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Italian Medicine Agency

Since 2004, prices of  all medicines reimbursed by the Italian NHS are set 
through Negotiation procedure between AIFA & Pharmaceutical companies.

1. AIFA Technical-Scientific Commission (CTS)

2. AIFA Pricing and Reimbursement Committee (CPR)

• Early access tools (648/1996 Law)

• AIFA REGISTRIES (2005)

• Managed Entry agreements (2005)

• New Innovativeness’ recognition (2017)

• New GL on PR negotiation (2020)
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The regulatory  
procedures & 
pathways + 
early access

❖Accelerate assessment (PRIME scheme)

• Conditional Marketing Authorisation (PRIME scheme, Adaptive 
pathway)

• Under Exceptional circumstances

❑ Orphan designation (OD) (PRIME scheme)

✓ Post-authorisation Effectiveness or Safety Studies

(PAES or PASS)

o Compassionate use/ Expanded Access Program (OD)

o Special schemes (OD): 648/96 IT Law

Eichler HG et al., Bridging the efficacy-effectiveness 

gap: a regulator's perspective on addressing 

variability of drug response. Nat Rev Drug Discov. 

2011 Jul 1;10(7):495-506. doi: 10.1038/nrd3501



Adaptive pathways

EMA workshop on Adaptive pathway, 2016. Available at https://www.ema.europa.eu/en/events/adaptive-pathways-workshop Accessed 6 June 2022

https://www.ema.europa.eu/en/events/adaptive-pathways-workshop


Value-based 
pricing

Jommi C, Armeni P, Costa F, Bertolani A, Otto M. Implementation of Value-based Pricing for Medicines. Clin Ther. 2020 Jan;42(1):15-24. 

doi: 10.1016/j.clinthera.2019.11.006. Epub 2019 Dec 24. PMID: 31882225.

ICER, Incremental cost-effectiveness ratio; MCDA, 

multi-criteria decision analysis; QALYs , quality-

adjusted life years
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Progressive authorisation lifecycle

First licensing Full licensing Post marketing

Pharmacovigilance

Clinical Trials

National & EU Scientific Advice/Early Dialogue/HTA

Pricing & Reimbursement / MEA

Real World Data

Facilitate an “end-to-end” process with de-risked, staggered development 

costs and better predictability: Medicines Adaptive Pathways

PRIME scheme
Adaptive pathway



List of policy documents, guidelines, and 
academic publications/ per HTA agency

Makady A, Ham RT, de Boer A, Hillege H, Klungel O, Goettsch W; GetReal Workpackage 1. Policies for Use of Real-World Data in 

Health Technology Assessment (HTA): A Comparative Study of Six HTA Agencies. Value Health. 2017 Apr;20(4):520-532



AIFA drug –
based 
registries1,2

1. Longitudinal administrative data collection to verify 
the Appropriateness (avoid the off-label use)

2. Apply Managed Entry Agreements (risk-sharing 
scheme between AIFA & industry) at 
patient/population level

3. Govern the public drug expenditure

1. Xoxi E et al., The Italian post-marketing registries 2012 Pharmaceutical Programming Vol. 5 N° 1&2

2. Montilla S, Xoxi E et al., International Journal of Technology Assessment in Health Care, 31:4 (2015), 210–213

Italian regulation

• 2012/135 Law on ITS in NHS
• 2015/125 Law on MEA 

assessment
• 2017/2015 Law on IMPs and 

RWD and patient journey
• 2018 Ministry of Health 

document on pharmaceutical 
governance

• 2019 AIFA triennial plan
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Data

2021 IT National Drug Utilisation (OsMed)
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Examples



AIFA registries

Xoxi E, Facey KM, Cicchetti A. The Evolution of AIFA Registries to Support Managed Entry Agreements for Orphan Medicinal 

Products in Italy. Front Pharmacol. 2021 Aug 10;12:699466. doi: 10.3389/fphar.2021.699466

AIFA web page: https://www.aifa.gov.it/web/guest/registri-e-piani-terapeutici1 Accessed June 23 2022

June 2022

• 160 Only Appropriateness registries

• 14 Appropriateness with Financial-

based

• 4 Appropriateness with Payment AT 

Result

• 10 Appropriateness with Payment by 

result

https://www.aifa.gov.it/web/guest/registri-e-piani-terapeutici1
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Criteria on Innovativeness’ recognition
(therapeutic indication-based)

https://www.aifa.gov.it/en/web/guest/farmaci-innovativi

AIFA Innovativeness’ recognition – 519/2017 Deliberation

Galeone C, et al. BMJ Open 2021;11:e041259. doi:10.1136/bmjopen-2020-041259

Mandatory National 

AIFA registry
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AIFA Innovative appraisals (04/2017 – 01/2020)

Fortinguerra F, Perna S, Marini R, Dell'Utri A, Trapanese M, Trotta F; Scientific & Technical Committee (Commissione Tecnico-Scientifica, CTS) of Italian 

Medicines Agency-AIFA. The Assessment of the Innovativeness of a New Medicine in Italy. Front Med (Lausanne). 2021 Dec 8;8:793640



AIFA registries 
& COVID-19

• Oral Antiviral: molnupiravir - PF 07321332 ritonavir

• Remdesivir

• Monoclonal antibodies: bamlanivimab e etesevimab/ 
casirivimab e imdevimab/ sotrovimab

EMA’s governance during COVID-19 pandemic webpage: https://www.ema.europa.eu/en/human-regulatory/overview/public-

health-threats/coronavirus-disease-covid-19/emas-governance-during-covid-19-pandemic Access 8 March 2022

https://www.ema.europa.eu/en/human-regulatory/overview/public-health-threats/coronavirus-disease-covid-19/emas-governance-during-covid-19-pandemic
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Crude 15-day and 29-day mortality were 7.1% (95% CI, 6.7–

7.5%) and 11.7% (95% CI, 11.2–12.2%), respectively. Being 

treated within two days of  admission reduced the risk of  death 

by about 40% (HR 1.4, 95% CI, 1.2–1.6). Results from the 

largest cohort of  remdesivir-treated patients suggests that 

mortality in SARS-CoV-2 hospitalized patients is substantially 

influenced by the days between SARS-CoV-2 diagnosis and 

drug prescription. 
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COVID-19
Monoclonal antibodies 
monitoring
within AIFA registries

AIFA web page: https://www.aifa.gov.it/uso-degli-anticorpi-monoclonali Accessed June 23 2022

https://www.aifa.gov.it/uso-degli-anticorpi-monoclonali
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Managed Entry Agreements’ implementation

Cost-sharing

Payment BY result

Risk-sharing

Capping

Price/volume

Payment AT result

Reimbursement/payback

Payment model

Based on outcome

All registries capture 

clinical data

Morel T, Arickx F, Befrits G, Siviero P, van der Meijden C, Xoxi E and Simoens S. Orphanet Journal of Rare 

Diseases 2013, 8:198 



MEAs’ impact on 
pharmaceutical 
expenditure

Impact of  MEAs 

(implemented in the 

AIFA registries) on 

NHS pharmaceutical 

expenditure = 0.5%

2021 IT National Drug Utilisation (OsMed)
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AIFA registries and entry 
agreements: from  Payment BY
result to a new trend

Martini et al., 2015 Un nuovo modello di governance per il market access dei nuovi farmaci in oncologia; Xoxi E, Facey KM, Cicchetti A. The Evolution of AIFA Registries to Support 

Managed Entry Agreements for Orphan Medicinal Products in Italy. Front Pharmacol. 2021 Aug 10;12:699466. doi: 10.3389/fphar.2021.699466



New trend on 
MEAs: 
payment AT
result with 
instalment

The six-month survival probability, equal to 

70.1% with a 95% confidence interval (CI) of 

57.8% - 84.9%, was estimated on the basis of 

the survival curve sec. KM which for day 180 

returns the values reported in the report (with 

relative 95% confidence intervals). The short 

median follow-up and the limited number of 

patients account for the breadth of the 

confidence interval and the still preliminary 

nature of this analysis.

Median survival for DLBCL was not reached, while 

the 6-month survival probability was 68.3% with a 

95% confidence interval (CI) of 57.8% -80.7%. Also 

for the ALL indication, the median survival was not 

reached and the 6-month survival probability was 

estimated to be 94.4% with a 95% CI: 84.4% -

100.0%.

AIFA Technical-scientific reports for Kymriah (20/09/2021) e Yescarta (28/07/2021)

Xoxi E, Facey KM, Cicchetti A. The Evolution of AIFA 

Registries to Support Managed Entry Agreements for Orphan 

Medicinal Products in Italy. Front Pharmacol. 2021 Aug 

10;12:699466
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Other Technical docs incoming:
In this section, the in-depth information relating to the data collected through the registry 
will be published when requested by the AIFA Commissions, or provided for as a result of 
price renegotiation and / or reimbursement procedures.

 
 

 

 

 
REPORT TECNICO 
Zolgensma®   
(onasemnogene 
abeparvovec) 
 
Agenzia Italiana del Farmaco 
12 luglio 2021  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 

 

 
REPORT TECNICO 
Libmeldy®   
(atidarsagene autotemcel) 
 
Agenzia Italiana del Farmaco 
20 Maggio 2022 
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Libmeldy ® (atidarsagene autotemcel) 
AIFA  20 Maggio 2022 
 

https://www.aifa.gov.it/en/registri-e-piani-

terapeutici1  

Riconoscimento dell’innovatività terapeutica 

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

06 -09, 12 aprile 2021 

Parere del CPR 15, 16 e 17 dicembre 2021 

Durata dell’accordo negoziale 24 mesi 

Deliberazione del CdA 24 febbraio 2022 

Pubblicazione in GU 7 aprile 2022 

Prima versione approvata del report tecnico-

scientifico  
14 Aprile 2022 

Versione finale approvata del report tecnico-

scientifico 
09 Maggio 2022 

 

Registri di monitoraggio 

 

In questa sezione saranno pubblicati gli approfondimenti relativi ai dati raccolti attraverso il registro 

di monitoraggio di Libmeldy® nel momento in cui saranno richiesti dalle Commissioni AIFA, o previsti 

ad esito di procedure di rinegoziazione del prezzo e/o della rimborsabilità. 

 

 

Commenti dell’azienda titolare dell’AIC di Libmeldy® 

 

In considerazione dell’estrema rarità della malattia e dei dati di epidemiologici noti, il caso base 

riflette il numero di pazienti eleggibili al trattamento nel periodo considerato. Se dovessero 

emergere dati epidemiologici diversi - ad esempio in seguito all’attivazione di campagne di 

screening – il presente report verrà di conseguenza aggiornato. 

 
 
 
 



Does Italy need a 
new MEA Value-
based MEA 
pathway?

oData quality

oTransparency & Return on Scientific Evidence

oAdministrative vs observational studies → (studies)

o Individual- vs. population-level → (epidemiological 
purposes)

oAvoid duplication of  data collection →
(interoperability)

oDigital health, big data, AI (unavoidable) →
(technology)



Challenges

• DARWIN EU project

• Internationally regulatory initiatives: ATMP (cluster, 
genome editing) & Orphans (cluster)

• Drug development (see PRIME figures)

• The complexity of  innovation: therapeutic agnostic 
(platform trials), ATMP, platform technologies 
(mRNA)

• New HTA EU Regulation: joint scientific 
consultations (EUnetHTA 2021)

• Revision of  EU Regulation on Orphans & paediatrics

• The proposal of  EC on European Health Data Space

HTA Regulation: implementation timeline

Entry 

into force

Date of 

Application

Joint Scientific Consultation (JSC)

+

Stepwise build-up of 

Joint Clinical Assessment (JCA) scope for 

medicines:

- From 2024: cancer medicines, ATMPs

- From 2027: orphan drugs

• Setting up Stakeholder Network (EC)

3 years 5 years

Full Joint Clinical 

Assessment scope

SERVICE 

CONTRACT

Dec. 2021 Dec. 2029Dec. 2024

• Drafting guidance documents (CG)

• Drafting implementing and 

delegated acts (EC)

• Setting up the Coordination Group 

(EC)



Thank you

entelaxoxi@gmail.com

entela.xoxi@unicatt.it

Entela Xoxi

www.linkedin.com/in/entela-xoxi/


