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OAQDn‘& Potenziali Conflitti d’interessi

A| sensi dell’art. 3.3 del Regolamento applicativo dell’Accordo Stato-Regioni 05.11.2009, dichiaro che negli ultimi due anni ho
avuto i seguenti rapporti anche di finanziamento con i seguenti soggetti portatori di interessi commerC|aI| in campo sanitario:

> Partecipazione ad Advisory Board:

QRoche
QlLilly
QEisai
Qlncyte
> Spese per invito a convegni:
QORoche > Relatore eventi (ECM e non ECM):
QServier Q Servier Q Merck Serono
OCelgene O Clovis Oncology O Amgen
Qlpsen O Ipsen O Novartis
QSanofi QO Lilly O BMS
» Finanziamento istituzione per ricerca:
QORoche Come presidente AIOM ho avuto
aQmsD rapporti con tutte le Industrie
OTahio Farmaceutiche che operano in Oncologia
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Terapia oncologica

> Per decenni il trattamento era » Eppure gia allora la terapia
era personalizzata

“one size fits all”

O Caratteristiche del paziente

> C’era scarsa disponibilita di farmaci j Comorbidita
attivi PS
v Eta

> lunica scelta era:

E I dell latti
“Trattare o non trattare?* = Zqiio o oene

v Tipologia di metastasi

O Aggressivita della malattia
v Rapidita di crescita
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LS ADn% . -
i R Nuove strategie
Piu linee terapeutiche
QColon
OMammella
QPolmone

Anche in pazienti oltre i 65 e 70 anni

. ae ) O Minore tossicita
Mlglloramento delle teraple O Minore incidenza di effetti collaterali importanti

QO Somministrazione piu facile
» Integrazione multidisciplinare di diversi specialisti * Terapiaorale

» PDTA (Percorsi Diagnostico Terapeutici Assistenziali) Y
multiprofessionali

» Disponibilita di nuove terapie

» Nuove conoscenze biologiche e immunologiche
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S L'avvento della terapia molecolare:

la Target Therapy

» Dai farmaci tradizionali che colpiscono il DNA e le strutture cellulari ai
farmaci che colpiscono selettivamente molecole di segnale coinvolte in
tappe fondamentali di crescita e disseminazione cellulare:

Precision Medicine Progress

Image Sources: Slamon D, et al. Engl) Med 2001; 344:783-792; NCI; FDA

Cancers classified by molecular abnormalities and site of origin

Exceptional success when treatment is matched to a driver mutation

= ERSS i i
LR s &) FoA
1997 1998 2001 1997-2016
g * 4 ® »
i Trastuﬁumab i 100+ FDA:approved
First targelted drug: introduced for HER2+ ! targe_tec! cal:lcer drug
breast cancer Imatinib indications

rituximab
introduced
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S AMDNn%, PRECISION MEDICINE
S Target-based agents + predictive biomarkers:

La cosa giusta per i pazienti:

Abbinare il farmaco con i pazienti
che ne avranno beneficio e non trattare
quelli che non lo avranno
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°'iADn¢ Chemioterapia vs target therapies

Survival of patients with oncogenic drivers —
targeted therapy vs. no targeted therapy

e
o

o
(0]
]

No targeted
therapy

o
NN
1

Survival Probability
o
it

No driver

o
N
]

Log-rank P<.001

0 1 2 3 <+ 5 Kris et al. JAMA 2014
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Terapia target

e NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

in Melanoma with BRAF V6GOOE Mutation

Overall Survival (%)

Progression fres Survival %)

Improved Survival with Vemurafenib

Vemurafenib (N=336)

Dacarbazine (N=136]

Hazard ratio, 037, 95% CI, 0.26 to 055;
001

Hazard ratio, 0.26;85% €1,0.30% 03
Petool

Vermursbenih (N=275)

204 Dacarbazine (N=274)

Progression free survival (%)

BRAF melanoma

Dat

stated ic mel

i in BRAF-

amulticentre, open-label, phase 3 randomised controlled trial
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N
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Time since randomisation (months)

elanoma

Chapman et al, N Eng J Med 2011
Haushild et al, Lancet 2012

GcToRER 20, 2005 ST
Trastuzumab plus Adjuvant Chemotherapy Trastuzumab after Adjuvant Chemotherapy
for Operable HER2-Positive Breast Cancer in HER2-Positive Breast Cancer
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“ ‘0 7 B Figure 3. Kaplan-Meier Estimates of Freedom from Distant Recurrence.
e The hazard ratios are for the comparison of the trastuzumab group with the
e h’h'-u e for P ® th the control group eontrol group.
The NEW ENGLAND JOURNAL of MEDICINE
the NEW ENGLAND November 18, 2017
JOURNAL o MEDICINE “ ”
ORIGINAL ARTICLE
e - T SErTITE S,
o ) ) Osimertinib in Untreated EGFR-Mutated
o Gefitinib or Carbaplatln—ﬁgclxraxel in Pulmonary Advanced Non-Small-Cell Lung Cancer
Adenocarcinoma
\ B EGFR-Mutation-Positive D Overall Survival . y \ |
No. of Median Overall Survival
10 Hazard ratio, 0.48 (95% Cl, 0.36-0.64) "
Qo ﬁ oo Patients (!S:DCH
§ os Events: gefitinib, 97 (73.5%); carboplatin Osimertinib 279 NC (NC-NC)
& plus paclitaxel, 111 (86.0%) Standard EGFR-TKI 277 NC (NC-NC})
] Hazard ratio for death, 0.63 (95% C1, 0.45-0.88)
ET; 056 P=0.007
T
SA 04 s
£ Carboplatin Gefitinib T oos ‘H“\h Osimertinib
4 02 plus H e
2 paciitaxel 55 06 Standard EGFR-TKI
£ gs
0 H B 2 16 0 2 ;; oo
Months since Randomization & 02
No. at Risk }
Gefitinib 132 108 n 31 1 3 0 0 3 6 9 12 15 18 21 24 27 30 33
Carboplatin plus 129 103 37 7 2 1 0 Month
paclitaxel )
No. at Risk
Osimertinib 279 276 269 253 243 232 154 87 29 4 0 O
Standard 277 263 252 237 218 200 126 64 24 1 o0
EGFR-TKI

The NEW ENGLAND

JOURNAL o MEDICINE

Patients Free from Disease Progression
and Death (%)

No. at Risl
Olaparib
Placebo

Assessed by ig BRCA mutation§
100 BRCA1
90 BRCAZ

80
704
60-{
50 = e
a0
30+
204
Hazard ratio for disease progression or death, 0.30 (95% C1, 0.23-0.41)
10
0 3 6 9 12 15 18 21 24 27 30 33 36

Months since Randomization

k
260 240 229 221 212 201 194 184 172 149 138 133
131 118 103 82 65 $6 53 47 41 39 34 31

1 88
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BRCA1 and BRCA2

Maintenance Olaparib in Patients with Newly Diagnosed

Advanced Ovarian Cancer

191 (73)
66 (25)
m

Olaparib
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91 (69)
4031
0
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o) &n ¢ Molecularly targeted therapy based on tumour molecular

&z,

m profiling versus conventional therapy for advanced cancer
: w%‘ - (SHIVA): a multicentre, open-label, proof-of-concept,
CANCRS
- randomised, controlled phase 2 trial

Christophe Le Tourneau, jean-Prerre Deford, Anthony Gongahves, Céline Gavodle, Coraline Dubaot, Micokes lsambert, Manko Compone, Ofivier Trédan,
Marie-Ange Massian] CécleMouborgre, Sebastien Armanet, Nicolas Servant, fvan Bitche, Vinginie Bernand, David Gentien, Poscal Jezequed,
WValdry Artigron, Sanckine Boyault, AnneVincent- Salomaon, Vincent Sensois, Marie-Pouke Sablin, Moud Knmal Ximvier Pooketti, for the SHIVA investigatiors

8 SEPTEMEBER 2016 | VOL 537 | NATURE | S63
Lancet Oncol 2015; 16: 1324-34
100 — Molecularly targeted agent
—— Treatment at physician’s choice
B PTEN inactivations®
3 5TK11 inactivationst
I Otherst 80—
I PIK3CA activating mutaticns 9
I PIK3CA activating mutations associated with PTEN inactivation =
[ PIK3CA activating mutations assodiated with STK11 inactivation [
B AxT1 amplifications 60
I AT activating matations 2
v
E
b
& 404
“v
g
g
B LK amplifications [l FLT3 activating mutations S 204
I PDGFRA amplifications 3 RET amplifications
B PDGFRA activating mutations [l ERBB2 amplifications
B PDGFRA activation§, [ ERBB2 activating mutations g X QY- ().
P B PR it HR 0-88 (95% Cl 0-65-1-19); p=0-41
I KIT activating mutations [ BRAF activating mutations 0 T T T T T 1
B KT activation®] 0 2 4 6 8 10 12
. Ti th
Number at risk ime (months)
Molecularly 99 62 20 10 5 2 0
targeted agent
Treatmentat 95* 50 19 12 8 1 0
physician’s choice
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Translating Genomic Profiling Data
into Therapeutic Strategies
(Lung Adenocarcinoma)

RET:
Cabozantinib :
RR 0%

HERZ mutation

Dall’oncologia istologica all’'oncologia mutazionale

Neoplasie molto comuni sono in realta un
insieme di neoplasie rare

in NSCLC* (n = 1,003)

ERBB2 MEKT ypaS
BRAF 0.9% (gog AT

A Spectrum of oncogenic “driver” mutations

Relative frequency of EGFR mutations
in NSCLC (n = 127)

Exon 20
insertion '}Bg;ﬁo C_i‘?::‘?: G719G
8% - E 1.3%
1’ 8’5- eso%u\. Exon 19
deletion

0.5% 0.3%
METamp  (08%) RIT1 EEE et 1.9% PTEN
2 mutation: PIKICA 0.2%
\\_ .2%) \ ' st (2 8) E 215
M HRAS (0.4%) NF1
ROS1: N NRAS (0.4%) Ne mutation
70% RR to RET fusion (0.9%) k 8.3% None KRAS detected
! MAPZKT (0.9%) — 22.9% 55.79%
Crizotinib N et e . —
" ROS1 fusion (1.7%) — 74 1 BRAF (V600E):
ERBB2 (1.7%) — A4 >60% RR to
_— M BRAF + MEK
ALK: 65%RR to NIET exta , inhibitor combo
Crizotinib: / e
~70% RR to 2° Gen TKI BRAF c P um of or ic “driver” mu

ALECTINIB

METex14:
RR =50% to
Crizotinib

EGFR: RR>70%
to 1°-2°"Gen TKls;
+60% RR to 3" Gen TKis
OSIMERTINIB

KRAS:
35% RR to MEK

inhibitors +
Chemotherapy

in melanoma (n = 955)

KIT GNA11
GNAG 239% 1.3% Cqaae!

1.1%
2.8%
NRAS
Ne mutation
B 130 detected
35.2%
BRAF
39.1%

Relative frequency of BRAF mutations
in melanoma (n = 382)
wvepop VE0OM
0.8%
VEOOR 1% VE00G

© 2014 American Association for Cancer Research

CCR Reviews
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€ADn%  Caratterizzazione biologica

» Recettori ormonali
» Her-2 Personalized CancerTherapy

> KRAS Yy M/‘\ M

> BRAF
» EGFR

-~K - MTB Molecular Tumor Board ‘
» N-TRK

— — ~ — e — ~ - E
Molecular Profiling Prognostic Markers 'y . ! e
> B R CA £ T Markers predictive of drug
S = i) sensitivity/resistance

Markers predictive of
adverse events

» NGS e registro
mutazioni actionable

_ n LA Al o
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Immunoterapia

NEW ENGLAND JOURNAL of MEDICINE

This article (10.1056/NEJM0al003466) was

| ORIGINAL ARTICLE
on June S, 2010, and updated on

P
June 14, 2010, at NEJM.org.

Improved Survival with Ipilimumab
in Patients with Metastatic Melanoma

| Braaktheough of the Year
Cancer .

‘ “Immunotherapy

' T calls on the stuack .

(ﬁ o :

Non solo CTLA-4 & PD-1!

NHL, AML, CLL, lymphoma Broast Melanoma
« Vace = CTLA-4 pathway targeting agents « vaccines
*» PD-1 pathway targeting agents * LAG-3 protein targeting agents + GTLA-4 pathway tangeting agents
= CD40 agents. + PD-1 pathway targeting agents
- Anti-4-1B8 agents + LAG-3 protein targeting agents
* Anti-KIR agents + GITR targeting agents
+ CD40 agents
RCC
* Vaccines 2 Sncoinen
- PD- * GTLA-4 pathway targeting agents
PD-1 pathway targeting agents / « PD-1 pathway tng agents

* CTLA-4 pathway & i it
pathway targeting agents. * LAG-3 protein targeting agents

Pancreatic

« Vaccines

« CTLA-4 pathway targeting agents
+ PD-1 pathway targeting agents

+ ©D40 agents

GIST
* GTLA-4 pathway tameting agents.

cRC Haematologic
* GTLA-4 pathway targeting agents \ * CTLA-4 pathway targeting agents
| « Targeting CO27

PC/CRPC

* Vaccines Ovarian
* CTLA-4 pathway targeting agents Corvical  Vaccine
+ PD-1 pathway targeting agents = CTLA-4 pathway targeting agents + CTLA-4 pathway targeting agents

Pardoll et al., Nat Rev Cancer 2012 |
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e Checkpoint-Inhibitor

L CANCRO

Melanoma Ipilimumab A Pembrolizumab polmone M
P - idatieieis S Progetto AIOM-SIAPEC per la valutazione
X 3 . h
s o v dell’espressione di PD-L1 nel NSCLC
o0 N - 7 - 5 5 s o
a0 fe - Valutazione comparativa dei quattro test in commercio (Dako,
.
% » 5 5 o Ventana) per definizione di positivita
i —— &
b b oo ke » - Correlazlone coni dati C|II1ICI
IEREREEE R EEE R I R E R E R ] »
] — Microsatellite instability & Pembrolizumab
0 2% 1 7 130 1A 08 91 35 TS M OGS 61 W % % R AN YW DO Numiber at risk
S E R SRR S A R —
d & 2 ) of respanse A i
. vy T W%l b lown nier iae oo bianlinon =10 =18
o Complete Response 0% 0%
» 0S8, ORR, and DOR for MSI-H Tumors® Partial Response a0% o%
— - (e repone s o o
2 % s, &) hmcee Zieasis Eombrt Rt = . —mm
E b an] ™ A : I* = Ab clone sP142 $P263
: S i o £ i ] Cellule valutate Cellule tumorali Cellule tumorali Cellule tumorali Cellule tumorali
;g.q:.:.ﬂm’xz‘m:-mmnu- : £ ‘; E Cellule immunitarie
oo = = e
FITiEThaAFIIF e A b EI A T o — 1
,,,,, = S N - . - -
- medisn range) (8310 26041 22ete 1220

I Nivol b +/-Ipili b vs Ipili

No. of events.

Pembrolizumab in MSI mCRC wo Gy o s

Pambrolinsmst hasmatherapy for
Adiceoaatemte instability HighMismatch

patients months
Radiographic Response in Target Lesions o e A Overall Survival* ( ITT) Durvalumab 183/476 NR 83,1 66.3
| 10 — (34.7-NR) (79.4-86.2) (61.7-70.4)
Events HR (95% Cl) P 09 - | Placebo 116/237 28.7 753 55.6
08 (22.9-NR) (69.2-80.4) (48.9-61.8)
Pembro 54% 0.60 0.0002 o]
Chemo 73% (0.45-0.80)

Durvalumab

Progression-Free Sur "'

Placebo

410.2%

Probability of Overall Survival
o
o
1

A %7.8 i

. .
:12-mo rate H Duration of Response 02+
: . Overman et at, Lances Oneel ‘17 01 ' |
1 | !
50 Stralified hazard ratiofor death, 0.68 (99.73% CI. ).469-0.997)
T T 0U25T T T T T T T T T T T 1
i3 & 8 iz i5  i8 21 26 27 30 3 3% 38 42 45
Time from Randomization{months)
No. at Risk
Durvaluma a6 a4 4 w15 s %4 U W s 20 ws &% @ 2 o 0
Placebo 27 220 198 178 170 155 141 130 "7 7 a2

“Median duration of follow-up for OS was 25.2 months (range 0.2-43.1)
In
0 NN 1
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Rise of Immunotherapy

T cells are genetically reprogrammed
to find and attack cancer cells. The MEW ENGLAND JOURMNAL of MEDICINE

T cells are grown in

large numbers in the lab. ]| ORIGINAL ARTIGLE |]
Tisagenlecleucel in Children and Young
Adults with B-Cell Lymphoblastic Leukemia
T cells are Reprogrammed AL o
collected from the T cells are infused —TEE e o -7 = .
patient's blood. into the patient. F ™ Sl ) Mad 200 537 Sarw aa
B Event-free and Oversll Survival
~ s P . A Duration of Remission
@ = g, O;!So:!‘)rra’vvwenza 90% a 6 mesi 1.0~
., o]
. Ly & -
@ L " N, il mamribe § oa Sopravvivenza libera da
= 2 ricaduta 80% a 6 mesi
as I Bl
% § < o
& o4 \ § o5 Sopravvivenza libera da
03 MNo. of No.of Median S o ricaduta 59% a 12 mesi
Patients Events Swrvival Rate at 6 Mo =
oz o % (959 CI) B oa
olomaE 2 B B
a Survival regched e
2 4 $ 10 12 18 1¢ 18 Zo =22 * misson, not reached
Months since Tisagenlecleucel |nfusion 24 T T T I % & L T2 d
2 & 6 ) ! 6 20 n
72 6« 58 33 40 o 20 12 8 2z o Months since Onset of Remission
6 3 e & 3 3 1 o Na. at Risk 61 32 41 33 23 1= & 7 3 1 e

v 75 pazienti pediatrici affetti da LLA plurirecidivata o refrattaria ai trattamenti standard (compreso
alloTCSE)

v 1 singola infusione di linfociti trasdotti con CAR CD19 (™Tisagenlecleucel)

v Remissione a 3 mesi—=281% dei pazienti

v

v

On the Horizon:
CART-cell therapy

La remissione & stata duratura con un tasso di sopravvivenza libera da ricaduta a 6 mesi dell’80%
Sopravvivenza a 6 mesi—=> 90%

Customized vaccines
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QOA Z74, Nuovi farmaci, nuove speranze

2 _Afbn"' -
Immuno-oncology evolution

IMS Oncology Report 2015
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D %
£ Mm% Health care costs.

The Cost of Health Care
How does it compare?

If other prices had grown as quickly
as healthcare costs since 1945. ..

adozen eggs a gallon of milk a dozen oranges
would cost would cost vwould cost

*55 48 *134

Shankaran V ASCO 2016

s " Institute of Medicine Re The Healthcare | : Lowering Costs
ASCO ANNUAL MEETING ‘16 h‘ -w.m;mmmm .P::bzon mperative ring
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Relatore
Note di presentazione
La spesa sanitaria degli Stati Uniti è superiore al PIL della Francia; 
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o 2z Leonard Salts - ASCO
- _{N“Dn - 2015, plenary session

INCERE
TANCRO

Perspectives g ancer Care

Leonard B. Saltz, MD

Unsustainable

These drugs

$7000

cost too much.

$4716

....... $1770
$1097 $1199

$129 $430

1975- 1980- 1985- 1990- 1995- 2000- 2005- 2010-
1979 1984 1989 1994 1999 2004 2009 2014

5-Year Period

Pembrolizumab AWP
(Redbook online): $51.792 / mg

Newdrugs 5 3 6 14 30 18 21 33
introduced, No.

JAMA Oncology Published online October 22, 2015
$51.792 x 10 mg/kg x 75 kg x 26 doses/year

$ 1’009,944 per patient / per year

Selection of 2015 ASCO abstracts using Pg

mg/kg q 2 wks: brolizumab
mg/kg q 2 weeks
abstract # 4010 (esophageal ca 316%{05{:1 onth

abstract # 5510 [ovarian ca
abstract # 7502 (Small cell L®
abstract # 8035 (non-small cel
abstract # 9040 (melanoma)
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9"‘1'% The high price of anticancer drugs:
-AD - origins, implications, barriers, solutions

12,000
—— Median monthly cost of new
10,000 anticancer drugs in the USA
—— Median menthly household income
5,000+
=
€
£
- 6,000 —
L
=9
o
o
= 12,000
4,000+
_ | ] [ United States
10,000 i T [ Norway
2,000+
8,000 B b ]
0 T T T T T T T T = W |
1975— 1980— 1985— 1990- 1995— 2000— 2005— 2010— =
1979 1984 1989 1994 1999 2004 2009 2014 E
< 6,000
Figure 2 | Median monthly launch price of a new anticancer drug, compared with median %‘
monthly household income from 1975-2014 in the USA. Data on household incomes were =
4,000
> Thalidomide and imatinib, for example, 2 000
increased from $1,869 to $7,564 and $3,346 to
$8,479, respectivelyl6 over 13—14 years.
o T T T T T T T T T T
® ® S 3 o @
R . R S & & o e & &+ I = & 3
» In both examples, prices have climbed despite the & & & & & Q@a“ & & & s
. oy N A o & &
availability of similar, but more-advanced, . llc% . . < . N e
H gure ost of one month of treatment with tl etop estse mng anticancer rugs in the
neXt_ | n_CIaSS d rugS """" USA™"™ and Norway'*°. Drug prices are calculated for an adult weighing 70 kg, with a body surface area

Prasad V, Nature Reviews Clinical Oncology ,2017
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o On average, price is not
justified by...

ERE
TEANCED

> Innovation RESEARCH LETTER

Five Years of Cancer Drug Approvals:
Innovation, Efficacy, and Costs

Results | From January 1, 2009, to December 31,2013, the USFDA
approved 51 drugs in oncology for 63 indications. During this

Type of drug N (%) Median price/yr

First-in-class 21 (41%) $116.100
Sham Mailankody, MB BS .
Vinay Prasad, MD, MPH Next-in-class 30 (59%) $119.765
JAMA Oncology July 2015 Volume 1, Number 4 P=0.42
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UMIT] PER VINCERE

justified by...

JAMA Internal Medicine | Original Investigation
> Inn ovatio N Research and Development Spending to Bring a Single
Cancer Drug to Market and Revenues After Approval

> Re Se a rc h & d eve I o p m e nt Vinay Prasad, MD, MPH; Sham Mailankody, MBBS

Figure. Comparison of Drug Development Costs With Revenue Earned After Approval

Ponatib !
(Ariad Pharmaceuticals)

Ibrutinib [
(Pharmacyclics) 1

ettion [ ]

Brentuximab Vedotin
(Seattle Genetics)

Findings In this analysis of US Securities and Exchange

Cabozantinib _ N B B
Commission filings for 10 cancer drugs, the median cost of — I
developing a single cancer drug was $648.0 million. The median (VkLp)
revenue after approval for such a drug was $1658.4 million. ((mu" T:::f:ﬂff:;,
Incyte Corporation
(Alos Therapeuncy
Eculizumab
JAMA Intern Med. 2017:177(11):1569-1575. doi-10.1001/jamainternmed.2017.3601 s oo i Wi o T iy o Too Dt rsachan
Published online September 11, 2017. Last corrected on August 13, 2018. fmountin Miions, U3 f:::i:;i’:'zows dolars
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$OA 2o .
S ADn% Recommended principles for
development of payment models A

Ways of Investing in Health (EXPH)

» The Expert Panel highlights that a single payment model will not be optimal for all situations. It proposes a broad
list of principals that should be observed when developing innovative payment models.

1.  Greater price/cost transparency. This should include the acknowledgement that
high cost to payers may or may not have a high underlying cost of R&D. A full
chain of value of the product should be understood.

2. Several mechanisms should be used to promote innovation. Patents and market exclusivity are not the only way to promote
innovation and more incentives should be added. Good methodologies are needed to measure social value of medicinal
products as well, this is important in the context of Health Technology Assessment (HTA).

3. An assessment of exercise of market power should be applied in each price negotiation that exists.

Set better rewards for higher therapeutic value-added, thus directing innovation towards more valued products and achieving
better prices for better value.

5. Payment systems should evolve in the direction of paying for the acquisition of a
service instead of payments for pills. Different type of relationship is needed with the
provision of service than just purchase of a product.

6. Exploring non-linear payments and bundling - price/volume arrangements, assessing

differentiation across geographies and indications. pifferences in healthcare across the countries need
to be acknowledged as under some conditions such arrangements can be helpful, but in some instances, can also be harmful.

7. Create dialogue platforms, involving all the relevant stakeholders in the process.
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SADe On average, price is not

Associaricn lalisns d Crcologia Maica

justified by...

> Innovation The trajectory of imatinib price
> Research & development

» Lack of competition 5 ] 7
b Multiple additional 4
g indications approved Dasatinib approved -
z / ¥
- 150 4 \ P -~
/ -
b Nilotinib approved -~
a ~ \ W
] e WL
Sham Mailankody, MB BS g 100 __——m——"
Vinay Prasad, MD, MPH %’
JAMA Oncology July 2015 Volume 1, Number 4 i 50
0 ' v . ' . 1 " '
2004 2006 2008 2010 2012 2014
Year

r : . i B 1 £y S NN
Sostenibilita in Oncologia: come conciliare valore scientifico, prezzo e accessibili Oncologia Medica
13 dicembre 2021 Casa dell’Aviatore, Roma HUMANITAS




éo A zlo

A

On average, price is not
justified by...

RESEARCH LETTER

» Innovation _
Five Years of Cancer Drug Approvals:

Innovation, Efficacy, and Costs

» Research & development

Overall survival

» Lack of competition

175000 . y=942.54x+79381
e 150000+ * R2=0.1649
» Greater efficacy I :
& o *
g’ 100000 + .
. . . = *
Assessment of Overall Survival, Quality of Life, and safety 75000+ Py . 2 _
Benefits Associated with New Cancer Medicines Soon0] .0 + OS- R - 0-165
25000 r T T . : - .
» 53 molecole approvate FDA ed EMA 0 10 20 30 40 50 60 70
Fr;l:::ﬁhezze?:lt:uds?:raa l‘;rr'é'a inglese, Improvement in Overall Survival, %
» 79% qualche beneficio in 0S, QoL o .
tossicita ' Sham Mailankody, MB BS

» 43% beneficio in OS > 3 mesi
[‘,igggtto a quanto disponibile nel

» 30% nessun beneficio in OS rispetto
al 2003

» 42% beneficio in QoL

» 45% ridotta tollerabilita

Salas-Vega S, JAMA Oncology 2017
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Addressing Skyrocketing Cancer Drug Prices
Comes With Tradeoffs
Pick Your Poison

Scott D. Ramsey,

Mo, FhD

Fred Hutchinson
Cancer Research
Center, Division of
Public Health Sciences,
Seattle, Washington:
and Pharmaceutical
Outeomes Research

..."Like most for-profit companies,
. drug manufacturers set the highest
i price they believe the market will
support”

Gary H. Lyman,

™MD, MPH

Fred Hutchinson
Cancer Research
Center, Division of
Public Health Sciences,
Seattle. Washingron:
and Pharmaceutical
Outcomes Research
and Pelicy Program.
University of
Washington, Seattle,
Washington,

Rick Bangs, MBA, PMP JAMA Oncology April2016 Volume 2, Number 4
Patient Advocacy

Commil thee, SWOG,

Portland, Oragan.

@ If you are buying a....
o

03/06/2012

lan Tannock

Princess Margaret Hospital,
Toronto, Canada

ASCO meeting 2012
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.éfbn Tossicita finanziaria

original article Annals of Oncology A A published October 26, 2016

The association of financial difficulties with clinical
outcomes in cancer Datlenls secondary analysis of 16
d

pro hve i lrlals in Italy'
VOLUME 27 - MUMBER 20 DovoseR 1o ow EORTC 030 During the last week, has your physical condition or
JOURNAL OF CLINICAL ONCOLOGY ART OF ONCOLOGY medical treatment caused you financial difficulties?
Not at all A little Quite a bit Very much
Q 28 1 2 3 a
. - . . . . .
Reporting and Grading Financial Toxicity 26% of 3670 patients with 22.5% of patients develop
Nandita Khera . . financial problems at baseline financial toxicity during treatment
Her questions are difficult and October 13, 2020
thought provoking: “Will I have to sell my home? ’
Should | declare bankruptey? Do I need to stop [(Financial hardship) or (Financial toxicity)] and cancer OR of worse QOL response 1.35 HR of death
spending maoney on food and utilities to be able to Creale RSS Create alert  Advanced -
pay for medical care? Will T have to go to hospice (95%CI 1.08'1.70) P=0.009 1.20 (95%(:' 1.05'1.37) P=0.007
when I am unable to pay any more? Does hospice 1000
charge very much?” These questions make me — congress
uncomfortable and aware of the fact that [ am not 800 E5SESMD
really prepared to manage this adverse effect of . R
cancer treatment. 600 Hazard ratio di morte
400
200 | ‘ US (2015): 1.79
D - eee amemems l.-llllllll“IIIII IT (2016): 1.20
AN AN S A AP AN
x‘”x“*\‘,”'@@@@@"ﬁ”@

Che il A sia una misura
del valore del SSN?

NN [
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csAomz Il finanziamento del SSN Italiano

Assecianon: Halians b Oncalogia Mascs

Variazione della spesa sanitaria pubblica e privata (2010-2018)

10
g € 154,9 miliardi di spesa sanitaria
8 Pubhblica ﬁgi:
€113,1 e - individuali
? Privata s 12,3% o
€41,8 — ==
=
o 27.0% Intermadiata
= S0 €580
= 5 = Sanita privata =0
ES . . TS
= Sanita pubblica o Fondi sanitari ¢
. T polizze collettive
Out-af-pocket )
€359 €39
3
2
1 Figura 3.4. Rapporto spesa sanitaria/PIL 2017-2022 secondo le stime dei DEF 2017, 2018, 2019
=== DEF 2017 i DEF 2018 =t DEF 2019
0 6,800

2010 2011 2012 2013 2014 2015 2016 2017 2018
Anno 6,709

N

. S

s N\
\

6,309

2017 Z018 2019 Z0Z0 2021 2022

I NN
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Luso dei

éoAz,o Farmaci
S ADN% Rapporto OSMED 2020
T Figura 1.1.1. Spesa farmaceutica nel periodo 1985-2020 (Figura e Tabella)
L CANCRO ss000.
30.000 1 'MM w
7 won Spesa Ospedaliera
£ o0 ex . SO
- piu che raddoppiata
s nell’ultimo decennio
ol
=~ Spesa territoriale pubklica” + Spesa privata Spesa ospedaliera™” o Spesa totale
Anno Spesa convenzionata Diretta di Spesa territoriale Spesa Strutture Spesa Spesa
lorda® fascia A pubblica privata sanitarie ospedaliera®® totale
2011 12.387 2.832 15.219 0. 346 F.606 4.774 26.339
2012 11.488 2.837 14.325 6.152 7.892 5.055 25.53
2013 11.226 3003 14.229 0. 732 8.425 5421 26.383
2014 10.988 3.250 14.238 b.648 8.994 5.744 26.630
2015 10.863 4.921 15.784 0. 859 11.203 6. 282 28.926
2016 10.638 5.55b6 16.194 b.bE1 12.143 6.587 29.461
2017 10. 495 4.792 15.291 0.526 12.124 f.332 29.149
2018 10.141 4.620 14.761 I | 12.214 £.594 29.120
2019 10085 4.481 14 570 F.261 13.461 2980 30.811
2020 V 9.820 4.259 V 14.080 7180 13.544 9.284 30.544
n AL w16
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ﬂ Ilivello ATC  Spesa pro capite A% Spesa A% Spesa 55N a% Tabella 3.3, Composizione della spesa farmaceutica 2020 per | livello ATC e classe di rimbor-
A-SSN 20-19 pro capite 20-19 (a+b) 20-19 sabilita (ordine decrescente per spesa totale)
Assistenza Strutture T T T
I P 1 Classe Acquista private | Classe C Auto- Strutture Tatale
livello A-SSN di classe & <on ricetta medicazione pubbliche$
arc SOP e OTC
© % © % © % % e % ©
L e 40| TS 04| saeasm 04 00| Gamamasss  851]  GeTIm
. ; - G - & A LOOSSH0 %62 | FILME 80| M2NEAN 60 SRMLEN WS 10603 2| Amemsd
A 11,20 51 17,0 9,3 48,23 0,5 (o) . - :
€ 9mEME WT| MM SE|  MEIHI 12 IBIEI0 33 MBSROT 95| 3604EIIN
1 9,94 -21,3 34,77 -21,2 44,71 -21.2 N LA0EIENE 402 | I65M058 47| 1I30%1 M9 MOSLES 65 WENET 133 3S0RESLEN
B 7.86 -1,3 30,78 2,1 318,64 6,1 il ST 2| 136STL96 47| 1306LS00 45 Q0 20THETISTE 706 | 2936313201
N 23,65 11 7.81 6,0 31,47 2.3 B GETISTT 185 074919 43| BT 34 0N 01 13550 7i3| 243891655
R 17.13 16 4,76 218 21,89 5.4 R L1508 41| MSTLAG0 72| SANMLAS 82 JRSGEE 153 MGGSTEE  1S0|  LESREILIM
I Jodsesst 37| 18230 12| BMS00s3 151 MIANSH B4 oMM 17| L3M0038
M 5.02 8.4 3,71 5,9 873 2,8 . .
G % WA WIS 35| GOIA 55 MALME 63 TLELG 64| LISSES®
H 3,93 -l 4,79 0,0 8,7z -2,4 D MEITAL WA | 0039 3| JIMSIL I IMEERI 3|1 TEALZSES 106 720017631
G 542 -6,9 1,21 -21,7 0,63 -10,0 5 31902558 355 16655002 15| 92950116 195 [T 130 12735823 195 654044,784
g 3,89 11 2,14 31,8 6,02 -14,7 H 430 35| el 104 |  doassEz 6s 0p  amssmus  4s7|  eseesan
0,14 4.6 5,81 1,7 5,95 1,5 v BT 17| WSABSIL 24| WS 64 WEOE 01 MGG WA AIINIM
P B2 s10|  sasusse 230 M 30 asusm 17 EELTE O VIR T
1,25 -4,0 1,28 51,9 2,53 17,9

Totala 711906690 325 | LEILTIMEZS 51 LZGOIM06 108 2100TI0AT 71 I0IS01MBS 844 FASMTEI2N0

| farmaci antineoplastici e immunomodulatori rappresentano la prima categoria terapeutica a
maggior spesa pubblica per il 2020, pari a 6.392 milioni di euro (107,19 euro pro capite ) (+ 6,2%).

1 livello ATC DDD/1000 A% DDD/1000 A% DDD/1000 A% Figura 3.1. Spesa farmaceutica totale pro capite 2020 per | livello ATC
ab die 20-19 ab die 20-19 ab die 20-19
Assistenza Strutture SSN (a+b) 1200
convenzionata (a) pubbliche (b) 108,1
C 484,7 1,3 17,4 -7.0 502,2 1,0
1000
a 151,0 -2,2 30,4 4,1 1814 -1,2
B 87,7 1,5 49,0 2,5 136,7 -0,1 T
N 67,8 1,5 26,6 3,1 94,5 1,9 s o e
G 42,0 0,5 2,2 -9,7 44,2 -1,0 5 o 615 558
R 41,8 0,8 2,1 17,2 44,0 -1,7 % 600 w02
M 36,4 35 5,2 a,4 41,6 -2,6 H y 419
H 35,9 0,3 5,5 3,5 41,4 0,7 3 400 31,7
s 20,8 0,4 2,2 -19,9 231 -2,7 & 221
_ _ _ _ _ 190
] ] o 200 121 110 105 a3
v 01 3,5 31 2,8 3.2 -2,8 L A& ¢ N J B R M G D S H VvV P
P 1,0 7,1 0,2 6295 1,2 26,2 ore Bl = UL e L‘j AN |—ﬁ-|,\ n

1.163,4 o1 ologia: come conciliare valore scientifico, prezzo e accessibili Oncologia Medica

13 dicembre 2021 Casa dell’Aviatore, Roma HUMANITAS

GAVAZZENI




éo A zlo

it Rapporto OSMED 2020

e
i EANCEO

Figura 3.1.1a. Farmaci oncologici, andamento temporale 2014-2020 della spesa pro capite
e del costo medio per giornata di terapia

80,0 NN Osservato === Trend “Costo medio DDD 20,0 L'erogazione dei farmaci
700 1 a5 | L1858 | TS oncologici & notevolmente
60,0 1 o | X L -~ L1so aumentata negli ultimi 6 anni,
2 50 (1002 | P T 3 la spesa e infatti passata da
S wo] e B 100 é 31,8 euro nel 2013 a 55,6 nel
2 100 il 2 ¢ . 2018 con ulteriore incremento
. o nel 2019 a 61,1, nel 2020 a 65,3
100 | che porta a oltre un raddoppio
00 | | | | . . | I della spesa in 7 anni

2014 2015 2016 2017 2018 2019 2020

H,W?H:Lﬁammm
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Assecianca: halians a s

a
EANCRO

I confronti con I'Europa

Tabella 1.9.3. Confronto internazionale della distribuzione percentuale della spesa farma-

ceutica ospedaliera 2020 per | livello ATC

ATC | livello

= 2
c o
= £ g f ¢ E g 5 =
sz 3 & 8§ ¢ & & & 5
L - Antineoplastici 40,5 540 584 478 364 496 441 482 406 452
1 - Antimicrobici 176 159 88 114 220 114 201 191 130 164
B - Ematologici 13,0 9,2 95 10,8 116 50 5.7 57 13,1 6,1
M - SNC 9.9 7.4 65 135 153 197 11,7 91 106 7,2
A - Gastrointestinale 72 46 61 65 50 17 73 40 57 44
R - Respiratorio 2,6 1,0 1,9 1,0 1,2 2,3 2,8 4,3 1.4 7,3
C - Cardiovascolare 25 23 17 29 21 io0 16 23 1,8 1,7
M - Muscolo-scheletrico 1,9 1,6 1,9 2.5 2,0 1.3 1,6 21 4,0 31
H - Ormoni sistemici 1,7 0,8 0.8 0.9 0.9 2.5 1,7 1.4 0,8 1,2
S - Organi di senso 10 14 32 05 17 25 15 1 79 54
D - Dermatologici 0,9 0,2 0,2 11 0,8 0.3 1,1 1,1 0,2 0.8
W - Vari o8& 07 06 06 08 03 06 02 07 05
G - Genito-urinario & ormoni 0,5 0,7 0.5 0,5 0,3 03 0,2 0,3 0,3 0,5
sessuali
P - Antiparassitari 0,0 0,0 0,0 0,0 0,0 0,0 0,1 0,0 0,0 0,0

r

"

"

*

r
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Figura 1.9.1, Confronto internazienale: incidenza della spesa farmaceutica pubblica sul PIL
nel periedo 20156-2020
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sSaonz  Interventi a breve termine
per la sostenibilita

» Fondo per i1 farmaci innovativi in Oncologia
A 500 milioni di euro per il 2017

0 Riconosciuto alto livello di innovativita per bisogno
terapeutico, efficacia, tollerabilita e qualita di vita

a Definizione criteri innovativita (AIFA 31 marzo 2017)

> Utilizzo del Fondo

QO Inserimento nel Fondo per classe/farmaco sulla base
della definizione di “alta innovativita” secondo i criteri
AlIFA

O Fondo AIFA con accesso a fine anno per volume di spesa
regionale per | farmaci considerati

p . . i oo nERAALLDL g
Sostenibilita in Oncologia: come conciliare valore scientifico, prezzo e accessibili  gpeologia Medica
13 dicembre 2021 Casa dell’Aviatore, Roma HUMANITAS




Rapporto OSMED 2020

Regione 2017 2018 2019 2020
Non oncologici Oncologici Non oncologici Oncologici Non oncologici Oncologici Non oncologici Oncologici

Spesa Spesa Spesa Spesa Spesa Spesa Spesa Spesa Spesa Spesa Spesa Spesa Spesa Spesa A% Spesa Spesa A%
(€) alnetto (€) alnetto (€) al netto (€) alnetto (€) alnetto (€) alnetto (€) alnetto  20- (€) alnetto  20-

payback payback payback payback payback payback payback 19*% payback  19*
Piemonte 67,8 122 276 276 391 305 480 440 1005 43 21 374 406 268 732 785 676 324
Valle d’Aosta 1,0 0,1 06 0,6 038 0,6 09 0,8 14 04 08 08 0,6 04 996 13 12 988
Lombardia 175,0 51,0 57,7 57,7 1048 91,8 927 843 2166 849 948 857 888 60,1 399 1963 1735 735
PA Bolzano 33 0.9 41 4,1 21 19 67 6.2 5,7 31 6,2 56 23 19 981 112 97 903
PA Trento 36 05 27 2,7 28 21 40 37 20 2,8 31 2.7 32 20 980 55 47 953
Veneto 58,7 133 270 27,0 389 322 49,0 452 777 323 396 353 346 238 762 849 38 262
Friuli VG 127 5 931 255 217 783 Atte n zi' 0 I e
Liguria 239 47 135 927 360 30,7 693
Emilia R. 64,5 6,3 372 -80,1 98,8 84,8 -152
Toscana 41,7 -21 34,6 -79,2 81,4 703  -297 ?
Umbria 10,1 Hi5 71 95,3 19,6 171 829
Marche 14,8 25 127 1 4 1 1 3 r ﬂ 916 293 254 746
Lazio 68,3 94 422 71,7 1180 101,9 1,9
Abruzzo 12,9 3,6 91 94,1 21,0 182 818
Molise 35 0,1 1,7 1,7 16 09 25 2.2 4,2 13 17 14 2,0 12 -988 42 38 962
Campania 131,1 46 42,2 422 594 479 655 582 1233 422 507 438 519 31,7 683 1067 926 14
Puglia 66,5 53 291 291 332 265 490 449 705 246 391 351 274 196 -804  67.8 581  -419
Basilicata 8,3 21 37 3,7 45 38 55 4,9 7.8 2,6 54 50 2,9 1,8 -982 8,9 78 922
Calabria 30,9 4,0 9,1 9,1 9,4 62 147 134 242 89 11,7 103 121 89 911 235 204 796
Sicilia 67,1 126 249 249 356 165 404 36,6 845 282 343 307 287 194 806 66,0 568 43,2
sardegna 28,7 42 11,4 11,4 153 41 181 161 305 10,9 14,1 125 126 77
Italia 900,4 1437 4092 409,2 5248 4054 6763 613,8 1.108,7 4133 5814 5164 4545 307,6 964,2  864,2

*Calcolato su spesa al netto del payback
Spesa espressa in milioni

s H,W?H:Lﬁammm
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€20.%  Sostenibilita e efficacia

» Il posizionamento di un “nuovo” farmaco e la
definizione di “innovativo” nell’ambito delle strategie
terapeutiche deve considerare i vantaggi clinici insieme
al costi e la sostenibilita per il SSN

» Risulta necessario complementare il rapporto _
iIncrementale di costo-efficacia con altri criteri, quali

Q il volume, I'impatto epidemiologico e la rilevanza della patologia
(compreso il suo peso sociale)

Q la disponibilita e I’efficacia di alternative terapeutiche
a la dimensione assoluta del beneficio incrementale
a la valutazione di impatto sulla spesa globale
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siort Accesso ai farmaci

»Uguali diritti per tutti i pazienti alla “migliore cura”
Q Impatto clinico (efficacia, tossicita, qualita di vita)
Q Innovativita

» Rapporto valore/costo
O Compatibilita con le risorse
QO Costi e sistemi di rimborso

» Tempi di accesso

p . . i oo nERAALLDL g
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fL0'%  Criticita (studi marginali)

» Studi con molti pazienti

» Per garantire la significativita statistica

»In grado di catturare/ratificare differenze marginali
QA causa della qualita dell’end-point
QA causa della dimensione dell’effetto

> Qualche volta
O Trattamenti di controllo discutibili

QCriteri di selezione “ristretti” rispetto ai pazienti della pratica
clinica

Courtesy of F. Perrone

. . i oo nERAALLDL g
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S Parametri per la valutazione di un
farmaco innovativo

» Vantaggio relativo per I'end-point di
efficacia considerato
» Vantaggio assoluto per I’end point di
efficacia considerato
> Tossicita dimostrata InnovaZ|0ne, valore e costo
- mpiego generalzabit i tutparients [
> InCidenza de"a patOIOgia ConSiderata | fascia Prolungamento 21/3 dell'aspettativa di vita nel setting di Frequenza della
azienti considerato (attesa di vita 12 mesi incremento neoplasia
> Terapie alternative pQSSibiIi Eignifictativo 5212 r:1esi; t;ttesa di \:ita 6 meii incremen:o -
significativo 28 mesi) Volume clinico
Impatto economico dei cambiamenti Fase dello studio (fase I
e . . e o e« o i fascia Farmaci ad efficacia intermedia vs fase Il)
in efficacia dei farmaci oncologici o
og N o . . Il fascia Prolungamento  statisticamente  significativo  <15% ossidt
i Necessrta dl eStra p0|aZIOI’Ie del dato d' dell'aspettativa di vita nel setting di pazienti considerato Qualita di vita

sopravvivenza nel medio-lungo periodo

e Significato piu attendibile del valore medio
rispetto alla mediana della sopravvivenza

e Periodo di esposizione alla terapia piu
lungo nel tempo (somma di responsivi +

) lungo-sopravviventi
so>op ) it in Oncoloe " i o TG
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Potenziali interventi strutturali per I'implementazione

delle risorse per i farmaci innovativi in oncologia

Strategia e regia unitaria per il controllo dei tumori dalla
prevenzione, alla diagnosi, alla cura e alla riabilitazione

Implementazione delle Reti Oncologiche Regionali

Implementazione e cooperazione pubblico/industria nella
ricerca

Linee guida nazionali e appropriatezza prescrittiva
Selezione dei pazienti sula base di criteri biologici/clinici

Ottimizzazione della preparazione dei farmaci (“drug day”,
UFA centralizzate per aree territoriali)

Gare per acquisto centralizzate su base almeno regionale
Introduzione dei biosimilari di anticorpi monoclonali

Rivalutazione del “costo” dei farmaci gia rimborsati sulla
base dei dati dei registri AIFA

Fondo nazionale per i farmaci oncologici innovativi
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The Forces Pulling Us Apart

Commercial Insurance Government Insurance

Pharmaceutical
Industry

7
\\{ T  caith Systems

i e 2019 ASCOY  sascary arsinrin ar et VANDERBILT-INGRAM CANCER CENTER

Presented By Madan Jagasia at 2019 ASCO Annual Meeting

The Story of Health Care: Misalignment
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,g‘fggng La parola magica
— “Appropriatezza”

> Valutare se il soggetto con Appropriatezza dei test molecolari
I'indicazione riceve la terapia
. . clinica molecolare
indicata

» Valutare se il soggetto senza mia
indicazione non riceve la | e | (e
terapia non indicata " I

» Valutare come il soggetto con
I'indicazione riceve la terapia
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Stap 1 Dotermine e regimens CLINICAL BENFIT
Ve e o

oA Z
Saonz Il "Valore" del farmaco

A

Incremental Advance or Seismic Shift? The Need to
Raise the Bar of Efficacy for Drug Approval

Alberto Sobrero, Ospedale San Martino, Genova, ltaly
Paolo Bruzzi, Istituto Nazionale per la Ricerca sul Cancro, Genova, laly

> If a trial was designed to detect a target difference with a power >
50%, statistical significance will be achieved ALSO FOR OBSERVED
DIFFERENCES SMALLER THAN TARGET ONE

» for example, a trial designed to detect a 20% risk reduction (H.R.<0.8)
with a 90% Smwer; it will provide a statistically significant result (with
a p value < 0.05) if the observed risk reduction is as low as 10%

What is a plausible A in terms of a :
KEY measurable clinical effect? z 2
QUESTIONS e
What is a worthwhile A in terms of o i ]|

substantive clinical benefit?

PALLIATIVE SETTING (Advanced disease) TOXICITY SCORING
CRITICAL ELEMENT KEY PARAMETER CATEGORIZATION WEIGHTED MAXIMUM

SCORING GRADE 3 -5 (CTC- Less frequent than control Awarded up to 20
CLINICAL BENEFIT OVERAL SURVIVAL 1to5 16(x5) BO Ncl) arm
PROGRESSION-FREE- 1te5 11(x5)* 55
sun\,.v[ o More frequent than control Subtracted up to 20
RESPONSE RATE 1to5 B(x5)** a0

* PFS is less clinically meaningful than OS and is not always a proven surrogate for 0S;

American Society of Clinical Oncology; CR, complete response; DAC, drug acquisition cost; OS, overall

patients weighting their preferences such that the fractional contribution of each element (clinical benefit,
survival; PFS, progression-free survival; PR, partial response; RR, response rate.

toxicity) to the overall score can be modified, thereby individualizing the net health benefit. ASCO,

Fig 1. ASCO Value Framework: advanced disease. Future versions of the framework will allow for

** RR improvement not always will translate in OS improvement. +
CURATIVE SETTING (Adjuvant and neo-adjuvant therapies) BONUS POINTS if PALLIATION OF
CRITICAL ELEMENT KEY PARAMETER CATEGORIZATION WEIGHTED MAXIMUM SYMPTOMS and/or PROLONGED
e o s e “ TREATMENT-FREE-INTERVAL
DISEASE-FREE- 1to5 15 (x5)* 75 (Olllv in the palliative setting)
SURVIVAL

YOI £ NN [
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Siox  Mezzi per controllare i costi
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» Posto che i costi della sanita NON sono solo i costi farmacologici (4% della spesa

sanitaria)

O Quanti esami diagnostici di scarsa utilita vengono effettuati solo per «medicina difensiva»?

O Quanto la crescita dell’offerta ha comportato una smisurata crescita della domanda, spesso non
giustificata?

O Quanto costano le protesi ortopediche? E le valvole cardiache? E gli interventi chirurgici non
appropriati?

O Quanto costa I'apparato burocratico posto in essere allo scopo di controllare I'appropriatezza?

» Posto che la spesa farmaceutica non & solo quella oncologica e che spesso ci sono

spese che non consideriamo

O quanto costano le statine per prevenire la dislipidemia in soggetti ultraottantenni?

O quanti pazienti con malattia oncologica metastatica proseguono comunque le statine perché il
colesterolo va tenuto sotto controllo?

» Possono i farmaci equivalenti ed i biosimilari aiutare il contenimento dei costi?
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Figura 1.8.5. Andamento 2016-2020 del prezzo medio per trastuzumab

Ingresso biosimilare

Figura 1.8.10. Andamento 2016-2020 del prezzo medio per gefitinib ed erlotinib
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Figura 1.8.6. Andamento 2016-2020 del prezzo medio per bevacizumab

Ingresso biosimilare
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Figura 1.9.7. Confronto internazionale della distribuzione percentuale dei consumi dei farmaci bio-

I confronti con I'Europa

Figura 1.9.5. Confronto internazionale della distribuzione percentuale del consumo territoriale 2020
per i farmaci a brevetto scaduto

similari 2020
Totale Paesi 33,1 66,9
Italia 48,7 51,3
Austria 43,8 56,2
Svezia 43,5 56,5
Regno Unito 43,1 56,9
Spagna 38,7 61,3
Portogallo 33,9 66,1
Germania 28,4 71,6
Francia 16,0 84,0
Polonia 15,6 84,4 Totale Paesi
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