay patient uptake.  
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Proposed solution AC3.  

Italy has more experience than most in the collection of post-authorisation data for the purposes of 

informing outcomes-based agreements. Early communication with AIFA to establish the requirements for 

registries is needed and alignment at the European level. This communication can be conducted prior to 

Marketing Authorisation and registries can be prepared in advance of launch. Aligning these evidence 

requirements with the EMA post-approval evidence generation requirements would be an effective method 

of maximising the value of the collected data. However, AIFA’s regulatory rules and resources might 

hamper the feasibility of this solution. For the European level, ERNs are suggested during the funding 

discussions for quicker patient access.  

Feasibility: + 

Stakeholders: AIFA, ERNs, Scientific institutions, trade associations, individual companies 

Timeframe: 6–18 months 
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Appendix 

Country profile  

Market type  Comparative clinical effectiveness 

Position in launch sequence  Early  

Previous experience with ATMPs  Yes 

 

 
Status

 
Note

 
Strimvelis Recommended by AIFA1 Reimbursed via a “payments-by-result” scheme 

Holoclar   Recommended by AIFA2 Reimbursed via a “payments-by-result” scheme 

Zalmoxis  Withdrawn  MA revoked by EC (09/10/19)3 

Glybera  Withdrawn   

Imlygic  
Medicinal product subject to 
limited medical prescription4 

 

Provenge Withdrawn  

MACI Withdrawn  

ChondroCelect Withdrawn  

Yescarta Reimbursed by AIFA5 
Reimbursed via the innovative fund for 
oncology products with an innovative payment 
model  

Kymriah Reimbursed by AIFA6 
Reimbursed via the innovative fund for 
oncology products with an innovative payment 
model  

Alofisel Not reimbursed7 Allocated Class C  

Luxturna Not evaluated  

Zolgensma Not evaluated  

Zynteglo Not evaluated  
1AIFA. Strimvelis: Available from: https://www.aifa.gov.it/-/strimvelis-autorizzazione-e-rimborsabilita-per-la-terapia-genica-per-il-trattamento-di-
bambini-con-ada-scid 
2Gazzetta Ufficiale 2017. Holoclar. Available from: 

http://www.gazzettaufficiale.it/eli/id/2017/02/24/17A01287/sg;jsessionid=xLqcmUPBzEB7tT5yWfndhQ__.ntc-as1-guri2b  
3AIFA. Zalmoxis. Available from: https://www.aifa.gov.it/-/chiusura-registro-di-monitoraggio-zalmoxis 
4AIFA. Imlygic. Available from: https://www.aifa.gov.it/documents/20142/241044/ESITI_ASSESSMENT_CTS_10-11-12-

FEBBRAIO_2016.pdf/09df7502-d075-56a0-4af0-b88da9c9db9c 
5AIFA. Yescarta. Available from: https://www.aifa.gov.it/documents/20142/823882/Comunicato_stampa_AIFA_591.pdf/f041d115-8464-89aa-83af-

d01f83d10957  
6AIFA. Kymriah. Available from: https://www.aifa.gov.it/web/guest/-/aifa-approva-la-rimborsabilita-della-prima-terapia-car-t 
7AIFA. Alofisel. Available from: https://www.gazzettaufficiale.it/eli/id/2018/10/08/18A06269/SG 
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