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Key a S p e Ct S ( 1 ) UNIVERSITA DEL PIEMONTE ORIENTALE

m Assessment / Appraisal / P&R negotiation (and MEA) managed by the same agency
(AIFA)

m P&R simultaneously negotiated

®m 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 o
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B 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

m |BP (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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Italian Medici
- &5 AFA. l-\geI::y edicines
reimbursement > Monitoring Registers

Monitoring Registers

Followuson @ W EBMOES G-

Introduced in 2012

UNIVERSITA DEL PEMONTE ORIENTALE

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)
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Follow-up and discontinuation forms
(Yescarta - FO"iCUIar I_ymphoma) UNIVERSITA DEL PIEMONTE ORIENTALE
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Drug registries and regulation

B Appropriateness (eligibility criteria)

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

m Patient-level MEAs

®m 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

Sales capping Cost cap per patient
FINANCIAL-BASED Price/volume Manufacturer funded
agreement treatment initiation

Performance-linked
reimbursement (PLR)

OUTCOME-BASED
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OUtcome-baSEd MEAS in Italy UNIVERSITA DEL PIEMONTE ORIENTALE

®m 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)

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

Kaplan Meier PFS
0.8

® Endpoint and re-evaluation time are crucial

0.6 4

04 HR=0.480 (0.387-0.594)

Log-rank test p<0.0001

Proportion without Event

0.2 4

0.0

0 (6) 10 20 30 40
Progression-Free Survival (months)

SMA: Spinal Muscular Atrophy e



PLR in Oncology: how do they work

Clinician

Clinician

\ ¢

Closes the
form

Hospital

=
&

Fill in the registry
(eligibility to treatment)

Non responder

Hospital
pharmacist

¢

=

Payback

) 4

Follow-up

Payback
request

\ ¢

Industry
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The ‘crisis’ of outcome-based MEAs in Italy
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B MEA aperti MEA chiusi === V/alore rimborsi

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) | dati Il futuro della sanita Strumenti per una reale innovazione. Edra, 2022. e



W hy t h i S c r i S i S ? ( 1 ) UNIVERSITA DEL PIEMONTE ":H’IT/‘\.LE

® Limited savings on drug expenditure (2013-2022)

=)

1.1%
(outcome-based)

100%
10.6%
p— (financial-based)
I I 11.7% 63%

Gross spending Net of hidden discounts Net of alla MEAs

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



W hy t h i S c r i S i s ? ( 2 ) UNIVERSITA DEL PEMONTE ORIENTALE

® Administrative burden for clinicians and hospital pharmacists (no estimate)

® Too many MEAs and systematically used to overcome negotiation impasse, instead of
managing uncertainty

m Diffused perception that compliance of clinicians and hospital pharmacists is different
across regions

m 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-QolL

m 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-QolL: 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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®m Some evidence disregarded (e.g. positive impact on regional access)

(Bzo_.

Cumulative proportion of lacked access
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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



UPoO

Age n d a UNIVERSITA DEL PIEMONTE ORIENTALE

< Overview of drug Pricing and Reimbursement system in Italy

< Drug registries

<+ Managed Entry Agreements

< Lessons learnt from the Italian case

< Back-up slides




UPoO

Key m e s s a g e S UNIVERSITA DEL PEMONTE ORIENTALE

® MEAs should be selectively used to manage uncertainty and not expansively used to contain costs
and overcome negotiation impasse

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

® CED beyond PLR

m Contract completeness

m Platform / IT user-friendly and inter-operable

®m Return information to health care organisations and data-entry managers

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




Thank you

claudio.jommi@uniupo.it

UPC
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Pharmaceutical expenditure in Italy (2022)
Expenditure items Million € Fier- %
capita (€)
Retail 17576 298 56%
- Government expenditure 7657 130 24%
- Private expenditure for reimbursable drugs 1908 32 6%
- Copayments 1501 25 5%
- Non-reimbursable Rx 3523 60 11%
- OTC 2987 51 9%
Hospital 14089 239 44%
- Inpatient 10333 175 33%
- Direct distribution + "Distribution on behalf"* 4875 83 15%
Total expenditure 31665 537 100%
- Government expenditure 21746 369 69%
- Private expenditure 9919 168 31%

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

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



Government expenditure: pharmaceuticals over total health care

(2001-2022)
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Spending caps on drugs

7% of Health Care 7.65% of Health
Budget Care Budget

Industry + Distribution cover the Regions and the industry
possible deficit cover 50% of the deficit each

Company budget Company budget
Actual spending in Actual spending in
2022 below the cap 2022 over the cap

-€ 0.71 million +€ 2.71 billion

No communicating vessels

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




P&R negotiation* (and innovativeness appraisal)

AlFA P&R Dossier

¥ ALsin Tl b T « Innovativeness « EU Approval
| Scientific P&R | Dossier (optional)
| Committee Committee | | Meraed i ”
| CTS) (CPR) : erged in one committee
| ( i (CSE - Scientific-Economic Committee)

Approval by the Board of Directors and SO Not innovative (or
Publication on GU of P&R status innovativeness not requested)

® 9 4

Potentially Innovative

Innovative (max 3 ys) (max 1.5 ys) Regional — pgy  pgjayed

: formularies
 Dedicated Fund « Immediate Access Access

* Immediate Access to Regional Markets {5 Regional Markets

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



Innovativeness appraisals

YESCANTA_ DLBCL PAABCL v.1 0 CTS genmaic 2019

VALUTAZIONE DELL'INNOVATIVITA®

YESCARTA il )
Indicazione: YESCARTA & indicato trattamento di pazienti adulti con linfoma diffuso a grandi celiule B
(Giffuse large B-cell lymphoma, DLBCL) e linfoma primitive del mediasting a grandi celiule 8 (primary
mediastinal large B-cell lymphoma, PMBCL) refrattari o recidivanti, dopo due o piu' linee di terapia

sistemica

BISOGNO TERAPEUTICO

MASSIMO | Assenza di opzion terapeutiche per la specifica Indicazione o

IMPORTANTE | Presenza i atemative terapeutiche per i specifica Indicazion, ma che non | X
producono impatto su esiti clinicamente rilevanti e validati per la patologia in
ogsetto

MODERATO | Presenza di alternative terapeutiche per la specifica indicazione con impatio | O
valutabile come limitato su esiti riconosciuti come clinicamente rilevanti €/ con un
profila di sicurezza incerto 0 non del tutto soddisfacente.

SCARSO ["Presenzs di una o piu alternative terapeutiche per la specifica indicazione con | O
impatto valutabile come elevato su esiti riconosciuti come clinicamente rilevanti e
con un profilo di sicurezza favorevole

ASSENTE | Presenta i alternalive terapeutiche per la specifica indicazione in grado di| O
modificare la storia naturale della malattia  con un profilo di sicurezza favorevole

Commento:

Le opzioni disponibili per i del DLBCL/PMBCL in recidiva ©

refrattario dopo due o pii linee di terapia sistemica (p.e. pixontrone o combinazioni chemioteropiche non.
cross resistenti) non hanno un impatto cliniamente rilevonte sulla sopravviventa (vedi Crump M ef al,
Blood 2017). In caso di disponibilita di un donatore, una frozione di questi pazienti potré accedere od un
trapianto di cellule staminall allogeniche (il cul reale ploce in therapy nel solvataggio dei pozienti con DLBCL
& ancoro in corso di definizione) mo, data Felevata tossicitd, | risultati globall non possono essere
comunque considerati soddisfacenti (vedi Fenske TS et al, Biol Blood Marrow Transpiont. 2016)

Il bisogno terapeutica nella indicazione approvata é quind importante.
VALORE TERAPEUTICO AGGIUNTO

MASSIMO Maggiore efficacia dimostrata su esiti clinicamente rilevanti rispetto alle akternative | O

terapeutiche (qualora disponibil), Il farmaco & in grade di guarire la malattia o
comunque di modificarne significativamente 1a storia naturale
IMPORTANTE

| Maggiore efficacia dimostrata su esiti clinicamente rilevanti, o capacits di ridurre il | X
rischio ai [} fatali, o mighore rappono
rischio/beneficio (R/B) rispetto alle alternative, o capacith di evitare il ricorso a
procedure cliniche 80 aito rischio. Il farmaco modifica | storia naturale dells

i invali

e i pazient, o comunque un vantaggio
rmini di qualith della vita e @i intervalio

dlinicamente rilevante, 3 esempia
libero dalla malattia, rispetto alle alternative terapeutiche oisponibil.
| Maggiore efficacia di entith moderata o dimostrata in akune sottopopolazion di | O |
© su esitl surrogati, e con effetti limitati sulla qual

MODERATO

della vita. Per

parie
condizioni nelle quali sia ammissibile 'assenza di un comparatore, disponibilith di
evidenze suggestive di migliore efficacia clinica e profilo R/B piu favorevole rispetto

UNIVERSITA DEL PIEMONTE ORIENTALE

Do
alle alternative terapeutiche disponibili. Bilopatia Lo FL el Lo Crosy 2018
SCARSO Maggiore efficacia che, tuttavia, & stata dimostrata su esiti non clinicamente o S — P =
rilevanti oppure risulta di scarsa entita. Vantaggi minori (ad esempio via di — o —
azione pil favorevole) rispetto alle terapeutiche disponibili o "—_-_— e e R | e | e | s
ASSENTE Assenza di un beneficio clinico rispetto alle alternati iche | O
disponibili e ————
Commento: E l$ | lmmm ‘mrwml Er=— lmm e l BOO0 s | o
Le evidenze a supporto dell’utilizzo di Yescarta per il trattamento dei pazienti affetti da DLBCL/PMBCL
recidivato/refrattario (r/r) dopo 2 o piil linee di terapia provengono da un singolo studio pivotal di fase I/il RS st s 1 e s e s
(studio ZUMA-1) che ha arruolato in totale 7 pazienti in fase I e 101 pazienti in fase Il (77 con DLBCL, 16 con v s [e— ‘w‘"wmh [Epm——— p— [.m.«.-. B l@@@!' wocenara | WEERTAE
linfoma follicolare trasformato [TFL] e & con PMBCL). L'attuale valutazione di efficacia si limita al 101
pazienti infusi dello studio di fase Il che ha arruolato in totale 111 pazienti. T s st o e Sz
Dopo un follow-up mediano di 27.1 mesi per i 101 pazienti in fase 2, data cut-off date 11/08/2018 (Locke FL T Jam [ [ [ omn ‘mm e | @®00 man | e
et al, Lancet Oncology 2018), 'ORR per valutazione centralizzata nei pazienti infusi é risultata pari al 74% e
(83% per Investigator, 76% ITT), con un tasso di CR del 54% (58% per Investigator, 53% ITT). T s s e
Se si considerano i risultati disponibil in letteratura in un simile setting di malattia (SCHOLAR-1 pooled data e e e e e p————
ORR: 26% (95%CI 17, 39) e CR: 10% (95%CI 5, 20), CORAL ORR 40.3% e CR 18% in pazienti rispettivamente e | ‘ [ ‘ S
per il 50% e il 46% in seconda o successiva linea di terapia [Crump M et al, Blood 2017], studio
osservazionale MDACC ORR: 20%, CR: 7%, studio PIX301 ORR 30%, CR 20% in pazienti rispettivamente per il :x::‘::::""
90% e il 100% in seconda o successiva linea di terapia [Crump M et al, Blood 2017, Pettengel R et al, Clin
st

Drug Investig. 2018]), i tassi di ORR e di CR osservati nello studio pivotal appaiono di rilevanza clinica.
Gli endpoint time-to-event mostrano come nei pazienti trattati con Yescarta I'0S mediana non sia ancora
stata raggiunta (95%IC 12.8 mesi - NR), cosi come la DoR mediana (IC al 95% 10.9 - NR; DoR mediana per
Investigator 11.1 mesi, 95%Cl 4.2 - NE) mentre la PFS mediana & pari a 5.9 mesi (IC al 95%: 3,3 - 15). In
termini assoluti, la PFS mediana osservata nello studio Zuma-1 non appare dissimile da quella riportata
nello studio PIX301 con pixantrone in un simile setting di malattia (PFS mediana 5.3 mesi).

La rilevanza clinica dei risultati osservati nello studio ZUMA-1 rispetto ai possibili comparator é pero
riscontrabile nell’evidenza di un plateau nelle curve di PFS dopo circa 6-12 mesi dallinfusione, con il 72%
(95%C1 56, 83) dei pazienti, in CR dopo 3 mesi dall'infusione, liberi da progressione a 24 mesi e una OS
stimata a 24 mesi pari a 50.5% (vs. ~20% con le opzioni terapeutiche attualmente disponibili (vedi Crump M
et al, Blood 2017).

Questo dato ¢ suggestivo della possibill
raggiungibile, in questo setting terapeutico, solamente in seguito a HSCT allogenico e in una ridotta
frazione di pazienti. Dal punto di vista della sicurezza, il profilo di tossicita a breve termine dei CARTs anti-
€D19 & noto e comune a tutti i prodotti attualmente in sviluppo (i.e. sindrome da rilascio di citochine [grado
23 11%], infezioni [grado >3 28%], neurotossicita [grado >3 32%]) e, per quanto non indifferente, é
giustificabile in rapporto ai possibili benefici attesi.

Il valore i

di un reale controllo a lungo termine di malattia, attualmente

aggiunto é c P

L o adte
b 14008 etiras v . Cramp W1, e 201  Petcngel R 1, Cin g v 2016
RRD,

Vescaa

‘ S5

s o3
(s Cinp Wt 3, Bod 2011 B2

QUALITA’ DELLE PROVE
(Vedi tabella allegata GRADE)

ALTA

MODERATA

Commento:

Lo studio ZUMA-1 & un trial non controllato. Le analisi principali di efficacia sono effettuate sulla
popolazione di pazienti infusi, e non su quella dei pazienti arruolati, e pertante non sena conformi al
principio di ITT, ma le analisi nella popolazione ITT (cui fa riferimento questo report) sono state
parzialmente riportate (vedi Supplementary appendix, Locke FL et al, Lancet Oncology 2018). Si attribuisce
un punto di upgrade per la forte associazione intervento-esito ed elevata entita dell’effetto osservata in
termini di OS a 24 mesi (50.5% con Yescarta vs. circa 20% in letteratura [vedi Crump M et al, Bload 2017]:
RR>2) e di CR rate (54% con Yescarta vs. max 20%: RR>2 [vedi p.e. Crump M et al, Blood 2017 e Pettengel R

et al, Clin Drug Investig. 2018]).

La qualita delle prove e considerata moderata.

BASSA

o|lo|x| o

MoLTO
BASSA

GIUDIZIO COMPLESSIVO SULL'INNOVATIVITA'

Data la rarita del DLBCL/PMBCL, si ritiene che a Yescarta possa essere riconos
guesta indicazione in considerazione del 1) bisogno terapeutico importante 2) valore terapeutico
aggiunto importante 3) qualita delle prove moderata. L'innovativita verra rivalutata dopo un anno.
Giudizio espresso a maggioranza, con il parere divergente di due componenti che non ritengono possibile
riconoscere I'innovativita piena sulla base delle prove disponibili.

ta I'innovativita in

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



Publications on drivers and internal consistency
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Key drivers of innovativeness appraisal
for medicines: the Italian experience
after the adoption of the new

ranking system

Carlotta Galeone @ . Paolo Bruzzi.® Claudio Jommi*
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INTRODUCTION
Market access for pharmaceusicals in laly

the phan 4 a market

lsunch or auonomousty carred o by ATFAL
Innerasiveness saus has some advaniages
from an access perspective, including o
dedicared funds (one for cancer medicines
and the orher for non-cancer medicines) and
immediate access o regional markets.
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The Assessment of the
Innovativeness of a New Medicine in
ltaly

FllumﬂmiFﬂangM" Serana Pema’, Aoberto Marini, Alessandra Deil"Utri,
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Objectives: Starting from April 2017, the falian Madicine Agency [AIFA) has approved
new criteria for dafining any new medicinal product with an innovative indication. Tha
purpose of the study is to analyz the actity of innovativensss evaluation according to
the new approach, to estimate the weight of each criterion considerad for innovativeness
definition, and fo evaluate how the new approach works in terms of consistency
and reproducibility.

Methods: A retrospective analysis was performed on the final reports evaluating
tha drug innovativaness assessment published on the AIFA's websits batwaen April
2017 and January 2021. Descriptive statistics, chi-square test, whether the condifions
were respected, or Fishar's exact test was usad to explors the association batween
characteristics of drugs and the innovativeness status and the association between the
three criteria. Profiles of the decision process and their relationship with innovativeness
responsa were described. In order to evaluate the weight of each criterion in predicting
the Innovativenass status, a Classification Traa () algorithm was appiiad.

Results: Overall, of the 100 published drugs reports, 37 133.9%) were recognized as
fullyinnovative, 28 (26.6%) wera considerad condionally innovative, while for 23 (30.4%)
reports innowativeness was not racognized. Considaring the three criteria of the decision
process, the added therapeutic value was the only criterion statistically associated with
adrug's degree of innovation (p < 0.001). The therapeutic need and the quality of clinical
evidence were statistically associated {p — 0.008) even if cnly a mild association was
observed. Tha added therapeutic value was the most important variable in predicting the
innovativenass status according to the classification trea (CT) model applied, achieving
‘an accuracy of 89.4%. No differance was found batween orphans and non-orphan drugs
or ancological and nen-oncological drugs.

Discussion: The addad therapeutic valus is tha most important criterion of tha
multidimensional approach for the innovativeness status definiion of a new medical
product. A mild associabon was found between the therapeutic need and the quality
of ewidenoe. Cverall, similar decision profiies bring the same evaluation of innovatvenass
status, indicating a good consistency and reproducibility between dacisions.

Keywords: innawativens=s, drsg therapy, therapeutic nesd, sdded therapeutic vakue, prads

o i Whecicine | wew i

1 Decernber

Pharmacafconomics - Open (2023) 7373-381
hittps/dolorg/10.1007/541663-073-00393-3

‘ORIGINAL RESEARCH ARTICLE

ok o
o)
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Abstract

Background Innovative medicines are provided with dedicated funds and immediate market access in Italy. Innovativenass
evaluation considers unmet need. added therapeutic value, and guality of the evidence.

Objective We simad to evaluate the internal consistency and drivers of the innovativeness appraisal process.

Methods Appraisal reports on innovativeness refer (v 1997-2021. We used both a descripiive approach and probabilistic
multivariate analysis, using logistic ®gression models to compute odds ratios and 95% confidence intervals, The depend-
ent variable is innovativeness status (innovative vs. non-innovative; full
Explanatory variables, besides the three above-mentioned domains. are the year nrwaiuauuu drug type, target disease aml
population, und the number and type of available studies.

Results Among the 141 medicines scrutinized, 31.9%, 29.8%, and 38.3% were evalualed as fully innovative, conditionally
innovative, and on-innovaive, respectively. Added therapeutic value and the quality of the evidence were associated with
the odds of receiving innov ative status. and full : unmet need was not a predictive
variable. Other actors played u minor role: medicines for both solid umours and rare diseases are more Tikely o be judged
innovative: conditionsl innovativeness is mare probabie for medicines for rare diseases
[« oV atus is driven by the added ic value and quality ofevidence. The appraisal process is
inernally consistznt and predictable. This provides industry with a clear indication of what is needed w ensure that access

o their medicines is prioritized.
Kay Points for Dectsion Maksrs

Cri 40 appraise innovativeness {unmet need, added
therapeutic value. and quality of the evidence) were
introduced in Italy in 2017, Innovative status provides
the relevant medicinefindication for some advantages,
inchuding a dedicated fund and immediate acoess to
Tegional markets.

1 Claudio Jommi - * 3 2 F
Ourfindings show that an innovativeness appraisal is
:"‘“"“JG“ P P, driven by the added therapeutic value and quality of the
arota Galeons : A ;
L ookt i ot evidence and thal the uppraisal process is highty frans-

parent, intemally consistant, and predictable.
! Depariment of Pharmaceutical Sciences, Universita del
Piemente Orientale, Novara, Iy

Cergas (Centre for Research on Health and Social Care
Munzmment). SDA Boccon, Bocconi University. Milan,
Tialy

A transparent and predictable appraisal process is very
impaortant for all stakeholders. In particular, it provides
the indusiry with a clear message that an important
added therapeutic vale and high guality of evidence are
needed to prioritize market scoess for their products.

Biostatistics & Ouicome Research. Statinfo, Milan, lialy
Bicocea Applied Stutistics Center (B-ASC), Universit degli
Studi di Milano-Bicocea. Milzn, ltaly
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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

Innovative vs. not innovative®

[n=141]

OR (95% CI)

Fully innovative vs.
conditionally innovative”
[nn=87]

OR (95% CI)

Period of assessment
2017-2018
2019
2020-2021
Rare disease
No

Yes
Type of disease

Solid tumour
Haematologic tumour
Non-oncologic disease
Target population
Adults only
Paediatric or mixed
Total no. of studies in support
1
>1
Domains of innovativeness

Unmet need®

Added therapeutic value® |:>
GRADE evaluation®

| (reference)
0.57 (0.22—1.46)
1.25 (0.51-3.08)

| (reference)
5.41 (1.81-16.16)

3.54 (1.24-10.12)
0.66 (0.19-2.32)

| (reference)

| (reference)

1.96 (0.59-6.44)

| (reference)
1.23 (0.45-3.40)

1.71 (0.93-3.13)
205.3 (20.4-00)
3.00 (1.63-5.53)

1 (reference)
1.15(0.344.14)
0.82 (0.29-2.32)

1 (reference)
0.22 (0.05-0.90)

0.64 (0.15-2.67)
1.26 (0.28-5.62)

1 (reference)

1 (reference)
3.93 (0.97-15.91)

1 (reference)
0.70(0.22-2.22)

1.06 (0.49-2.28)
o0
2.85(1.23-6.58)

Jommi C, Galeone C. The Evaluation of Drug Innovativeness in Italy: Key Determinants and Internal Consistency.

Pharmacoecon Open. 2023 May;7(3):373-381.




Innovativeness criteria

. Therapeutic Quality of
TS [0EEE added value evidence (GRADE)

e Moderate
e Moderate e Moderate

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

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



Published innovativeness appraisals (July 2023)

Overall (n=193) Orphan (n=102)

&3

® Innovative m Conditionally innovative = Not innovative m Innovative = Conditionally innovative = Not innovative

Cancer (n=102)

m [nnovative ® Conditionally innovative = Not innovative

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



Reimbursement rate of new medicines
(Medicines approved in 2018-2021)

The breakdown of availability is the composition of medicines available to patients in European countries a;
5th January 2023 (for most countries this is the point at which the product gains access to the reimbursement
list?). This includes all medicine’s status to provide a complete picture of the availability of the cohort studied.
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https://www.efpia.eu/media/677311/efpia-patient-wait-indicator.pdf ‘



ICER for reimbursed drugs UP

UNIVERSITA DEL PIEMONTE ORIENTALE

No. of therapeutic  Incremental costs (Euros) Incremental effectiveness ICER* (Euros
maications QALY s) per QALY)
Mean (95% Ch Mean (95% (1)
Owerall 48 61 688 (35684 1093.891) 1.96 {13410 2.5%) 33004
Orphan designation
Yes I7 L18.902 (49951 Ip 187 B54) 10 (Ii70todT1) 37.157
No 3] 34957 (13,381 1o 56.533) 1.28 {087 to 1.69) 27310
Innovativeness status
Full or conditional 22 08,450 (41,115 1©0151.803) 256 (13910 3.74) 37,679
Not immov ative 26 178504 (12,167 1o 63.442) 1.45 (0361w 204) 26072
Potentially efigibbe patients
< 1200 patents 28 B6,630 (41.821] to 131.458) 229 {13410 3.24) 37.834
> 1200 patents X 33,956 (4388 1n 63.524) 1.50 (077 t0 2.23) 22.637
Quicome-based MEA
Yes 4 255.721 (47 517 o2 463 .924) 591 (-0071011.89) 43,269
No 44 47 321 (23.757 to 70.886) L&D (1130 20%8) 29576

Russo, 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)
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P ro S Of M EAS UNIVERSITA DEL PEMONTE ORIENTALE
The health care payer I
®m Risk of failure shared with the Getting reimbursement of drugs
industry and costs reduced Avoiding list prices below an acceptable
m Indication-based reimbursement / price corridor
price

Improving company’s image in
® Real World Data supporting sustainability (?)

Strengthening relationships with payers
(?)

Improving access at local level




Co n S Of M EAS UNIVERSITA DEL PIEMONTE ORIENTALE

The health care payer The industry

m Transaction costs ®m Transaction costs
m Actual savings not certain (better a B Actual reimbursement rate non
discount) certain (and possibly much lower

than nominal price)
B Relationships with healthcare

professionals may get worsen m Rebound effects if health care
professionals do not comply with

®m Companies may incorporate the procedures

expected impact of MEA on their
list prices




