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Key aspects (1)
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 Assessment / Appraisal / P&R negotiation (and MEA) managed by the same agency 
(AIFA)

 P&R simultaneously negotiated 

 Multi-criteria approach for P&R, including disease severity, unmet medical need 
and added therapeutic value 

 Economic domains: drug budget impact as the main driver, but growing attention 
to cost-effectiveness (no official threshold over ICER)

 P&R renegotiation
– When the P&R contract expires (usually 2-years)
– If market conditions change (e.g. new drugs launched for the same or similar indication / patents for 

competitors expire (since 2019)

AIFA: Agenzia Italiana del Farmaco / Italian Medicines Agency; P&R: Pricing & Reimbursement; ICER: Incremental Cost-Effectiveness Ratio



Key aspects (2)
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 MEAs (both outcome-based and financial-based) often used in the past (relying on drugs 
registry if patient-level MEAs are used), but (hidden) discounts are now preferred

 IBP (same public price but different discounts and/or MEA across indications) often used in 
the past, but now blended model is prevailing

 Fragmented market: Regions are accountable for health care spending and deficits and 
may use cost-containment measures, including
– Copayments
– Additional discounts (regions cannot intervene on list prices)
– Direct distribution of medicines by hospitals 
– Actions on prescribing behavior (e.g. prescription targets)

MEAs: Managed Entry Agreements, IBP Indication-based-pricing
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Drug registries 
(https://www.aifa.gov.it/en/registri-farmaci-sottoposti-a-monitoraggio)
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 Introduced in 2012
 308 indications (74% oncology), 3.5 million 

patients with registries in 2024
 Appropriateness (eligibility and request 

forms), Effectiveness (follow-up form), 
Discontinuation (end of treatment form)

 Full database managed by AIFA
 Platform funded by the industry
 Data entry managed by clinicians (430 

departments per indication on average)



Eligibility form
(Yescarta - Follicular 
Lymphoma)
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Follow-up and discontinuation forms
(Yescarta - Follicular Lymphoma)

8



Drug registries and regulation
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 Appropriateness (eligibility criteria)

 Indication-based policies (e.g. innovativeness, IBP)

 Patient-level MEAs

 Real world data (evidence?)
– Dimension of the target population
– Treatment duration / cost
– Effectiveness
– Safety in real life
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Taxonomy of MEAs

POPULATION LEVEL PATIENT LEVEL

FINANCIAL-BASED
Sales capping
Price/volume 

agreement 

Cost cap per patient
Manufacturer funded 
treatment initiation

OUTCOME-BASED
Coverage with evidence 

development (CED) Performance-linked 
reimbursement (PLR) 
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Outcome-based MEAs in Italy
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 Applied only to cancer treatments (with the exception of Zolgensma for SMA)
 Only PLR (no CED) supported by drug registries

– “Payment by result”: industry give back money if treatment fails (most of them overcome)
– “Payment at result”: industry is paid if the treatment is effective (more recent), applied only to CAR-T 

and Zolgensma, together with payment installments, that have been blocked because of accounting 
issues (converted into hidden discounts)

 Key success factors: uncontroversial endpoint to check, short-term re-evaluation, 
small number of patients

 Endpoint and re-evaluation time are crucial 

SMA: Spinal Muscular Atrophy



PLR in Oncology: how do they work
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Fill in the registry
(eligibility to treatment)

Clinician

Follow-up

Payback 
request

Closes the 
form

Hospital

Non responderClinician

Hospital 
pharmacist

IndustryPayback



The ‘crisis’ of outcome-based MEAs in Italy
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Source (courtesy of Nello Martini): Russo P. Registri di monitoraggio AIFA e RWE: il binomio di una scelta che ha guardato al futuro. In: 
Fondazione Roche (ed) I dati Il futuro della sanità Strumenti per una reale innovazione. Edra, 2022.



Why this crisis? (1)
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 Limited savings on drug expenditure (2013-2022)
1.1% 

(outcome-based)

10.6% 
(financial-based)

Source: Osservatorio Farmaci (Cergas Bocconi) 
(https://cergas.unibocconi.eu/observatories/osfar_)

11.7% 



Why this crisis? (2)
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 Administrative burden for clinicians and hospital pharmacists (no estimate)
 Too many MEAs and systematically used to overcome negotiation impasse, instead of 

managing uncertainty
 Diffused perception that compliance of clinicians and hospital pharmacists is different 

across regions 
 Data not returned to health care organizations / professionals
 Re-negotiation rarely relied on data collected 
 CED never implemented when patient-level outcome-based MEAs is difficult to implement 

(large population, long-term evaluation of effectiveness, more endpoints to detect 
outcome, including HR-QoL

 Diffused perception that companies incorporate into price requests the expected impact of 
MEAs (higher list prices - +5.6% on average - where MEAs are applied in Europe*)

HR-QoL: Health-Related Quality of Life
* Gamba S, Pertile P, Vogler S. The impact of managed entry agreements on pharmaceutical prices. Health Econ. 2020 Oct;29 Suppl 1:47-62. 



Why this crisis? (3)
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 Some evidence disregarded (e.g. positive impact on regional access)

Source: Russo et al, Time to market and patient access to new oncology products in Italy: a multistep pathway from European context to regional health 
care providers. Annals of Oncology, 21; p. 2081-2087
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Key messages
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 MEAs should be selectively used to manage uncertainty and not expansively used to contain costs 
and overcome negotiation impasse

 Identification of the best MEAs / Endpoints / Time to re-evaluation / (Protocol for CED) with clinicians 
(scientific societies)

 CED beyond PLR

 Contract completeness

 Platform / IT user-friendly and inter-operable

 Return information to health care organisations and data-entry managers

 Terminate registries / MEAs when real world data can support finale price setting



claudio.jommi@uniupo.it

Thank you
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Pharmaceutical expenditure in Italy (2022)

Source: our elaboration on Rapporto Osmed (2023) (https://www.aifa.gov.it/rapporti-osmed) 4

* Medicines procured by health care organisations and distributed by community pharmacies (fees decided by Regions)



Government expenditure: pharmaceuticals over total health care 
(2001-2022)

Source: OSFAR, 2023 4



Spending caps on drugs

Retail Hospital

7%  of Health Care 
Budget

7.65% of Health 
Care Budget

Industry + Distribution cover the 
possible deficit

Regions and the industry 
cover 50% of the deficit each

Company budget Company budget

Actual spending in 
2022 below the cap 

-€ 0.71 million

Actual spending in 
2022 over the cap 

+€ 2.71 billion

No communicating vessels 

https://www.aifa.gov.it/en/monitoraggio-spesa-farmaceutica 



P&R negotiation* (and innovativeness appraisal)

EU ApprovalP&R Dossier 
Innovativeness 

Dossier (optional)

Approval by the Board of Directors and 
Publication on GU of P&R status 

P&R 
Committee 

(CPR)

Scientific 
Committee 

(CTS)

Innovative (max 3 ys)

Not  innovative (or 
innovativeness not requested) 

• Dedicated Fund
• Immediate Access to Regional Markets

Delayed 
Access

Regional 
formularies

Potentially Innovative 
(max 1.5 ys)

• Immediate Access 
to Regional Markets

Merged in one committee 
(CSE – Scientific-Economic Committee)

* P&R should be negotiated for any new medicines, indication and formulation 
P&R: Pricing and Reimbursement; GU: Gazzetta Ufficiale
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Innovativeness appraisals

https://www.aifa.gov.it/en/farmaci-innovativi
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Publications on drivers and internal consistency

Our elaboration on https://www.aifa.gov.it/en/farmaci-innovativi



Last evidence on drivers and internal consistency

• Added therapeutic 
value and GRADE 
evaluation are the 
most important drivers

• Rare disease target 
and solid tumours are 
the only other two 
drivers

Jommi C, Galeone C. The Evaluation of Drug Innovativeness in Italy: Key Determinants and Internal Consistency. 
Pharmacoecon Open. 2023 May;7(3):373-381. 



Possibly innovative, Grey Area, Not innovative

Final outcome (OS) as the gold standard (surrogates should be justified)
No recommendations on indirect comparison

Higher flexibility on Grade’s criteria for drugs for orphan drugs and non-orphan 
but for rare diseases

Therapeutic need

• Major
• Important
• Moderate
• Minor 
• Absent

Therapeutic 
added value

• Major
• Important
• Moderate
• Minor 
• Absent

Quality of 
evidence (GRADE)

• High
• Moderate
• Low
• Very low

29

Innovativeness criteria

https://www.aifa.gov.it/en/farmaci-innovativi
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Published innovativeness appraisals (July 2023)

Our elaboration on https://www.aifa.gov.it/en/farmaci-innovativi
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Reimbursement rate of new medicines
(Medicines approved in 2018-2021)

https://www.efpia.eu/media/677311/efpia-patient-wait-indicator.pdf



ICER for reimbursed drugs

16Russo, P., Zanuzzi, M., Carletto, A. et al. Role of Economic Evaluations on Pricing of Medicines Reimbursed by the Italian National 
Health Service. PharmacoEconomics 41, 107–117 (2023)



Pros of MEAs 
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The industry

 Getting reimbursement of drugs
 Avoiding list prices below an acceptable 

price corridor 
 Improving company’s image in 

supporting sustainability (?)
 Strengthening relationships with payers 

(?)
 Improving access at local level

The health care payer

 Risk of failure shared with the 
industry and costs reduced

 Indication-based reimbursement / 
price

 Real World Data



Cons of MEAs
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The industryThe health care payer

 Transaction costs

 Actual reimbursement rate non 
certain (and possibly much lower 
than nominal price)

 Rebound effects if health care 
professionals do not comply with 
procedures

 Transaction costs

 Actual savings not certain (better a 
discount)

 Relationships with healthcare 
professionals may get worsen

 Companies may incorporate the 
expected impact of MEA on their 
list prices


