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ltalian 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)
ATFA REGISTRIES (2005)
Managed Entry agreements (2005)

New Innovativeness’ recognition (2017)
New GL on PR negotiation (2020)




Real-World
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REVIEW INDICATION GENERIC
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The regulatory
procedures &
pathways +
early access

Outside-label

Benefit—risk —  Positive

Variability —
farigbility

Efficacy-effectiveness gap

Benefits

Average responsiveness to beneficial effects

Average susceptibility to adverse effects

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

¢ Accelerate assessment (PRIME scheme)

* Conditional Marketing Authorisation (PRIME scheme, Adaptive
pathway)

* Under Exceptional circumstances

d Orphan designation (OD) (PRIME scheme)

v’ Post-authorisation Effectiveness or Safety Studies

(PAES or PASS)

o Compassionate use/ Expanded Access Program (OD)
o Special schemes (OD): 648/96 IT Law



Adaptive pathways

O

NI I authorisation (in EU legislation)

Conditional marketing

Post-marketing commitments; Risk (fx'
Management Plans (in PharmacoVigilance Regulation) ¢

Multi-stakeholder Registries, other
scientific advice data sources

Adaptive pricing/reimbursement
(managed entry agreements)

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



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

Valuve-based
pricing

Identification of
value domains

Conversion of
value into prices

Measurement of Aggregation of
value measures
(Categorical measures

(eg, scale of MCDA (weights
therapeutic added revealed)
value)

Price consistent with
thresholds on ICERs

(lower discretion)

Natural units (eg,

Unmet need life years saved)

Price = f (incremental
value)

(more deliberative)

Survival

Binary (eg, high

Quality of life vs low unmet need)

Impact on
dignity

ICER, Incremental cost-effectiveness ratio; MCDA,
multi-criteria decision analysis; QALYs , quality-
adjusted life years

Country

France

Germany

Negotiating Entity

CEPS (CEESP for
economic evaluation)

SHI (Discount)

Value Criteria

Additional clinical
value (graded)

Additional therapeutic
value (graded)

MEAs

Mainly finance-based
(price/volume
agreements)

Role of ICER

For moderate to
high additional
clinical value/budget
impact more than
€20 million

In principle, an efficiency
frontier

Indication-based Pricing

No

No

ltaly

CPR-AIFA

Additional clinical value

Both finance-based
and outcome-based

Suggested for “very
innovative drugs”
and medicines for
orphan diseases

Yes, through MEAs

Spain
United
Kingdom

CIPM
DoH (MEAs)

Addmonal chinical value
QALYs

Mainly nnance-based
Mainly finance-based

Most important
criterion

No
Yes, through MEAs

CEESP = Economic Evaluation and Public Health Committee; CEPS = Health Products Economic Committee; CIPM = Prices and Reimbursement Inter-ministerial
Committee; CPR-AIFA = Price/Reimbursement Committee—National Medicines Agency; DoH = Department of Health; MEA = managed entry agreement; QALYs =
quality-adjusted life years; SHI = Social Health Insurance.
Elaboration on Jommi and Minghetti,” Panteli et al,'® Theidel and von der Schulenburg,'” and Toumi et al."”

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.



Progressive authorisation lifecycle

Clinical Trials First licensing Full licensing Post marketing

National & EU Scientific Advice/Early Dialogue/HTA

PRIME scheme Pharmacovigilance
CEIRIYE PRI Pricing & Reimbursement / MEA

Real World Data

Facilitate an “end-to-end” process with de-risked, staggered development
costs and better predictability: Medicines Adaptive Pathways



HTA Policy papers and guidelines cademic publications Number of interview participants
agency and transcript reference
ik Guide for companies when applying for subsidies and - 1 participant Transeript reference: a

pricing for pharmaceutical products [21]
General guidelines for economic evaluations from the
Pharmaceutical Benefits Board (LFNAR 2003:2) (28]
The Swedish Pharmaceutical Reimbursement System [33]
NICE Guide to the methods of technology appraisal 2013 (22

NICE DSU technical support document 17: The use of
observational data to inform the estimates of treatment
effectiveness in technology appraisal: Methods for
comparative individual patient data [26]

1QWiG Allgemeine Methoden version 4.2 23
HAS General method for assessing health technologies (4]
Choices in methods for econornic evaluation [29]
Les etudes post-inscription sur les technologies de santé
(medicaments, dispositifs meédicaux et actes) 31
AIFA -
IN Beoordeling stand van de wetenschap en praktijk [25]

Richtlijn voor het uitvoeren van economische evaluaties in
de gezondheidszorg 30|

Leideraad voor Uitkomstenonderzoek [27]

Procedure voorwaardelike toelating geneeskundige zorg
53]

Evidence requifements for reimbursements of
pharmaceutifels across Europe [12]

Methodologicallchallenges in evaluating the value of
registries [19

Evidence inforrfed decision making: The use of
“colloquial efidence” at NICE [17]

How RWD comfensate for scarce evidence in HTA 19

How to improvy the quality of evidence when new
treatment afe funded conditional on collecting
evidence of gfectiveness and safety [20]

Evidence requifements for reimbursements of
pharmaceutifls across Europe [12]

New perspectiv and new challenges in clinical trial
regulation infltaly [13

Feasibility and fhallenges of independent research on
drugs: The ItYlian Medicines Agency (AIFA)

experience

The nationwid Osmed Health-Db database: A tool to
support healfp-care decision-making and real-world
evidence gerration [16]

Evidence requifements for reimbursements of
pharmaceutifels across Europe [12]

3 participants Transcript reference: b

1 participant Transcript reference: ¢
2 participants Transcript reference: d

2 participants Transcript reference: e

2 paticipants Transcript reference: f

ATFA, Itaian Medicines Agency; HAS, High Authority for Health; HTA, health technology assessment; 1Q
and Care Excellence; RWD, real-world data; TLV, Dental and Pharmaceutical Benefits Agency; ZIN, Natidhal Healtheare nstitute.

Institute for Quality and Efficiency in Healt]

care: NICE, National Ingtitute for Health

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

n

ies for Use of Real-World Data

GetReal Workpackage 1. Polic
HTA Agencies. Value Health. 2017 Apr

>

Makady A, Ham RT, de Boer A, Hillege H, Klungel O, Goettsch W.

20(4):520-532

>

tive Study of Six

A Compara

Health Technology Assessment (HTA)



AlFA drug -
based
registries' -

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

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

Prescriber
Physician DB

Prescriptions T

Dispensing
Orders

! v

——3» Pharmaceutical

DB Pharmacist , Company




Data

N. A%

2018 2019 2020 20-19

Registers* 141 166 166 0.0
web-based TPs* 12 14 13 -7.1
Treatments 2,177,819 2,730,119 3,209,838 17.6
Patients 1,858,603 2,288,704 2,655,909 16.0

*Registers intended as single active IT entities are counted (therefore all previous and inactive versions of a
Register that have occurred over time are excluded from the calculation)

Age class Men Wome
No. of patients Inc. % No. of patients Inc. %
<40 227719 42 19,443 4.0
40-49 47,795 8.9 38,506 8.0
50-59 100,033 186 79,575 16.4
60-69 132,087 24.6 111,818 23.1
70-79 160,186 299 147,323 a0.4
>80 73,709 13.7 87,301 18.0
Total 536,589 100.0 483,966 100.0

2021 IT National Drug Utilisation (OsMed)

57
regional
761 approvers

health
directors
. AIFA
pharmacel.JtlcaI Monitoring
companies

Registers

1,884
pharmacists

28,426
doctors
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Examples

|

Figure 4.1.2. Treatments initiated with anti-PCSK9 medicines in December 2(

trend)
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Table 4.1.16. Baseline

characteristics for adult patients with diffuse large B cell

lymphoma 13
Characteristics at baseline Axicabtagen Tisagenle- Total N. (%)
ciloleucel N (%) cleuce N. (%)
Eligible patients 67 (100.0) 97 (100.0) 164 (100.0)
Gender*
F 24 (36.4) 38(42.2) 62 (39.7)
M 42 (63.6) 52 (57.8) 94 (60.3)
Age at register entry (median years - range) 49.4 57.5 54.8
(19,8-70,2) (29,7-70,6) (19,8-70,6)
Time since first diagnosis (median years - IQR) 1.2 (0,8-2,2) 1.6 (1,0-3,8) 1.4 (0,9-3,1)
IPI score
0 4 (6.0) 8(8.2) 12 (7.3)
1 15 (22.4) 15 (15.5) 30(18.3)
2 21 (31.3) 30 (30.9) 51(31.1)
3 17 (25.4) 30(30.9) 47 (28.7)
4 10 (14.9) 11 (11.3) 21(12.8)
5 0(0.0) 3(3.1) 3(1.8)
Days from insertion to 61.5 64 (33-131) 63 (33-131)
infusion (median days - range) (40,0-120,0)
Number of previously administered systemic lines (including rituximab and
of therapy anthracyclines)
38(56.7) 57 (58.8) 95 (57.9)
3 19 (28.4) 29 (29.9) 48 (29.3)
>4 10 (14.9) 11(11.3) 21(12.8)
Patient candidate for ASCT
No 66 (98.5) 95 (97.9) 161 (98.2)
Yes 1(1.5) 2(2.1) 3(1.8)
Performance status (ECOG)
0 53(79.1) 67 (69.1) 120 (73.2)
1 14 (20.9) 30 (30.9) 44 (26.8)
Previous anti-CD19 therapy
No 66 (98.5) 97 (100.0) 163 (99.4)
Yes 1(1.5) 0(0.0) 1(0.6)
Relapse after ASCT
No 44 (65.7) 67 (69.1) 111 (67.7)
Yes 23(34.3) 30(30.9) 53(32.3)
Patient not eligible for ASCT
Other (including transplant already performed) 13 (19.4) 21 (21.6) 34 (20.7)
Age/Comorbidity 0(0.0) 1(1.0) 1(0.6)
Age/Comorbidity+failure to respond to rescue therapy 1(1.5) 4(4.1) 5(3.0)
Failure to respond to rescue therapy 53(79.1) 71(73.2) 124 (75.6)
Stadium (Lugano mod. Ann Arbor criteria)
| 0(0) 1(1.0) 1(0.6)
IE 0(0) 1(1.0) 1(0.6)
I 5(7.5) 11(11.3) 16 (9.8)
1l bulky 8(11.9) 4(4.1) 12(7.3)
IE 6(9.0) 1(1.0) 7(4.3)
1l 9(13.4) 20 (20.6) 29 (17.7)
v 39(58.2) 59 (60.8) 98 (59.8)




AIFA registries

2012-2013

emm Registries (all MP)

Closure of the old platform in

December 2012 and passage

to the new one in early 2013

47

11

2 i
— |
6 3
| |

o |
12 11 5 10

2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016

m .
2 2
| |

2005-2011 2013-2016

@ OMP registries

22

15 11 10

2017 2018 2019

2017-ongoing

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/fphat.2021.699466
AIFA web page: https://www.aifa.gov.it/web

suest/ registri-e-piani-terapeuticil Accessed June 23 2022

une 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

Criteria on Innovativeness’ recognition

(therapeutic indication-based)

Added therapeutic value

Ma

Unmet therapeutic need
Mo

Ma = Maximum; I = Important; Mo = Moderate; P = Poor; A = Absent.

https:/ /www.aifa.gov.it/en/web/guest/farmaci-innovativi
AIFA Innovativeness’ recognition — 519/2017 Deliberation
Galeone C, et al. BMJ Open 2021;11:¢041259. doi:10.1136/bmjopen-2020-041259

Quality of clinical evidence
(GRADE Evaluation)

5
OO | eeC0 | 0ee eSO

'
000|000 |00 L1 1

H = High; M = Moderate; L = Low; VL = Very Low.

l

= Fully Innovative
Uncertainty **
# Not Innovative

Mandatory National
AIFA registry

15



AIFA Innovative appraisals (04/2017 — 01/2020)

Fully innovative Conditionally innovative Nen-innovativet p-value*
n=37 n=29 n=43

Oncological drug 24 64.9 20 69.0 23 53.5 0.363
Orphan drug 16 43.2 11 379 14 32.6 0.816
Oncological and orphan drug 10 27.0 5] 20.7 8 18.6 0.845
Non-oncological and non-orphan drug 7 18.9 4 13.8 14 326 0.155
Therapeutic need

Maximum 5 13.5 4 13.8 4 9.3 0.081
Important 17 459 7 241 12 279

Moderate 15 40.5 18 62.1 22 51.2

Poor 0 0.0 0 0.0 5 11.6

Absent o} 0.0 0 0.0 0 0.0

- Added therapeutic value
Maximum 1 2.7 0 0.0 0 0.0 <0.001

important 31 0 0.0 1 26
Moderate 5 13.6 29 5 13.2

Poor 0 0.0 0 0.0 29 76.3

Absent 0 0.0 0 0.0 3 79

Quality of clinical evidence

High 10 27.0 3 10.3 5 1.6 0.451
Moderate 19 51.4 18 62.1 24 55.8

Low 7 189 6 20.7 9 209

Very low 1 27 2 6.9 5 11.6

Data were summarized as numbers [n) and frequencies {%). "Chi-square test, when the conditions were respected, or Fisher's exact test was applied to evaluate the association between
categorical variables. T For five observations the added therapeutic value was “Untestable” and therefore classified as NA.

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
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A":A I‘egiS‘h’ies * Oral Antiviral: molnupiravir - PF 07321332 ritonavir
& COV'D-1 9 e Remdesivir

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

COVID-19 treatments

ey
€5

@

(
o2

Currently under rolling Marketing authorisation Authorised for use in
review application submitted the European Union

« Evusheld « Lagevrio * Kineret
(tixagevimab (molnupiravir) (anakinra)*
/ cilgavimab) ¢ Olumiant * Paxlovid
(baricitinib)* (PF-07321332
/ ritonavir)
« Regkirona
(regdanvimab)
* RoActemra
(tocilizumab)*
* Ronapreve
(casirivimab /
imdevimab)
* Veklury
(remdesivir)
* Xevudy
(sotrovimab)

EMA’s governance during COVID-19 pandemic webpage: https://www.ema.curopa.cu/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

viruses MBPY

Article

Mortality in SARS-CoV-2 Hospitalized Patients Treated with

Remdesivir: A Nationwide, Registry-Based Study in Italy

1

Pierluigi Russo 1.* Evelina Tacconelli 2, Pier Paolo Olimpieri */, Simone Celant 1 Antonietta Colatrella !,

Luca Tomassini ® and Giorgio Palu 1*

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.

1.0-

Survival probability
o
©

e
o®
\

07-
0 5 10 15 20 25
Days from treatment start

Cumulative number of events

Al-0 340 818 1255 1571 1814

0 5 10 15 20 25
Days from treatment start

Figure 1. Kaplan—Meier Estimates of survival probability up to day 29 (events are censored at day 29).

The gray area represents the 95% confidence band. Table of cumulative events (deaths) is reported
below the curve.
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AL

AGENZIA ITALIANA DEL FARMACO

COVID-19
Monoclonal antibodies

monitoring oitragsio Antcogi Honacional per Covid-1
within AIFA registries

Ufficio Registri di Monitoraggio AIFA

Dati relativi alla settimana 02 — 08 giugno 2022
(estrazione dati 09 giugno 2022)

QAR

Registro AIFA anticorpi monoclonali per Covid-19

Dettagli monitoraggio

Principio attiva

IAutorizzazione

Giorni di monitoraggio

bamlanivimab (Eli-Lilly)

[Determina AIFA n.274 nella GU n. 58 del 09.03.2021

Determina AIFA n.53 nella GU n.83 del 14-04-2022

58
IDetermina AIFA di revoca n.557 nella GU n. 108 del 07.05.2021
[Determina AIFA n.318 nella GU n.66 del 17.03.2021
e etesevimab (Efi-Lill) A48
Determina AIFA n.637 nella GU n.142 del 16.06.2021
[Determina AIFA n.340 nella GU n.71 del 23.03.2021
[Determina AIFA n.912 nella GU n.187 del 06.08.2021
b e i i he) 442
Determina AIFA n.578 nella GU n. 2049 del 01.09.2021
[Determina AIFA n. 1414 nella GU n. 282 del 26.11.2021 (L. 648,/1996)
b e i il preve/Roche) [Determina AIFA n. 155 nella GU n. 282 del 26.11.2021 134
[sotrovimab (GlaxoSmithKline) [Determina AIFA n.%11 nella GU n.187 del 06.08.2021 306
Determina AIFA n.87 nella GU n.42 del 19.02.2022
ixagevimab e cilgavimab (Astr Al 109

Totale pazienti inseriti con almeno 1 DF*: 61.854
Totale strutture prescriventi: 284
Totale regioni prescriventi: 21

www.aifa.cov

AIFA web page: htt

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

Managed Entry Agreements’ implementation

I Payment BY result I Managed entry agreements

I Risk-sharing I

Performance-based risk-sharing arrangements

Financial-based arrangements

To provide evidence regarding
decision uncertainty

~

To manage utilisation
in the real world

/

To manage budget impact

Reimbursement/payback / \

Cost-sharing

C . Pa:::::::::e' Pon:l::ﬁ::]:vel Performance linked reimbursement Coverage with evidence development
apping
Mttt i ----- - & e A ----- -"----‘7'/-'\
. ] . ]
PI‘ICC/ volume ! . P atl'ent Discount Outcomes Process of care Only with research |'|  Only in research
— 1 utilisation cap guarantees 1
] 1
: Patient Price-volume Money-back :
1 cost cap agreement with cap guarantees |
| ] 1
1
Payment AT result Payment model | . Price-volume Conditional :
— Free/discounted
1| treatment initiation agreement treatment '
! without cap continuation o ) !
| Access for all indicated patients 1
b o e e e e e e e e e e e ——————— — ————————— —— I

Based on outcome

All registries capture
clinical data

Adapted from Garrison et al. (2013) - ISPOR taxonomy

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




MEASs’ impact on
pharmaceuvutical
expenditure

Impact of MEAs
(implemented in the
AIFA registries) on
NHS pharmaceutical
expenditure = 0.5%

2020
Rimborsi MEA gestiti dai Registri 114.835.024
Rimborsi MEA gestiti tramite flussi di monitoraggio 228.820.009
Rimborsi MEA gestiti tramite flussi di monitoraggio convenzionata 43.251.664
Rimborsi MEA gestiti tramite flussi di monitoraggio acquisti diretti 185.568.345
Totale rimborsi 343.655.033
Impatto MEA gestiti dai Registri sulla spesa SSN (%) 0,5 I
Impatto MEA gestiti dai Registri sulla spesa acquisti diretti (%) 0,8
Impatto MEA gestiti tramite flussi di monitoraggio sulla spesa SSN (%) 1,0
Impatto MEA gestiti tramite flussi di monitoraggio su spesa convenzionata (%) 0,4
Impatto MEA gestiti tramite flussi di monitoraggio su acquisti diretti (%) 1,4
Impatto totale MEA (gestiti tramite Registri e tramite flussi di monitoraggio) sulla 1,5
spesa SSN (%)
Impatto totale MEA (gestiti tramite Registri e tramite flussi di monitoraggio) su 2,2
acquisti diretti (%)*
Inc. % su sfondamento 11,1

*Esclusi i rimborsi che vengono erogati in assistenza convenzionata

2021 IT National Drug Utilisation (OsMed)



AIFA registries and entry
agreements: from Payment BY
result fo a new trend

Entire drug
Responders treatment
in charge
N Follow-up of NHS
New Evaluation
anticancer [a—— . response
drugs mPFS of KM Drug
control group treatment
in charge
Non of Company
responders
Appropriateness Payment
by results

mPFS of KM: tempo di follow-up calcolato sulla mediana della PFS
della curva di Kaplan-Meier nel gruppo di controllo

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

A)
-O- Appropriateness’ registries (A)
A with Payment by result
== Awith Financial-based
=)= Awith Payment at result
O—0—
@
O mn O
(. | I I
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019
B)
Conditional Marketing Accelerate Normal
Authorisation Assessment Route
5%
25%
21%
13%
62% 74%
B Aonly A with PbR B ~with FbA [ Awith PaR

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

22



New tfrend on
MEAs:
payment AT
result with
instalment

A)
=~ Appropriateness’ registries (A)
A with Payment by result
=0~ Anwith Financiatbased
A with Payment at result
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019
B)
Conditional Marketing Accelerate Normal
Authorisation Assessment Route
5% 4%
25% 15%
21%
6%
13%
62% 74% 75%
B Aony Awith PbR W Awith FbA Awith PaR

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

Principio attivo

Tisagenlecleucel

ATCV livello 101
Specialita I Kymriah® I
Confezione Tacee
Prezzo al pubblico €528.128
Prezz0 ex-factory al lordo delle riduzioni di 320000

legge, IVA esclusa

Dose raccomandata in RCP

1infusione una tantum

Numero confezioni per la durata del

1 confezione

Costo per la durata del trattamento per
paziente a carico del SSN, IVA esclusa (€)

€320.000

Condizioni negoziali

Sconto confidenziale alle strutture del SSN per lindicazione
DLBCL e meccanismo di pagamento condizionato (Payment at
results) all'infusione, a 6  a 12 mesi per entrambe le
indicazioni.

Figura 3. Stima di Kaplan Meier della sopravvivenza per I'indicazione DLBCL (dati di registro AIFA)
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Figura 4. Stima di Kaplan Meier della sopravvivenza per I'indicazione LLA (dati di registro AIFA)
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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-
estimated to be 94.4% with a 95% CI: 84.4% -

100.0%.

month survival probability was

Principio attivo Axicabtagene ciloleucel
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Prezzo al pubblico

€539.680,80

Prezzo ex-factory al lordo delle
riduzioni di legge, IVA esclusa

€327.000

Dose raccomandata in RCP

1infusione una tantum

Numero confezioni per la durata del

1 confezione

Costo per la durata del trattamento
per paziente a carico del SSN, IVA
esclusa (€)

€327.000

Condizioni negoziali

Sconto confidenziale alle strutture del SSN e meccanismo di
pagamento condizionato (Payment at results) a 180, 270 e
365 giorni
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Figura 3. Stima di Kaplan Meier della sopravvivenza (dati di registro AIFA)

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.

ATFA Technical-scientific teports for Kymriah (20/09/2021) e Yescarta (28/07/2021)




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 resulf of

price renegotiation and / or reimbursement procedures.

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 rimborsabilita.
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Does Italy need a
new MEA Value-
based MEA

pathway?

:' frontiers ‘ Frontiers in Medical Technology

A Proposal for Value-Based Managed
Entry Agreements in an Environment
of Technological Change and
Economic Challenge for Publicly
Funded Healthcare Systems

Entela Xoxi', Filippo Rumi™, Panos Kanavos?, Hans-Peter Dauben?,
Inaki 9°, Gui

o Data quality
o Transparency & Return on Scientific Evidence
o Administrative vs observational studies = (studies)

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

o Avoid duplication of data collection =
(interoperability)

o Digital health, big data, Al (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)
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* Revision of EU Regulation on Orphans & paediatrics
* The proposal of EC on FEuropean Health Data Space




Thank you

Entela Xoxi

entelaxoxi@gmail.com
entela.xoxi(@unicatt.it

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




