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Dichiarazione di trasparenza/interessi*

Le opinioni espresse in questa presentazione sono personali e non impegnano in alcun modo I'AIFA

Interessi nell'industria farmaceutica NO Attualmente

INTERESSI DIRETTI:

1.1 Impiego per una societa: Ruolo esecutivo in una

1.2 Impiego per una societa: Ruolo guida nello sviluppo

1.3 Impiego per una societa: altre attivita
2.
3.
4.
5.
INTERESSI INDIRETTI:

societa farmaceutica

di un prodotto farmaceutico

Consulenza per una societa
Consulente strategico per una societa

Interessi finanziari

gooooono

Titolarita di un brevetto

Sperimentatore principale
Sperimentatore

Sovvenzioni o altri fondi finanziari

X XXX XXXXXX X
o oo

O

Interessi Familiari

Da 0 a
3 anni precedenti

gooooono

o oo

O

oltre 3 anni precedenti

[] obbligatorio

[] obbligatorio
[] facoltativo
[J facoltativo
[] facoltativo
[ facoltativo

[] facoltativo

[] facoltativo
[] facoltativo
[] facoltativo

[] facoltativo

AIFA con Delibera n. 37 del 13 ottobre 2020.

*Francesco Trotta, secondo il Regolamento per la disciplina dei conflitti di interesse all'interno dell’Agenzia Italiana del Farmaco approvato dal CdA

N.B. Per questo intervento non ricevo alcun compenso
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3 % Il contesto Globale & Europeo
I consumi Europa Occidentale
of Medicines 2024 N Outlook Uso: stabile

Globale: 3,8 trilioni di DDD nel 2028 con crescita annuale 2,3%/anno

Europa Occidentale:

« Crescita annuale: 1% all'anno
« Uso Procapite: conferma alta intensita Europa (1000 DDD) vs Nord America (750)
« Maggiore crescita (2018-2023): Immunol. & Endocrinologia (+28%); Oncol. (+21%)

« Le scadenze brevettuali: aumento dell’'uso di circa 5% (nell'area di riferimento);
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Il contesto Globale & Europeo

La spesa
Europa Occidentale

Globale: Outlook Spesa: aumento
e 2,3 trilioni di $ nel 2028 con crescita annuale del 6-9%/anno pesa:

« 2024-2028: aumento spesa di 630 miliardi $
«  Nuovi farmaci (193 miliardi $) compensano quelli che perdono brevetto (192 $)
»  Maggiore componente aumento spesa: farmaci lanciati prima del 2021 e ancora on-patent

Europa Occidentale:

«  Crescita annuale: 4-7% anno

« 2024-2028: aumento spesa di di 70 miliardi $

«  Maggiore componente aumento spesa: nuovi farmaci (50 miliardi $)

Italia:
« spesa SSN 2023 pari a 22,8 miliardi € con crescita al 7% arriverebbe a 33,6 miliardi nel 2028

«  Cio vorrebbe dire che la spesa farmaceutica varrebbe oltre il 20% del FSN.
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Il contesto Globale

ﬁ' Confronti consumi e spesa tra aree geografiche

Global Use
of Medicines 2024

Spending and volume growth are following diverging trends
by region

Exhibit 22: Spe sk Qe growth by region

Spending growth through

Nord America: +6% uso; +45% spesa; s &| Bisaaie e
Europa occidentale: +5% uso; +35% spesa e
Europa orientale: +7,5 uso; +55% spesa

India
bove average volume and
spending growth through 2028

Asia-Pacific
Africa & Middle East

China
25%
20% Below average spending growth, with
Below average volume and expanded access to novel drugs driving
15% spending growth through 2028 spending growth faster than volume

2024-2028 Percent spend
u

10% Japan

Indla: +200/0 USO; + 550/0 Spesa 5% 0o 5% 10% 15% 20% 25%
Ci na : +200/0 u So; +30 0/0 Spesa 2024-2028 percent volume growth defined daily doses (DDD)
Giappone: +10% uso; +10% spesa

Source: IQVIA Market Prognosis, Sep 2023; IQVIA Institute, Dec 2023.
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Il contesto Globale

Confronti consumi e spesa tra aree geografiche

Global Use
ohlissicines 202t Spending growth is driven by mix — the change in the average cost

of medicines — in many key regions

024
Exhibit 23: Spending growth globally and in 9 regions, total market excluding COVID-19 vaccines and
therapeutics, const US$ 2014-2028
Global North America Western Europe Asia-Pacific Japan
60% 60% 60% 0% 75
o0% 421 429 M 451 444 4y S0H m
40% | 348 40% 7.4 40%
139 | 11.9 , ,
30% 30% 30%
20% 20% 20%
. . ) 31.1 [ 370 "
+ In North America and Western Europe, mix growth o | 1 82 109 10% e
0% 0% 0% 0.
accounts for more than 80% of spending growth, while oow ¢ Africa & Middle East g, Latin America g0, S0% China
. . . . . 50% ! % 76.8 %
in Asian countries volume growth is a much higher o 6% | 281 435 496 B0 EAm 60% s12 Y
347 337 M 0% 3 26.5
. . 30% 30% 3 40%
share of the changes in spending. . 104 REZ m a0% 205
0% | 133 0% : POl 67.8 20% 208
10% 4, 236 -20.1 20% " o 324
0% -30% 0% [[E 0% 5.6 M0
2014-  2019-  2024- 2014-  2019- 2024- 2014- 2019 2024- 2014-  2019- 2024- 2014-  2019- 2024-
2018 2023 2028 2018 2023 2028 2018 2023 2028 2018 2023 2028 2018 2023 2028

@D volume growth @ Mix growth  S-year aggregate spending growth

Source: IQVIA Market Prognosis, Sep 2023; IQVIA Institute, Dec 2023.
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Il contesto Globale: I'ampiezza dei «mercati»

SPENDING AND GROWTH BY REGIONS AND KEY COUNTRIES

Faster growing Pharmerging markets are generally improving in
their global rankings while developed markets rank lower

Exhibit 34: Global top 20 countries ranking and invoice spending relative to the United States

RANK

b B>

14
122A
139
14§
15 4
16

17 A
139
19Y
209

2018

United States
China

Japan
Germany
France

Italy

United Kingdom
Brazil

Spain

Canada

India

South Korea
Russian Federation
Australia
Indonesia
Mexico

Saudi Arabia
Argentina
Poland

Turkey

% OF U.S.
INVOICE
SPENDING

100
27.7
17.2
10.4
7.4
6.9
5.6
5.2
5.1
4.5
4.1
8%
3.1
26
1.7
1.7
1.7
1.7
1.6
15

RANK

W O N O U R W N =

o

1
124
E 4
14

154\
16 4
17A
18 Y
194
204

2023

United States
China

Japan
Germany
France

Italy

United Kingdom
Brazil

Spain

Canada

India

Russian Federation
South Korea
Australia
Mexico
Argentina
Poland

Saudi Arabia
Turkey
Vietnam

Source: IQVIA Market Prognosis, Sep 2023; IQVIA Institute, Nov 2023.

% OF U.S.
INVOICE
SPENDING

100
23.0
10.6
9.2
6.6
5.9
5.8
5.0
47
4.4
3.9
2.9
2.6
23
2.0
11
1.6
1.6
1.4
1.2

RANK

VW N U R WN =

o

11
124
13V
144
14
16 A
17

18
19

20

vA Change in ranking over prior 5 years

2028

United States
China

Japan
Germany
France

Italy

United Kingdom
Brazil

Spain

Canada

India

South Korea
Russian Federation
Argentina
Australia
Turkey

Poland

Mexico

Saudi Arabia
Vietnam

% OF U.S.
INVOICE
SPENDING

100
20.0
9.3
8.9
6.5
6.0
5.7
5.3
4.8
4.6
4.0
2.8
2.6
25
2.0

Outlook «mercati»:

Italia: continuera a essere
il 6 mercato al mondo.
Elevata stabilita nei primi
10 posti
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Dove andiamo?

Quali saranno i determinanti della spesa? Quali innovazioni?

of Medicnes 202 Riflessioni programmatiche

2024

Oncology and obesity will lead growth through 2028 while

Oncology and obesity lead growth while immunology slows due to
immunology and diabetes growth will slow

biosimilars; many other classes are growing in mid-single digits

Exhibit 37: Top 20 therapy areas in 2028 in terms of global spending with forecast 5-year CAGRs, const US$Bn Exhibit 38: Global historic and forecast growth for top 20 therapy areas

5-Year CAGR

2028 spending 2024-2028 const US$ .
N Mental Health A

Oncology I 440 14-17%
Immunology | 102 2-5¢
Diabetes | 2
Cardiovascular | IEEG_— 1 26
CNS | 103
Respiratory N 59
Mental Health | I &1
Infectious diseases NN 75
Obesity I 74
GU sexual health I 62
GI products N 52
Pain I 50
HIV antivirals I 44
Ophthalmology I 38
Musculoskeletal I 32
Dermatalogy
Vaccines ex Flu and COVID
Blood coagulation
Lipid regulators Il 22
Cough, cold incl flu vaccines & antivirals [l 15
COVID-19 vaccines and therapeutics il 13

ws Vactines ex Fu
and COVID
Oncology Obesity

Cough o ind . permatology._Pain
accines  antvials Y
Musculoskeleta P il

Infecious . L mmu
diseases J = el ory . e Blood coagulation

Gl sexual heatth

betes 10

Lipid reguiaors Dia
5 6l productsl | Cardiovascular
HIV antivirals

20 ize of bubble
Pain Spending ir

Source: Source: IQVIA Forecast Link, Dec 2023

Source: IQVIA Forecast Link, IQVIA Institute, Dec 2023.
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eventuale argomento sezione/slide

Dove andiamo?

Quali saranno i determinanti della spesa? Quali innovazioni?

Global Use
of Medicines 2024

s Riflessioni programmatiche

2024

Diabetes spending growth is in low single-digits in most developed

. . . . . . New therapies in Alzheimer’s and anxiety/depression are expected
markets with declines in some, including the U.S., on a net basis P yiaep P

to drive spending growth in neurology

Exhibit 41: Diabetes spending and growth Exhibit 43: Leading CNS disorders global market growth dynamics

Diabetes spending: U.S. estimated net Diabetes spending in developed markets
2 spending and discount to invoice const US$Bn 5-Year CAGR
‘é é 140 Forecast 90% Forecast 2024-2028 const US$
% SWZO 30% @ Us. st (net) -8 - -5% @ T Alzheir C
= g 70% & - UK 3-6%
52100 0% e @ snain 2-5%
a 2 %
2 o 20 .3 Korea 3-6% Anxiety/Depression
) 50% .= 4 " .
£ T @ Japan 5--2% Parkinson's Disease
S 60 40% » Ttaly 5-8% ot
oc = Other
5% 40 % Germany 4-7% '. Other CNS
E é @ rFance 1-4% Gout—f2) .’ Migraine —
25 20 o £ Canada 3-6% = e
g £ o 0% @ ~ustralia 6-9% Wiiiioia Scieras ARHD
T T WO NXOOSD Mt O~ © tnoroo NNt O~ ® - ) 3 Epilepsy Schizophrenia/Bipolar
Z sScrorocerrRacafdadsacadl S CcEsfaAaNNAA SN
oooooooooooooooooooooooooooooo
NNNNNNNNNNNNNNNNNNNNNNNNNNNNNN

- Net manufacturer revenues

- Invoice to net adjustment e=ge== 9% Net sales adjustment
Source: IQVIA Forecast Link, IQVIA Institute, Dec 2023
Source: IQVIA Institute, Dec 2023
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Dove andiamo?

% Quali saranno i determinanti della spesa? Quali innovazioni?

Global Use

Riflessioni programmatiche

Aumenti si rilevanti, ma

attenzione all’incertezza Cell and gene therapies have differing spending outlook and large
uncertainties while RNA therapies have the largest potential

Global obesity spending has accelerated in the past 2 years from

novel drugs with a significant upside if more widely reimbursed Exhibit 45: Cell, gene and RNA therapeutics
Cell therapies Gene therapies RNA therapies
20
Exhibit 42: Global obesity spending and growth -
18
@
Forecast S 16
T 2024-2028 Key metrics =
S 14
12 8
- +212% total g 12
E spending growth o
2 100 (24-27% CAGR) 210
T g
R c
5 80 @
g & 6
~ ©
g s 4
E © 2
a Pipeline of new 0
treatment modalities N OO - NMTNON®E 0 ON®ROO - NM TNMON®D N OO — N M < ! O~ o
SnIileapenD Scooggcog88c88g coogogocoo88cag SooooSsccoggo
reimbursement S S SRRSO S S S SR S I SO S I A & A S VI SV S S I VA SV A S I VA VA S S S S S R A S I S
5 2016 2017 2018 2019 2020 2 o 509312024 2025 2 - 038 Range of scenarios @ Base case
—p—
; . Source: Company Financials; IQVIA Institute, Dec 2023.
Source: IQVIA Forecast Link, IQVIA Institute, Dec 2023.
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G AFRR Come gestite questa complessita ?

Come andare oltre alla richiesta di aumento del finanziamento?

* Rigoreall'ingresso, in particolare quando ci sono alternative
*  Modelli esistenti in altri paesi: QALY, ICER (....e relative deroghe)
*  «pesare bene (meglio) il valore terapeutico aggiunto»
*  Valutare bene i punti di vista (preferenze dei pazienti)

. Concorrenza:

. . . L. e secondary patent
Alcuni esempi, alcune riflessioni,
e ritardi di commercializzazione

non esaustivi

* acquisti
*  Pazienti attesi & impatto SSN: (ri)contrattazione
*  «Nuovi» principi attivi, confronti (in)diretti e comparatori
*  Lapprovazione P&R non basta: integrazione & silos

. [ valore & dinamico

. *  Variabilita regionale e (In)Appropriatezze
N S .
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Rigore all'ingresso, in particolare quando ci sono alternative

» Modelli esistenti in altri paesi: QALY, ICER (....e relative deroghe)
« «pesare bene (meglio) il valore terapeutico aggiunto»

« Valutare bene i punti di vista (preferenze dei pazienti)
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QAR Rigore all'ingresso, in particolare quando ci sono alternative

* «pesare bene (meglio) il valore terapeutico aggiunto»

Journal of Cancer Policy 42 (2024) 100509
on
Contents lists avallable at SclenceDirect _ (p=0000)
Journal of Cancer Policy CANGES
: e
journal homepage: www.elsevier.com/locate/jcpo E (p=0003)

013

§ (p=0328)
)] 5

amw g

o

Spending on anticancer drugs among Medicare beneficiaries: Analyzing

predictors of drug expenditures 5 00

arman Correlation Coeffici

N (p=0768) o 012
Ashley Nee ", Alyson Haslam °, Vinay Prasad ™ 019 .18 218 (p=0482) 018 {p=0528)
i H (p=0.169) (p=0218) (p=0219) (=0528)
* Warren Alpert Medical School of Brown Universiy, Providence, RI, United States & p=0189)
¥ University of California, San Froncisco, San Francisco, CA, United States
049
(»=0.000)
Development  Development  Incidence Line of Mortality Mortality to Objectve 0S Hazard  PFS Hazard Phase 3 Year of
Intensity Time Therapy Incidence Response Ratio Ratio Clinical Trial Approval
Ratio Rate Subgects

Fig. 3. Spearman Correlation Berween Average Spending per Beneficiary (ASPB) Between 2012 and 2021 for Approved Anticancer Drugs. Mortality to incidence
ratio, phase 3 clinical trial subjects, and year of approval were statistically significant. P values were adjusted for multiple comparisons using the Benjamini-
Hochberg method.

Conclusions: Spending on anticancer drugs by Medicare are predominantly
determined by reference pricing and the size of the anticipated treatment
population, without an association with therapeutic value. The study advocates
for reforms in reimbursement mechanisms for drugs lacking comparator arms
and greater transparency for patients treated with these drugs.
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QAIFA:  Maggiore rigore allingresso, in particolare quando ci sono alternative

. . . . . . .
* Valutareb ti di vist f d ti)
dlutare pene | punti di vista (prererenze ael pazienti)
Lot Ones 202 =1 Overall population M 6 months life expectancy
aneet Oncol 2024 I Confined to bed or chair I 1year life expectancy
Articles I :&'f::g;";;u >50% of waking hours [ 3years life expectancy
h“w,mm’ymmw [ Able to carry out light work
$1470-2045(24)00596-5 A
See Online/Comment .
hitpsi/fdoi.org/10.1016/ n No change | Twice as likely
51470-2045(24)00654-5 Very low :
Department of Health Policy, (reference) :
London School of Economics |
. -+ and Political Science, London, B i
Preferences for speed of access versus certainty of the (Y()) o, . — :
o~ agarde PhD, HNaci PhD); z Low i
. . . . Department of Health Services 5 |
survival benefit of new cancer drugs: a discrete choice R Pl Lodon o — i
. School of Hygiene and Tropical o 7 H
experiment e 2 I
(Prof A Aggarwal MD PhD) & Modente - i
Robin Forrest, Mylene Lagarde, Ajay Aggarwal, Huseyin Naci m ;T,;:S;:rﬁ;;;“; epartment of _ =
Health Policy, London School of : —
London, WC2A2AE, UK g i .
- rforrest@Ise.ac.uk h —
High certainty of survival benefit T T T T T T !
(strong evidence)
B B
L. Moderate certainty of survival _heneﬁt B i Nochange Twvice as likely
3 (some evidence) Now i
B . B (reference) !
= Low certainty of survival benefit i
n H
2 (weak evidence) b !
2 B o
B Verylow certainty of survival benefit 5 Gmonths
= (no evidence; base level) E
FDA approval time E
(1 additional year) é Tyear
T T T 1
-2 -1 1 2 3 7
Relative importance (marginal utility) 2years
Figure 1: Relative importance of attributes T T ! 5 s i - s 5 o
FDA=Food and Drug Administration. For the certainty attribute levels, marginal utility values illustrate the positive Change in probability of choosing drug relative Lo reference (%)
utility associated with increasing certainty, relative to the lowest (reference) level of certainty. For the FDA ey acma )
approval time attribute, marginal utility values present the disutility associated with a 1-year increase in FDA Figure 3: Marginal effect of functional status and life expectancy on drug choice probability—a predicted
approval time. Error bars represent 95% Cls. Complete marginal utility data are provided in the appendix (p7). probability analysis
Levels of evidence (strong, some, weak, and none) refer to the evidence linking cancer growth (progression-free FDA=Food and Drug Administration. (A) Positive change in probability that a respondentwill choose a given drug
survival) to overall survival, which was described to respondents in each choice task. Full definitions of attributes as certainty of survival benefit increases. (B) Negative change in probability that a respondent will choose a given

drug as FDA approval time increases. Scenario analysis within A and B illustrates differences in sensitivities of
respondents to certainty and FDA approval time, depending on functional status and life expectancy (see appendix
p 2 for additional information). Experimental design was used to restrict scenarios so that wait time (until FDA
approval) could not exceed life expectancy.

and levels shown to respondents are provided in table 1.
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QAIFA:  Maggiore rigore allingresso, in particolare quando ci sono alternative

* Valutare bene i punti di vista (preferenze dei pazienti)

S Added value of this study
Articles I oo To our knowledge, this is the first empirical study to elicit
G msagosme. preferences for certainty of the survival benefit of new cancer

51470-2045(24)00596-5

See Online/Comment .
Hepeldbicr10 1061 drugs versus speed of access, and the first to estimate
51470-2045(24)00654-5

individuals’ willingness to wait for greater certainty of the

of Health Policy,
London School of Economi
and Poli i

Preferences for speed of access versus certainty of the A ® survival benefit of new cancer drugs.
survival benefit of new cancer drugs: a discrete choice

experiment

Robin Forrest, Mylene L agarde, Ajay Aggarwal, Huseyin Naci m

Implications of all the available evidence

Patients with cancer simultaneously value faster access to new

cancer drugs, and high certainty that these drugs will offer

survival benefit. The competing nature of these preferences

characterises the challenging trade-off faced by the FDA during
T OOy app oV decEons T acceerateq approvaraeeeions |
of new cancer drugs, the FDA might be underestimating the
willingness of some patients towait for greater certainty of
survival benefit.
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Concorrenza

« Secondary patent
« Ritardi di commercializzazione

e acquisti
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@ AlFA- Concorrenza: secondary patent, ritardi di commercializzazione, acquisti

Secondary patent Accordi per ritardare
commercializzazione

SALUTE&BENESSERE / Medicina

Multa Ue da 462 milioni a Teva: 'Abuso
su un farmaco per la sclerosi multiplo'

'La societé ha abusato del brevetto ostacolando una cura rivale' qu O ti di an 0 S anit é_ . it

BRUXELLES, 31 ottobre 2024, 17:31

Condividi Giovedi ob GIUGNO 2024
ANSAcrec Farmaci. Antitrust avvia istruttoria nei confronti

di 8 societa per intesa restrittiva della
concorrenza sul principio attivo ranibizumab

Siipotizza Uesistenza di un coordinamento delle strategie commerciali tra queste
societa per ritardare U'ingresso nel mercato ttaliano di Byoouviz (principio attive
ranibizumab), un farmaco biosimilare sviluppato e commercializzato dai gruppi
Samsung Bioepis e Biogen. Byooviz é il biosumilare di Lucentis, a sua volta
sviluppato da Genentech e commercializzato in Italia dal gruppo Novartis.

T - RIPRODUZIONE RISERVATA

. © N




1\

Forum Risk Management

\' v // BNy sanita ®salute

26-29 NOVEMBRE 2024
AREZZ0 FIERE E CONGRESSI

@ AlFA- Concorrenza: secondary patent, ritardi di commercializzazione, acquisti

o Brevetto scaduto: device market exclusivity e contenzioso

JAMA | Special Communication
Patents and Regulatory Exclusivities on GLP-1 Receptor Agonists

Rasha Alhiary, PharmD; Aaron S. Kesselheim, MD, JD, MPH; Sarah Gabriele, LLM, MBE; Reed F. Beall, PhD;
S. 5ean Tu, JD, PhD; William B. Feldman, MD, DPhil, MPH

JAMA  August 15,2023  Volume 330, Number 7

« Strategies include obtaining large * Lawmakers and regulators should work to
numbers of different patents on the same develop solutions that facilitate timely entry of
product, obtaining new patents on generic drug-device combinations forGLP-1
products even after FDA approval, and receptor agonists so that manufacturers can
settling patent litigation brought by earn reasonable returns for limited periods of
potential generic competitors. time, while more patients eventually benefit

from lower costs and improved access to these
useful drugs.
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o Brevetto scaduto: device market exclusivity e contenzioso

Figure 2. Protection From Patents and Regulatory Exclusivities on Glucagon-Like Peptide 1 (GLP-1) Receptor Agonists (RAs), 1993-2038

Clinical Review & Education Byetta (AstraZeneca)
All Byetta _

Byetta (300 ug/1.2 mL) [ I ! [ Time from first patent filing until FOA approval
JAMA | Special Communication Byetta (600 ugf27.4 mL) [ [ | of first GLP-1 RA brand-name product
Victoza (Novo Nordisk) [l Total protection on GLP-1 RA brand-name
. s : Victoza [ | product after FDA approval
] -
Patents and Regulatory Exclusivities on GLP-1 Receptor Agonists Srooraen (Astrazenaca) [ i from fist patere iing until FOA
Al Bydureon | epproval of a given GLP-1 A product
Rasha Alhiary. PharmD; Aaron S. Kesselheim, MD. JD, MPH: Sarah Gabriele, LLM, MBE: Reed F. Beall, PhD: Bydureon I T ] (| Prnaectl?n“on a given GLP-1 Rﬁl
. Sean Tu, JD, PhD; William B. Feldman, MD, DPhil, MPH product fellowing FDA approva

Bydureon Pen
Bydureon BCise [ | |

JAMA  August 15,2023 Volume 330, Number 7 Saxenda (Novo Nordisk)
Saxenda e
| —

Adlyxin (Sanofi)
AlL Adlyxin
Adlyxin (0.05 mg/mL} [ | |
Adlyxin (0.1 mg/mL) [ [ |

Xultophy (Novo Nordisk)
Kultophy

Soliqua (Sanofi)

T ——
Soliqua T
T ——

* The median total duration of protectior Ozempic (Nov Nordis)

All Ozempic
from FDA approval, when accounting Somrmole (2 ma/1.5 mb) : :
Rybelsus (Novo Nordisk)

for both preapproval and postapproval

Rybelsus (14 mg)

patents and regulatory exclusivities, Rybeteus (7 mo)

Rybelsus (3 mg)

Wegovy (Novo Nordisk)
was 18.3 years (IQR, 16.0-19.4) it wegory
Wegovy (0.25 mg/0.5 mL)
Wegovy (0.5 mg/0.5 mL)
Wegovy (1 mg/0.5 mL)
Wegovy (1.7 mg/0.75 mL)
Wegovy (2.4 mg/0.75 mL)

1950 1995 2009 20185 2029 2039
Year
This figure shows the expected duration of protection from generic competition Manufacturers may add new patents in subsequent years, which could expire
on each GLP-1 RA from the time of first patent filing until the expiration of the later than patents depicted in the figure. The median total duration of
last patent or regulatory exclusivity. The dark blue bars (uppermost for each protection from FDA approval among GLP-1 RAs is 18.2 years (IQR, 16.0-19.4).
product) represent protection for the product as a whole, while the light blue The median time elapsed from the earliest patent filing date within a given
= bars represent protection for each of the product’s individual strengths and/or product to the expiration date of the last-to-expire patent or exclusivity on that
formulations. Products are listed in ascending order based on the initial Food product is 21.9 years (IQR. 29.9-26.6).

and Drug Administration (FDA) approval date for a given product.
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@ AlFA- Concorrenza: secondary patent, ritardi di commercializzazione, acquisti

Ok alla protezione, ma quando scade il brevetto?
Se non scade mai come sostengo innovazione?
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@ AlFA- Concorrenza: secondary patent, ritardi di commercializzazione, acquisti

Capacita di acquisto (centralizzato): fabbisogni & gare in concorrenza

Prezzo medio DDD originator + equivalente a 12 mesi dalla scadenza (principio attivo Bortezomib)

ITALIA NORD CENTRO SUD GARA Si GARA NO
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@Alf-'/i « Pazienti attesi & impatto SSN: (ri)contrattazione

L'uso dei farmaci in Italia

Rapporto Nazionale.

e Aumentanoi pazienti (rispetto
P ( P Tabella 3.17 Effetto consumi, prezzi e mix sulla variazione della spesa per i farmaci erogati

a II’atteso) dalle strutture sanitarie pubbliche: confronto 2023-2022
(per ogni categoria ATC sono stati inclusi i sotiogruppi terapeutici in ordine decrescente di speso pro

o te, fino al valore di 0,10
* Nuove estensioni di indicazione capite, fina al walore di 0 10 euro)

ATC | livello Spesalorda DDD/1000 4% 23-22 A % Costo
® Aumenta la spesa ATC IV livello pro capite ab die Spesa DDD  Prezi Mk medio DDD
Italia 275,16 154,9 8,2 39 -37 7.1 3,1
* Aumentano i consumi L Farmact antineoptasticl & 12047 35 63 96 -48 19 3,0
Inibiteri di PO-1/PD-L1 . : ) -
*  Diminuiscono i costi medi DDD lprot. morte celllare prog 1/lgt) "4 Rl el " W i
Inibitori delfinterleudcina 11,57 1,3 17,1 19,5 -1,6 0,4 2,0
Inibiteri di CO38 [cluster di . :
differenziazione 38) 821 0,3 18,7 32,8 6,2 4,7 10,6
* Rinegoziazioni
.. . . . . A - Apparato gastroirtestinale . - e = i
e Diminuiscono i costi medi DDD B : 25,66 37 134 127 63 74 0,6
Analoghi del recettore GLP-1 ' .
b33 /A 347 4.8 =53 4,2 -1,6
(glucogon-like peptide-1) .
Enzimi 5,78 00 \ 27 144) 61 44 \102]
e N ¢ ~
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«Nuovi» principi attivi, confronti (in)diretti e comparatori

Psoriasi, area clinica affollata, 13 p.a

31-7-2024 GazzeTra UsFIciare Deria RepussLica ITatrana

31-7-2024 Gazzerra Ussiciacs pecia Resusstica It Sarie generale - n. 178

Serie generale - 1. 178

Auscato

Compilare in caso di prima prescrizione (verifica appropriatezza)

11/la Paziente:

* Prmnm:u PASI >10 € BSA >10% I 1 d H h
ey Alp P D pasi<10e B3A <10% associatialesion A M u tl Ce nte r St u y W I t
“ﬁft - Dalviso O palmo/plantare O ungueale O genitale .
e - a Randomized, Double-

SCHEDA PRESCRIZIONE CARTACEA
DEI FARMACI PER LA PSORIASI A PLACCHE

Farmaco (specificare):

Blind, Placebo-Controlled

Induction Dosmg Period
Medico prescrittore (cognome, nome) Presrizione
Tel. emal Farmaco prescritto dose frequenza Prima Prosecuzione
(principio attivo) (mg) (settimane) prescrizione della cura O O W e y a
Paziente (cognome, nome) Adalimumab o o H H
Y —— Randomized Maintenance
Bimekizumab
Comune di nascita Estero O o o
- . .
e - . ° Dosing Period and a
Besidente.a Tl Certolizumab pegol o o
Regione. ASL di residenza Prov. .
e o | s Long-Term Extension
Etanercept o o
Indicazione rimborsata SSN e H
1l trattamento con farmaci a carico del SSN deve essere limitato a pazienti con psoriasi a placche di grado da uselkuma o o e r I O O Va u a e e
moderato a severo (definita come: Psoriasis Area Severity Index-PASI >10 o Body Surface Area-BSA >10% -
oppure BSA <10% o PASI <10 associato a lesioni al viso o palmari/plantari, ungueali o genitali) in caso di Infliximab o o .
mancata risposta o intolleranza (fallimento terapeutico) ad un DMARD sintetico convenzionale. e
Le forme di psoriasi differenti dalla psoriasi a placche, in particolare, psoriasi guttata, pustolosa localizzata Ixekizumab o o I C a C y a n a e y O
(inclusa I" ite continua di Hallopeau) e pustolosa quando non assodiate a psoriasi a
placche, NON hanno indicazione approvata per Futilizzo dei farmaci in scheda Risankizumab o o . . .
Per e ndicasion!peditrich det farmac biologcant TN afs w fare XXXXma b in Patients wi th
ai rispettivi RCP. Secukinumab o 0
Per le indicazioni pediatriche dei farmaci biologici inibitori delle IL secukinumab e ustekinumab fare
riferimento alla scheda di prescrizione cartacea. Tildrakizumab o o M | ra t t S V r
Ustekinumab o o O e e O e e e

Si rimanda ai singoli RCP per ulteriori informazioni circa 'uso corretto dei medicinali

Plaque Psoriasis
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AGENZIA ITALIANA DEL FARMACO

BioDrugs (2024) 38:831-844

https://doi.org/10.1007/540259-024-00683-0 Table 4 Distribution of authorized and active facilities in relationship with regional population and number of ATMP treatments in 2023 (n = 6
ATMPs)
ORIGINAL RESEARCH ARTICLE m) P
Region Author- N of authorized Active  Inacti N of active Noftreat- N of treatments N of treatments
C.Gﬁ.f—&;‘;' ized facili- facilities per MIn @8 facili- facilit facilities per MIn ~ ments in per active facil-  per Mln inhab-
ties inhabitants ties inhabitants 2023 ity itants
Advanced Therapy Medicinal Products: Availability, Access Taly o 8 o 60 60 o1
and Expenditure in |ta|y Northern Ttaly 46 17 12 221 6.5 8.1
Piemonte 4 0.9 0.9 27 6.8 6.4
D . . . . Valle D"Aost; 1 8.1 - 0 - -
Pia Rivetti di Val Cervo'( . Eva Alessi’ - Marilena Lastella' - Antonio La Greca’ - Francesco Trotta' aleDAosta
Lombardia 24 2.4 1.8 102 57 10.2
Trentino Alto 3 2.8 0.9 0 0.0 -
Accepted: 16 September 2024 / Published online: 15 October 2024 Adige
©The Author(s) 2024 Vem; 6 12 10 3
Friuli Venezia 2 1.7 L7 5 5 2
Giulia
Liguria 2 1.3 0 1.3 15 7.5 99
Emilia Romagna 4 0.9 2 0.5 39 19.5 88
Central Italy 16 14 5 0.9 63 57 54
Toscana 3 0.8 0 0.8 30 10.0
7 - L \ Umbria 1 1.2 0 1.2 7 70
* Non basta I'AIC e la rimborsabilita SSN s ¢ 2 E . :
Lazio 8 1.4 4 0.7 23 58 {
- Southern Ttaly 45 23 30 0.8 76 51 38
° I f t tt e e Abruzzo 4 3.1 1 3 0.8 9 9.0 7.1
NTrastruttura necessaria Abrz Lo A s ’ : s
. . Campania 8 1.4 4 4 0.7 20 50 3.6
) I te a e S | OS Puglia 9 2.3 5 4 1.3 15 30 38
n r r I I Basilicata 3 5.6 0 3 - 0 - -
Calabria 2 1.1 2 0 1.1 11 5.5 60
Sicilia 5 1.0 3 2 0.6 18 6.0 37
Sardegna 11 70 0 11 - 1 - 0.6

min, million
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Medicine Human regulatory * Vi julatory *  Committe News & event Partners & networ

EMA recommends revoking conditional marketing (55 Shon
authorisation for Ocaliva

Benefits of Ocaliva no longer considered to outweigh its ris

Human ) (Referrals

EMA’s human medicines committee (CHMP) has concluded its review of the medicine Ocaliva (obeticholic acid) and
Page contents

has recommended that the medicine’s marketing authorisation be revoked, because its benefits are no longer
considered to outweigh Its ris

Ocallva Is used to treat adults with primary biliary cholangitis (PBC), an
Related content autoimmune condition that caus

5 gradual destruction of the bile ducts in the liver, which can lead to liver failure and
Increase the risk of liver cancer
External links
At the time of Its conditional marketing authorisation In 2016, Ocallva was shown to reduce the blood levels of
Contact point alkaline phosphatase (ALP) and bilirubin (markers of liver damage) in patients with PBC, and this was considered
indicative of an Improvement In the condition of the liver. However, the clinical benefits of Ocaliva needed to be
Related content demonstrated In further studies, which were requested by EMA as part of the conditions to the marketing

authorisation of the medicine. In particular,

74 2 was a randomised clinical trial aimed at confirming the
clinical benefits and safety of Ocaliva In patients for whom ursodeoxycholic acid (UDCA, another medicine for PBC)
does not work well enough, or who cannot take UDCA

The CHMP has now reviewed the findings from this study, alongside other avallable data including real-world data
submitted by the company that markets Ocaliva, and Information submitted by
healthcare professional and patient associations. In addition, the CHMP took Into account the feedback from a group
of experts In liver disease, which provided their views

and data from supportive studies

on specific questions posed by the CHMP, and views from

Ith avne

A wilth DAC
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O AR - Variabilita regionale e (In)Appropriatezze

Il caso degli antibiotici access

JAC-
Antimicrobial
Resistance

JAC Antimicrob Resist
https://doi.org/10.1093/jocamr/dlae110

Patterns of community antibiotic use with reference to the AW« 0
classification of the World Health Organization Gampania*
carlo Gagliotti ¢ *1, Agnese Cangini®f, Roberto Da Cas?, Ilaria Ippoliti®, Francesco Trotta?
and Filomena Fortinguerra?

Department of In E‘

Rome, Italy; *Pharr -
C o
o= _ Cdlabria+
£ Puglin . sy
S Abruzzo, ‘:1-\91-59‘
‘_g Basuhwl.am?is;‘-.‘_“‘ Unbrie
-E w | Marche + b
= “=._  Tuscany
8 ~J__»g‘una. * +Lombardy

. . . . . . o Pledmont™ - —
*  Maggiori cosumi Ab, Maggiore rischio 2 Sardiia- all Ghcsia, T Emila R
@ Venelo®  ronioAP T~
o Tee . Friui Ve
n O
AMR 8 ;
o
o Bolzano AP +
e Maggiori consume Ab, minore ricorso
a categoria access 0
T T T T T
45 50 55 60 65

Percentage of total DDDs being Access group antibiotics (%)

Figure 1. Correlation® between overall community consumption of antibiotics for systemic use (J01) by region and percentage of antibiotic consump-
tion belonging to the Access group according to WHO AWaRe classification system (Italy, 2021).°Correlation coefficient=—0.8; R*=0.64; P<0.001.
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Conclusioni

 Previsioni ci sono quindi programmazione possibile
« Spesa in aumento e aree identificate

« Alcuni strumenti disponibili

« Ogni attore puo partecipare

» Cooperazione necessaria
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f.trotta@aifa.gowv.it
aifa.gov.it
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o Quali sono i determinanti del prezzo?

Contents lists available at ScienceDiract
Health Policy
I page: www.elsevier.com/locate/healthpo
Determinants of price negotiations for new drugs. The experience of b)Y
the Italian Medicines Agency R

Table 3
Overview of the impact that the negotiation of all agreements had on the price of
novel drugs in 2013-2017 in Italy.

New Drugs average AP

2013-2017" (average of the difference
between the final price
negotiated with AIFA and the
price proposed by the company)

All Reimbursed Drugs 133 —27.4%

Reimbursed 44 —25.1%
Orphan Drugs

Reimbursed 89 —28.6%
New Molecular Entities

Reimbursed 23 —32.2%

Innovative Drugs

* all new drugs whose P&R process in Italy was concluded in the last 5 years
(2013-2017) with a positive decision on reimbursement.

* The average deltaP for all new reimbursed drugs in Italy is

27.4%.
* The price reduction is higher for innovative drugs(-32.2%).

e The possible determinants that influence more the delta P

I e oM e
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JAMA Health Forum.

Original Investigation

Financial Outcomes of Managed Entry Agreements for Pharmaceuticals in Italy

Francesco Trotta, PhD;

MEA per gestire innovazione: si, pero

Table. Number of Medicinal Products, Overall Expenditure, Payback Amournt,
and Proportion of Payback to Expenditures by Category of Agreement and Subtype*

Key Points

Question Are managed entry
agreements (MEAs) important for the
sustainability of pharmaceutical
spending, and what are the financial

outcomes of MEAs?
2019-2021
Medicinal Median Findings In this observational study
Category of agreement, products, Owerall payback on . . -
saype No. (7 Expeniiae, & Payback, € () e of the financial cutcomes of medicines
FInznclal-basad MEAS 24 (38.7) 5 1E1 664 024 158 145 261 (48 3) 37 with MEAs from 2013 to 2021 in ktaly,
Capping 4(E.5) 1324 160430 13373625 (4.1) 13 the median proportion of payback to
Cappingpoost sharing 1{1.8) 105 0GE 629 11449 359 (3.5) 10.9 expenditure was 3.8%.
Cost sharing 19 (30.6) 3752 434 965 133322277 (40.7) 37 S :
23l ese findings SUEEest that
Health outcome-based MEAS 30 (48.4) 2488959 121 74494 328 22.7) 33 ne o B= SUBE
Payment by result 28 (453) 23253 803 153 72352 104 (22.1) a4 MEAs have imited importance for
Payment by resultrisk 1(3.3) 205 155 568 2142733 (0.7) 10 managing pharmaceutical expenditures;
sharing thus, prioritizing MEA use, identifying
[ ] 713 2 il 7 . . . .
Mixzd MEAS E{12.0) 11E9 667 550 04 £71 3E1 (20.0) 67 T
Cappingcost sharingy 1{LE) 351573528 51 B97 706 (15.E) 148 ) i
paymest by result implementation are valuable
Cost sharing fpyment T(1L3) B38004 022 43073 675 (13.1) 6.6 considerztions.
by result
Total 7] BE70200 695 327510870 38
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La spesa farmaceutica cresce: perché?

Prezzi alti?
Disponibilita di nuovi farmaci?

Aumento aspettativa di vita, demografia?
Variabilita regionale?
(In)Appropriatezza?

Ridotto numero di scadenze brevettuali ultimi
anni?

26-29 NOVEMBRE 2024
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eventuale argomento sezione/slide

Titolo (21 pt) Outlook Uso: stabile

Per capita medicine use varies by region with Japan and Western

Europe having more than double the use of most other regions nedicines remained flat in 2023 but is expected to grow

annually over the next 5 years

Exhibit 4: Historical and projected per capita use of medicine by region, 2013-2028
and projected use of medicines by region, 2018-2028, Defined Daily Doses (DDD) in billions

Forecast
3 Forecast
5-Year 5-Year 5-Year ( 3778 )
1,400 CAGRs CAGRs CAGRs 3,556 CAGR %
3316 339 3378 | 3495 2024-2028
1,200 . : m
. . —o—0—0 1.0% 144 m @D Global 2.3
% | ——— o 1.0% 290 [l 200 I 24 m
1,000 | g—g——p—o—0—" 1% ; 2 W Japan
= e S8 308 @ North America 1.3
& 800 4 027 || g——p——t==8 [ & China 37
g ;3'4 —— 53% 1.2% w24 451 . ; :
= i t
g 600 7.0% 428 425 410 astern Europe
g fh P78 | @B Africa & Middle East 1.9
< 400 5.6% 2.5% S0 | 24% 390 399 = & Indi 35
?g% — Te% %g% 400 " ndia .
- % LY o
200 ﬁ. *>— :_ 300 ﬁ :1 gu/g m 0.2% o 469 463 476 @ Western Europe 1.1
’ e @D Latin America 1.9
0 484
2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 (2024 2025 2026 2027 2028 ) 447 i gl @ Asia-Pacific 34
=== Asia-Pacific e=@==India ==@==Western Europe Eastern Europe  ==@== Africa & Middle East 507 547 538 580 637
@@= | atin America e=@ue China «=@== North America Japan Global
2021 2022 2023 | 2024 2025 2026 2027 2028

Source: IQVIA Institute, Dec 2023; The World Bank, Jul 2023.

Patient use of medicines grew by 14% over the past five years, driven

by increased access to medicines in regions around the world and is

expected to grow by a further 12% — or 400 billion defined daily doses —
through 2028.

12023
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et . .
Medicine use has been growing across therapy areas since 2019, Ytrail2eil8
with highest growth in immunology, endocrinology, and oncology

Nearly half of immunology biologic volume is facing biosimilar

Exhibit 6: Defined daily doses (DDD) in 2023 across select therapy areas indexed to 2018 values (2018 value = 100) competition, which has led to increased use

122 128
121
e 117 17 6
16 116 .
14 114
11
108
. 06 105 105
SeS & & & 4 & . ¥ & & _\::. P & & ‘\,‘\ A
<® &£ 3 & £ & 3¢ &
4 ' 5 5 &

Exhibit 8: Inmunology volume in 10 developed countries by molecule type and protection

+5%

€

o IOVTA KATNAS Lin 2027 IOVTA Tnetitita Nar 2093

Immunology, endocrinology, and oncology have exceeded the global
14% average growth in defined daily doses in the past five years, driven
primarily by substantial numbers of novel products and wider access to
them across geographies.

+ Itis also possible to see a 5% incremental use of the
medicines, which are subject to biosimilar competition,
confirming there is additional demand that is able to
be met at lower costs.
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Titolo (21 pt) Outlook Uso: stabile

Testo compreso trai 12 ei 18

Use of antibacterials was significantly disrupted by the COVID-19
pandemic but returned to historic levels in 2022 and 2023
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The global medicine market — using invoice price levels —
is expected to grow at 5-8% CAGR through 2028 to about $2.3Tn

26-29 NOVEMBRE 2024
AREZZ0 FIERE E CONGRESSI

Exhibit 14: Global medicine market size and growth 2014-2028 including estimated COVID-19 vaccine and

therapeutic spending

Tec

2,500
2,000

1,500

[=}
o
=]

Spending US$Bn

wn
o
o

0

Forecast

2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 | 2024 2025 2026 2027 2028

@ cioobal spending US$Bn =@= % Growth constant US$

Source: IQVIA Market Prognosis, Sep 2023; IQVIA Institute, Dec 2023.

* The global medicine market — using list price levels
— is expected to grow at 5-8% CAGR through 2028,

reaching about $2.3Tn in total market size.

Outlook Spesa: aumento

25%

20%

5%

0%

% Growth constant US$
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The impact of exclusivity losses will reach $192Bn over the next
5 years, with around 30% due to the availability of biosimilars

New b-r-and_s-p_ending in the 10 developed countries is pr
be higher than in the last 5 years but a smaller share of

Exhibit 19: 10 developed countries impact of brand losses of exclusivity 2019-2028, US$Bn

Forecast
2019 2020 2021 2022 2023 ( 2024 2025 2026 2027

. -3.0 0.6
22 '7‘4 m
-10.5 -10.7
156 -16.9

Exhibit 20: 10 Developed new brand spending, excluding COVID-19 vaccines and therapeutics

Forecast

Total 2014-18 = $219Bn

(2]
o

Total 2024-28 =%

-27.3

(%)
o

Total 2019-23 = $153Bn

N
o

-48.2

New brand spending US$Bn
w
o

$21.6Bn $59.4Bn $59.1Bn $133.0Bn
$81.0Bn
L $192Bn 20
- Biologic - Small $ Total brand loss due to LOE 10

Source: [QVIA Market Prognosis, Sep 2023; IQVIA Institute, Nov 2023.

2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 |\ 2024 2025 2026

Global 54 a4 4 8 60 56 81 93 & 76 Average launches projecter
Launches (71-82) (325-375 launches witk

- New brand spending ==@= New brands share of brand spending

Source: IQVIA Market Prognosis, Sep 2023; IQVIA Institute, Dec 2023,

#ForumRisk19 0X00
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The impact of exclusivity losses will reach $32Bn over 5 years, with

Blahal Use more than half due to the availability of biosimilars
of Medicines 2024

Exhibit 29: EU4+UK impact of brand losses of exclusivity 2019-2028, US$Bn

Forecast
2019 2020 2021 2022 2023 ( 2024 2025 2026 2027 2028
g -0.1
-0.9 16 1.4
2.2 ' 2.2 27 3.2
-4.2
-4.4 -4.4
-6.3
-8.7
$5.2Bn  $8.5Bn $17.6Bn $14.5Bn
$13.8Bn L $32.2Bn

- Biologic - Small $ Total brand loss due to LOE

Source: IQVIA Market Prognosis, Sep 2023; IQVIA Institute, Nov 2023,
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Titolo (21 pt) Outlook Uso: stabile

Global Use New brand spending in EU4+UK is projected to be higher than the
ofMedlcines 2024 last 5 years but a smaller share of spending

Exhibit 30: EU4+UK new brand spending, excluding COVID-19 vaccines and therapeutics

B Forecast
15 Total 2014-18 = $54Bn 15% g
= ©
g Total 2019-23 = $36Bn Total 2024-28 = $50Bn S
b d o
wv n
=2 ©
=
£10 10% ©
L= o
o =
& S
= et
§ 5 5% o
E w
z 2
2 &
8 1 12 10 9 =
0 0% 3
2014 2015 2016 2017 2018 2019 2020 2021 2022 2023\ 2024 2025 2026 2027 2028 =
EU4+UK 38 28 41 35 29 40 50 a1 27 Average launches projected at 35-40/year
Tﬁnches (25-29) (175-200 launches within 5 years)

@ \ew brand spending == New brands share of brand spending

Source: IQVIA Market Prognosis, Sep 2023; IQVIA Institute, Dec 2023.
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» New brands in the 10 leading developed markets are Global growth will continue to mostly be driven by new and
i i existing brands in leading developed countries
expected to contribute $193Bn in growth, up $40Bn
from the past five years.

Exhibit 18: Global spending and growth, US$Bn 2018-2028, excluding COVID-19 vaccines and therapeutics

110 7 2238

74
- 5--

+ The largest driver of growth, which is also expected to - W
double, is that from existing protected brands. This is o 3 4 S N E
. = o
a group of products in the forecast period which were ”i‘ .
launched prior to 2021 and whose growth contribution F IS TS E P T IS5
has been the most significant driver of the higher Higher global spending growth occurred in key regions after the <

pandemic, particularly in 2023 in North America
growth outlook to 2028.

Exhibit 21: Spending growth globally and in 9 regions, total market excluding COVID-19 vaccines and
therapeutics, const US$ 2019-2028
Global North America Western Europe Asia-Pacific Japan

4

Africa & Middle East Latin America Eastern Europe India China

Source: IQVIA Market Prognosis, Sep 2023; IQVIA Institute, Dec 2023
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Spending in Europe is expected to increase by $70Bn through 2028,
T|t( driven by new brands

Exhibit 28: Spending and growth drivers in France, Germany, Italy, Spain, and UK 2018-2028 const US$Bn

Forecast

Global U
oféM:diciS:es 2024 Testo com " N ﬁ —_—
e 17 2 226 . b
. Z
» Medicine spending in the top five European markets is
expected to increase by $70Bn over the next five years,
. . . Existing Generics Others 2023 l New LOE Existing Generics Others 2028
up from $65Bn in the past five years but with large prands spending | brands prancs spenchng)
shifts in the drivers of growth. 2023 1QVIA rstiute, Nov 2023
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Specialty medicines will represent about 43% of global spending in Jtlook Uso: stabile

2028 and 55% of total spending in leading developed markets

Exhibit 36: Specialty medicines share of spending

Forecast

55%

__o—=
50%

43%
40%
350 —e—-—-'.'_-_*-_-‘
29% - 36%

43%

41%
24% 31%
23%
_ _ * .- — 13% 13%
o 10% L
2013 2018 2023 2028
=@ 10 developed «==@= Other developed e=@== Pharmerging Global

Source: IQVIA Institute, Dec 2023.
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QA o Brevetto scaduto: secondary patenting

Letters e s «  While the ratio of the number of original patents per
Zij::::i:g:;znhlumber of Continuation Patents z%i%:m:eﬁﬁzéonsD:admggrfﬂ%z;:%%?}}z%u%g%%? approval increased by 15% from 1'3 for drugs approved
on Drugs Approved by the FDA turers, since they

oA (st chaliense) in 2000 to 1.5 for drugs approved in 2015, the ratio of

e called on the USPTO to ad-

Brand-name pharmaceutical manufacturers oftensustainhigh  evolving patent cla:
prices in the US by obtaining patents that delay generic com- Members of Congress

e Condinry farimes of dnogs Sach 25 now fommulations and  ined the requency o Comtmiation patonts on brand name continuation patents increased 200% from 0.6 for drug
L I Srategy tobiain ngem: | HOmI000T0 00 approved in 2000 to 1.8 for drugs approved in 2015
_ *  While the ratio of the number of litigated original
* One legal strategy to obtain large numbers of secondary patents per approval increased by 63% from 0.38 for
patents, called a continuation, in which a patent holder drugs approved in 2000 to 0.62 for drugs
adds new applications to a prior submission by offering approvedin2015, the ratio of litigated continuation
minor clarifications or additions without substantial patents increased 213% from 0.22 for drugs
change to the underlying invention. approved in 2 O%t 0.69 for drugs approved in 2?,15.
* Continuation patents can deter competition by * Lawsuits brought y%rand—name firms on patents listed
increasing uncertainty for generic manufacturers, since with the FDA can earn 30-month stays on generic drug
they must avoid infringing (or must challenge) evolving approval even if these lawsuits eventually fail.

«  padmrgoriaadseantdpagent as original or continuation using

becoming increasingly common in drug patent thickets,
likely delaying or deterring generic competition,2,5 and
thus potentially contributing to delays in patient access
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QAR o Brevetto scaduto: device market exclusivity COPD

PHARMACEUTICALS & MEDICAL TECHNOLOGY

By William B. Feldman, Doni Bloomfield, Reed F. Beall, and Aaron 5. Kesselheim

/!
HEALTH AFFAIRS 41,
-7

Patents And Regulatory
Exclusivities On Inhalers For
Asthma And COPD, 1986-2020

* Patent protection, and its linkage to the regulatory system, creates circumstances enabling
brand-name inhaler manufacturers to limit generic competition through certain “lifecycle
management” strategies.

* For example, manufacturers can prolong patent protection by obtaining later-expiring
patents on the inhaler devices themselves, not just the medications contained

* within these devices.

* They may also receive nonpatent statutory regulatory exclusivities granted by the FDA
alongside patents, add new patents and regulatory exclusivities to inhalers after approval,
combine old ingredients into new products, and shift active ingredients from one inhaler
device to another.

* analyzed how brand-name manufacturers used these patents in combination with other
exclusivities to limit generic competition.

* Overall, manufacturers received a median of 16.2 years (IQR: 11.8—19.6) of protection from
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QA o Brevetto scaduto: device market exclusivity COPD

uuuuuuu =2
PHARMACEUTICALS & MEDICAL TECHNOLOGY

Patents per inhaler for asthma and chronic obstructive pulmonary disease at the time of Food and Drug Administration
(FDA) approval, 1986-2020

By William B. Feldman, Doni Bloomfield, Reed F. Beall, and Aaron 5. Kesselheim

DOl 10,1377/hithaff,.2021.01874

HEALTH AFFAIRS 41,
atents n egulator NO_6 (2022). 787796

©2022 Project HOPE—

The People-to-People Health

Exclusivities On Inhalers For
Asthma And COPD, 1986-2020

e Overall, manufacturers received a median of 16.2 years
(IQR: 11.8-19.6) of protection from regulatory exclusivities
and patents.

* “device hopping.” This strategy entails placing the same
active ingredient into a new device with new patents and
exclusivities that ensure longer protection.

* For example, our analysis shows that GSK received thirty-
five years of protection from competition after FDA
approval on its fluticasone inhalers through the successive
release of new inhaler devices containing fluticasone:
Flovent (approved in 1996), Flovent Rotadisk (1997), Flovent ‘
Diskus (2000), Flovent HFA (2004), and most recently ’ ’ : O
Arnuity Ellipta (2014). : ¥

. ed from the first patent fil 2 o7 08 e e 008 111 Yoo 28 1) e 2 €5 19) 2000
on of the last-to expire paten

Foradil C

2009-20




Py

17\

Forum Risk Management

\' v // BNy sanita ®salute

26-29 NOVEMBRE 2024
AREZZ0 FIERE E CONGRESSI

QA o Brevetto scaduto: device market exclusivity COPD

PHARMACEUTICALS & MEDICAL TECHNOLOGY

By William B. Feldman, Doni Bloomfield, Reed F. Beall, and Aaron 5. Kesselheim

HEALTH AFFAIRS 41,

Patents And Regulatory e G 2o on

The eople Health

Fou

Exclusivities On Inhalers For
Asthma And COPD, 1986-2020

* Inthe fourteen cases of device hopping analyzed above, the

median time from first patent filing in the inhaler product
line to expiration of the last-to-expire patent in the
originator or a follow-on was 40.7 years (IQR: 33.9-48.7)

* Manufacturers reuse the same patents on multiple inhalers
from different classes and shift old ingredients to new
devices.

* The FDA is seeking ways to streamline the approval process

1 - oo
of drug-c Conclusion
products Drug manufacturers have employed a variety of ]
for interc strategies during the past thirty-five years to
obtain regulatory exclusivities and patents on
brand-name inhalers to limit generic competi-
tion. Regulatory and patent reforms are critical
to ensuring that the rewards bestowed on brand-
name manufacturers better reflect the added

_ clinical benefit of new products. m

B N B

“device hopping”

S
DO1: 10.1377/hlthaff.2021.018 until FDA

—
—
Albuterol (Schering/3M)
—

Ipratropium (Boehringer Ingelheim)
——

——
N
|
Pirbuterol (Pfizer/Riker/3M/Graceway/Medicis)
————
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Criteri e valutazione dell’innovativita

}fmntiers 1 OPIGINAL RESEARCH
in Medicine foi: 10.3383/1Me. 2001 7354 A N\
The Assessment of the @
Innovativeness of a New Medicine in

ltaly

Filomena Fortinguerra*’, Serena Perna’, Roberto Marini, Alessandra Dell"Utri,

Maurizio Trapanese, Francesco Trofta and
Scientific & Technical Committee (Commissione Tecnico-Scientifica, CTS) of

Italfan Medicines Agency-AIFA*

Ratan Medicines Agency, Rome, tay
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| tre criteri sono associati tra di loro?

Nessuna associazione tra i
criteri di valutazione

| tre criteri di valutazione
possono essere considerati
indipendenti, ovvero misurano
aspetti diversi dell’innovativita

TABLE 2 | Reetionship bebween criena utlized In the mukidimensional approach in defning Innovetveness of & new medcine.

Added therapautic valua

] Manximum Important Moderate Poor Absent
Therepeutic naed Madmurm 1 4 3 il

mporant 1} 1 8

Moderate o 1 20 i6

Poor o o 4 o

Abeant o i o o il

Therapautic need

n M ] masm Important Modergte Poor Absamnt
Cualty of cinical evidence High 1 E -1 o o
Moderate 4 15 =] o
Low B 11 E o o
weny law 2 5 3 1 o

Added therapautic value

m Maximum Important Moderats Poor Absant
Cualty of cinical evidence High o ] T 3

Moderate 1 1 ]

Low o B o

ery low 0 3 1 o

Cramer = 0L, p = 0724, Cramer V= 075 p = (L008. Cramey V= 0.20; p = 0517, Daia were summanized as numbses (o). Chi-squanesd fest was usad fo compade e p-velie
for Crames's i

V di Cramer: misura del grado di associazione tra due variabili categoriche
(0: indipendenza; 1: totale dipendenza)

Fortinguerra F, et al. Front Med. 2021,8:793640.
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C’e consistenza tra le valutazioni?

Profili con la stessa valutazione
hanno portato allo stesso giudizio
finale

Coerenza delle decisioni prese

TABLE 3 | Criterla comibination patterns in relstion to drug innovativensess dafintion
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Tharapeutic Added therapeutic Quaitty of clinical n Fuily Condtticnaity Non-innovative
need waluse evldence Innovative (%) Innovative (%) ]
Modareie Modareie Mioderate 15 ) 100 o
Modareie Poor Moderate 10 o o 100
Modargie Important Moderate 10 100 0 a
Importent Importent Mioderate E 100 o o
Impariznt Mooereie Hign . a0 20 ]
Poor Poor Moderate 4 o o 100
Modarete Impartent High 4 100 0 ]
Importent Poor Moderate 4 o o 100
Importent Modarsie Low 4 0 30 a0
Importent Modarsie Mioderate 4 25 75 o
Importent Importent Low 4 100 o o
Modarsie Poor High 3 o o 100
Modareie MA Moderate 3 o o 100
Medamum Important Low 3 L 0 33
Modarete Poor Low 2 0 0 100
Modarete Modarsie Very low 2 0 0 100
Modarete Modarsie Low 2 0 100 o
Importent Poor Low 2 o o 100
Importent Impartant HigN 2 100 0 a
Medamum Poor Mooerate 2 0 0 100
Medamum Modarsie Low 2 0 100 a
Poor Modarsie Very low 1 0 0 100
Modarete Abzent HigN 0 0 100
Modarsie Poor Very low o o 100
Modareie Modareie HigN 0 100 a
Modareie Impartant Low 100 0 a
Importent Ansent Mooerate 0 0 100
Importent Ansent Hign 0 0 100
Importent Modarsie Very low o 100 o
Importent MNA Wery low ] 0 100
Importent MNA Low ] 0 100
Mesdmum Poor Low 0 0 100
Mesdmum Modareie Wery low 0 100 a
Mesdmum Modereis High ] 100 ]
Mesdmum Impartent Very low 100 0 ]
Medmum Important Moderate 100 0 a
Medmum Medmum Moderate 100 0 a
108
Combination petteyrs are orderad by dacreasing frequency i)

Fortinguerra F, et al. Front Med. 2021,8:793640.
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= Fully Innovative Non Innovative
= Conditionally innovative 36 28 37
Non Innovative ' 100%-

Peso dei criteri su giudizio finale |
Added Therapeutic Value = Poor, Absent yes

Fully Innovative
51 .40 .08

Added Therapeutic Value = Moderate

Non Innovative

.00 .00 1.00
31%
Observed class
Il valore terapeutico aggiunto é il criterio B | ey [ REE
piu importante ai fini della valutazione Bl o 2 0 .
dell’innovativita di un medicinale e 2 .
E Non Innovative 0 0 32

Correct Classification Rate=89.4%

Fortinguerra F, et al. Front Med. 2021,8:793640.
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QAR Il Regolamento europeo di HTA: il punto di vista AIFA/SSN

The European Journal of Health Economics (2022) 23:913-915
https://doi.org/10.1007/510198-022-01458-6

EDITORIAL

Joint Clinical Assessment

which issues to be addressed? European union regulation of health technology assessment: what
is required for it to succeed?

Michael Drummond’ . Rosanna Tarricone?? . Aleksandra Torbica®?

= The JCA will have to accommodate the variation in Standard of Care.

= Broader the range of possible alternatives to the new technology of interest, the lower
the likelihood of there being head-to-head clinical studies.

= Therefore, it seems inevitable that the JCA will have to include a network meta-analysis
(NMA), as well as a conventional meta-analysis of head-to-head clinical trials.

= The use of indirect and mixed treatment comparisons currently divides opinion among

the Member States.

SRR Chyer rtestereie todtodi o frodhiEsreloREINNINRN
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QAR o Generici: esiste competizione sul prezzo?

= Original Research
} frontiers ‘ Frontiers in Medicine 2 . wernber 2022 oG
10.3385/fmed.2022.1045374

—#—Unbranded drugs
—&—Branded drugs

75 \\\
so \‘
—
@ Chock for upaatas Dynamics of price competition
oPeN access in ltalian pharmaceutical
Cristiana Sessa, off-patent market .
©Oncology Institute of Southern
Switzerlznd (OS50, Switzerland 1 z S . > s10 e as
1 PR Y Number of of L ff- Drugs (n)
seveweo Serena Perna’, Agnese Cangini**, Roberto Marini, e e e e e e oot o e e e s o s i e e
ita Banzi. . Maria Alessandra Guerrizio!, Roberto Da Casz2, branded price a year before the patent expiration, t=-1. The independent variables {fixed-effects) were as follows: “type of drugs” (branded vs
Mario Negri Institute ) {coefficient b, :20,1 [95% CI, 18,1 - 22,3; p-value <0.001]) and the number of unbranded off patent drug manufacturers (coefficient b,:-2,0 [95%
for Pharmacological Research (IRCCS) Giuseppe Traversat! and Francesco Trottat 251015 P eiee <0.0014

Italy

Dario Trapani,

Eurcpean Institute of Oncology (IEC).,
Italy

Superiore di Sanita. Rome. Italy

100
Conclusion £ 5
%, 75
The study detected inverse relation between the number g
of generic entrants and the price of generics and originators. g so
Mon-generics prices fell down more rapidly than generics. é
This study demonstrated that the patent expiry determines g -
a price decline both for generics and originators, following &
the same decreasing trend and leaving almost constant ;E 5
the difference among the two groups. The price decline 1 o 1 2 3 a s
and manufacturer entry were concentrated in the first year TineESmpatem epllon (oktys)

of patent expiry.
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QAR o Emofilia A: quale spesa, quale programmazione?

268 I Recenti Prog Med 2023; 114: 268-276

Terapia dell’'emofilia A: spesa e consumo per I'anno 2022

e scenari di spesa futura e [ e

GIUSEPPE MIARANO', ROBERTO DA CAS’, SIMONA ZITO?, ILARIA IPPOLITI', FILOMENA FORTINGUERRA?Z,

ANDREA PIERANTOZZI?, FRANCESCA MENNITI-IPPOLITO’', FRANCESCO TROTTAZ?, AGNESE CANGINI? L'emofilia A rappresenta la malattia emorragica conge-

nita con i consumi e la spesa piu elevata.

'Centro nazionale per la ricerca e la valutazione preclinica e clinica dei farmaci, Istituto superiore di sanita, Roma; *Agenzia italiana del
farmaco, Roma

Pervenuto il 19 marzo 2023. Accettato il 27 marzo 2023, Nel 2021, i fattori ricombinanti short-acting hanno fatto
registrare una riduzione dei consumi; al contrario, i fat-
tori ricombinanti long-acting hanno visto un aumento
dei consumi. Ad aumentare sono stati, altresi, i consumi
dell’emicizumab, che hanno fatto registrare un costante
incremento nell’ultimo triennio.

Spesa tOt 2022: >400 mln eurO Sulla base dei dati OsMed relativi ai primi nove mesi

del 2022 e della variazione rispetto allo stesso periodo
dell’anno 2021, si & stimato un consumo di 281 milioni
di Ul per i fattori ricombinanti (short- e long-acting) e in
1,56 milioni di mg nel caso dell’"emicizumab.

Tabella 2. Fattori della coagulazione per il trattamento dell’emofilia A, spesa pro capite e costo medio per tipologia di farmaco: Nello Scenario 1 (riduzione degli short—acting del 25%
confronto 2020-2021 e 2014-2021 con ridistribuzione tra i long-acting) la spesa relativa ai
Tipologia di farmaco spesa A % Cagr % Costo A % fattori ricombinanti aumenterebbe del 3,3% (circa 10 mi-
pro capite  21-20 14-21 medio Ddd 21-20 lioni di euro). Aggiungendo la spesa dei plasmaderivati e
Emofilia A (short acting-ricombinanti) 2,89 -24,9 -6,6 341,82 0,7 dell’emicizumab si arriverebbe a un totale di 423 milioni
Emofilia A (long acting-ricombinanti) 2,33 47,2 - 327,58 -4,3 di euro ("‘2-4% riSpettO al 2022)-
Emofilia A (plasmaderivati) 0,36 -2,9 -6,8 254,23 -1,1

Nello Scenario 2 (differenti percentuali di switch dai fat-
tori ricombinanti verso I'emicizumab) & stato ipotizzato
Legenda: Cagr= compound annual growth rate; Ddd: dose definita die. un incremento di spesa che va dal +8% nel caso di uno
switch del 20% dei pazienti, al +28,1% nel caso di uno
switch del 70% dei pazienti.

Emicizumab 1,27 68,1 - 753,71 -4,0

E stato stimato un aumento medio di spesa di circa 18,4
milioni di euro a ogni variazione del 10% di pazienti
trattati con fattori ricombinanti (short- oppure long-
acting) che passino all’emicizumab.
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The Assessment of the
Innovativeness of a New Medicine in
Italy
Filomena Fortinguerra™, Serena Perna’, Roberto Marini, Alessandra Dell'Utri,
Ma.uri.'oTra,Emlss_er o r;}(\ﬁ;!an. . _ o
opE cpss  Scientifc Bjr_mss Agmc I tifica, CTS) of
Edited ledicines Agency,
Sarch L Frori
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AGENZIA ITALIANA DEL FARMACO
—_—

Jommi et al Ovphanet J Rare Dis (2021) 16439
https://doi.ong/10.1186/513023-021-02022-w Orpha netjourna‘ Of

Rare Diseases

RESEARCH Open Access

Variables affecting pricing of orphan drugs:
the ltalian case

Claudio Jommi™ @, Elisabetta Listorti", Federico V
Agnese Cangini® and Francesco Trotta®

Abstract

Background and aim: Evidence on determinants of prices
evidence on variable

for arphan medicin
fecting the annua

= and not available for ftaly.
of arphan drugs i
on and a positive corme-

dies.

gnation reimbursed in Italy
nd multiple regression models were

explanatory varial the dimension of the target
of the guzlity of the pivotal studies, the added therapeutic value.

4, simone Ghislandi', Armando Genazzani®, cidered. Univar

the annual tr
Randomize

n the univariz revalence and added
jon with cost respect’ correlation with RCT C t
ce and added value are confirmed but for the ot significant anymore. We also found, through
an interaction analysi 3t t of an RCT has a positive impact on annual treatment cost when the target
population is very small.

ic value, a5 expected, have a negative and positive

Conclusions: Our results suggest that value arguments and sustainability [dimension of the target population a
impact on budget impact) izsues are considered for orphan drugs pricing: the role played by sus 1

d by our results. A more transparent and reproducible pri gotiation process for orphan drugs is
neaded i This paper has contributed to highlight the implicit drivers 5 proc

Keywords: Orphan drugs, Rare diseases, Health technology assessment, Pricing, Italy
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£
BMJ Open Anticancer drug prices and clinical £ o — -
outcomes: a cross-sectional study R R T oo T : *
in Italy
B
Francesco Trotta,' Flavia Mayer,? Francesco Barone-Adesi,” Immacolata Esposito,* ‘Eé €124.200 v
Ranadhir Punreddy,® Roberto Da Cas,® Giuseppe Traversa,’® Francesco Perrone,® g s
Nello Martini,* Bishal Gyawali,” Antonio Addis P B B
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Infrastruttura (integrare i silos) 2
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Figure 2 Correlation between anticancer drug prices
(discounted) and health benefits. (A) Discounted price with
additional compulsory rebates versus difference in median
OS (16 drugs related to a single indication are included in the
analysis). (B) Discounted price with additional compulsory
rebates versus difference in median PFS (25 drugs are

_ - included In the analysis: 22 with a single indication and 3
with two indications). (C) Discounted nrice with additional
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QAFA: o Oncologici: esiste correlazione tra evidenza e prezzo?

A
g o =
BM) Open Anticancer drug prices and clinical p — —
outcomes: a cross-sectional study = a— ) -
in Italy aos
Francesco Trotta,! Flavia Mayer,”? Francesco Barone-Adesi,” Immacolata Esposito,* B
Ranadhir Punreddy,® Roberto Da Cas,® Giuseppe Traversa,® Francesco Perrone,® B 140, —
Nello Martini,* Bishal Gyawali,” Antonio Addis ;g'; o =iy
*  Price negotiations for approval decisions alone may not bring ) “ e ) - )
. . . C
balance between prices and benefits of anticancer drugs g~
* Based on the limited outcome data available at the time of T "

Figure 2 Correlation between anticancer drug prices
. o e . (discounted) and health benefits. (A) Discounted price with
r‘EImbursement deC|S|OnS (OS, PFS and ORR), pr|CeS Of additional compulsory rebates versus difference in median
OS (16 drugs related to a single indication are included in the
. . . . analysis). (B) Discounted price with additional compulsory
anticancer drugs do not reflect their therapeutic benefit rebates versus difference in median PFS (25 drugs are
included in the analysis: 22 with a single indication and 3
with two indications). (C) Discounted price with additional
compulsory rebates versus proportion of ORR (24 drugs
are included in the analysis: 20 with a single indication and
4 with two indications). OS, overall survival; ORR, objective

* Other strategies, such as value-based price negotiations, price response rate; PFS, progression-free survival.

¢ = o evence and riee
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AL o Orfani: esiste relazione tra prezzo e epidemiologia?
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FIGURE 4 | Correlation analysis between the sales volume in the first year of
commercialization in Italy and the prevalence of the related rare diseases
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FIGURE 3 | Correlation analysis between the log of the annual therapy cost
(calculated on the Final Price) and the prevalence of the disease.
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Variables affecting pricing of orphan drugs: el
the Italian case
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S P BEHOO—s L ——= therapeutic value, as expected,
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Ok -
[0.09.1.3] (1.3531](531.12.8](12.8,114] 1 5

T oaewm S have a negative and positive

Boolean independent variables, Welch Two Sample t-test with the log cost

Variable Mean log cost in group | Mean log cost in group with | p-value | h p I
with variable value = 0 variable value = 1 CO rre atlo n Wlt COSt res eCtlve y'

Prevalence 11.55 10.97 0.04

(boolean

variable)

RCT 11.43 11.25 0.56 T . . R T .

Continuous independent variables, Correlation test with the log cost [ ] h I h C

Variable Pearson’s Correlation Spearman’s Correlation e Corre atlo n Wlt IS n Ot

Estimate | p-value Estimate | p-value . ofe
ASMR -0.27 | 0.05 -0.25 [ 0.07 S|gn |f|Ca nt.

Fig. 2 Correlaticn between the independent variables and the annual treatment cost {thousand eurcs). In bold, correlations significant at 10%.
ASMR Amélioration du Service Médical Rendu, RCT Randomized Clinical Trial
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QAF~: o Esistono dei predittori di valore terapeutico (aggiunto)?

M) Check for updates
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Journal of the Royal Society of Medicine Open;
14(5) 1-5
DOI: 10.1177/2054270423 1 166620

Prediction of therapeutic value of new drugs approved by
health Canada from 201 1—-2020: A cross-sectional study

Joel Lexchin

School of Health Policy and Management, York University, Toronto, Canada
Faculty of Medicine, University of Toronto, Toronto, Canada
Corresponding author: Joel Lexchin. Email: jlexchin@yorku.ca

Table 2. Therapeutic value as a function of the number of drug
characteristics® for all drugs.

Number of drugs with
therapeutic value'

Number of MNumber of
characteristics drugs Major Moderate
* The distribution of therapeutic value (major, moderate, Three 20 10 4 6

little to no) was determined for drugs with all three Two 77 14 25 38
characteristics (expedited review, first-in-class status,
clinical outcome in premarket trials), two of the three,
one and no characteristics.

One 109 10 25 74
None By 2 7 28
*Expedited review, clinical trial outcome, first-in-class.

TDistribution of therapeutic value statistically significantly different,
Chi-square, p <0.0001.
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Contents lists available at ScienceDirect

Health Policy Variable N Obs Mean StdDev F p-value
Orphan Drug Status 0.96 0.3290
no 89 —28.2 18.44
journal homepage: www.elsevier.com/locate/healthpol ves 44 —249 16.42
Size of Pharmaceutical Company 0.13 0.7216
Big Pharma 126 —27.0 17.88
SME 7 —29.4 17.34
EMA Authorization 0.06 0.9372
H - H H - a conditional 9 —26.7 16.10
Determinants of price negotiations for new drugs. The experience of ) imder eneeptional circumstances 4 oae 2439
3 101 Chgk for full 120 —27.2 17.85
the ]tahan MEdlCI nes Agency — AIFA assessment process 0.66 04178
accelerated 82 —28.1 18.63
Federico Villa®:"*, Michaela Tutone®%2, Gianluca Altamura®, Sara Antignani®, ordinary 51 —255 16.43
Agnese Cangini?, Ida Fortino®2, Mario Melazzini®2, Francesco Trotta?, Giovanni Tafuri?.!, Innovativeness Status 1o voa 1ems | F0 0
Claudio Jommid:! potential 8 270 7.5
2 Italian Medicines Agency (AIFA), Via del Tritone, 181 - 00187, Rome, Italy :}:ltilusion on list for Law 648/96* 13 325 26.58 4.06 0.0458
b Department of Pharmaceutical Sciences, Universita del Piemonte Orientale, Largo Guido Donegani, 2 - 28100, Novara, Italy no 124 _279 1803
< Utrecht University, Heidelbergiaan 8, 3584 CS Utrecht, NL yes o _15.7 8.44
9 Professor of Practice, Government, Health and Not for Profit Division, SDA Bocconi School of Management, Via Bocconi 8, 20136, Milan, Italy Registry® 6.5 @
no 70 —23.4 15.05
yes 63 —31.2 1976
meA 55 o001 )
no 101 —24.9 16.46
yes-FB 20 —38.9 2063
Th deltaP for all imbursed d in ltaly i Compa v e e
e average e a Or a neW rel m Urse rUgS In a y IS Compassionate Use 2.49 0.1167
no 108 —25.9 17.27
yves 25 —32.1 19.50
o, Target population® 3.0 @
27,4%)_ 0 -| 500 35 —242 17.03
500 -| 3,000 31 —24.8 16.25
3,000 -| 20,000 33 —244 1388
. . . . . . o, > 20,000 34 —34.8 21.40
The price reduction is higher for innovative drugs(-32.2%). Expected Expenditure™ 5. @
0 -] 15 MIn€ 33 —26.2 17.06
15 MlIn€ -| 50 Min€ 35 —25.6 16.95
50 MIn€ -| 200 MIn< 40 —23.9 1465
> 200 MIn< 14 —44.1 24.04

The possible determinants that influence more the delta P are:
the use of a Registry, the use of a MEA, the target population
>20,000 and an expected expenditure >200 Min

Rigore all'ingresso, in particolare quando ci sono alternative

Table 4

Overview of the one-way ANOVA analyses for delta-price.

** Variable significant at 0.01 confidence level.
* Variable significant at 0.05 confidence level.

Legend:

SME: small medium enterprise.
FB: financial-based.

OB: outcome-based.



