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Agenda

v’ i tumori femminili nel contesto italiano

v' Quali innovazioni terapeutiche in:
Carcinoma della mammella
«Carcinoma dell’'ovaio

«Carcinoma dell’endometrio
Carcinoma della cervice uterina

v implicazioni per i farmacisti ospedalieri/UFA

v  Innovazione e Sostenibilita economica



| numeri del cancro in ltalia g o

*Nel 2024: ~390.000 nuove diagnosi di
tumore, di cui ~175.000 nelle donne

*Tra le donne, i tumori piu frequenti (2024):

‘Mammella ~53.000 casi
*Colon-retto ~21.000
*Polmone ~13.000
Endometrio ~8.600

*ll carcinoma della mammella e il tumore piu

diagnosticato nel 2024

| 5 TUMORI PIU
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«Carico organizzativo per UFA e farmacie oncologiche

*Sopravvivenza e qualita di vita
*Spesa farmaceutica oncologica



Innovazione in oncologia femminile

v'Medicina di precisione
Biomarcatori (HER2 “low”, HRD, BRCA, MMR/MSI,
PD-L1...)

v'Targeted therapy
PARP inibitori, inibitori CDK4/6, anti-angiogenetici

v Immunoterapia

Checkpoint inhibitors in mammella, endometrio e
cervice

v'Antibody-Drug Conjugates (ADC)

Trastuzumab deruxtecan, sacituzumab govitecan,
nuove molecole




Carcinoma della mammella: stato dell’arte

* E il tumore pil frequente nella donna in Italia

* Sottotipi:
 HR+/HER2- (circa 70%)
* HER2+
* Triplo negativo (TNBC)

* I[nnovazioni chiave:
* CDK4/6 inibitori in HR+
* Terapie target di nuova generazione (ESR1, PI3K..)
* Immunoterapia
e ADC (Trastuzumab-DXd, Sacituzumab Govitecan...)

Implicazioni:
Aumento sopravvivenza = cronicizzazione in molti casi
Maggiore pressione sulla spesa e sui volumi di terapia



Immunoterapia nel carcinoma mammario
triplo negativo i |

Primary Endpoint: ypTO0/Tis ypNO
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100+ ! i
a0 184.6% i
2 g80- '
2 701 ' :
Ad oggi broli b Lo e
Oggl pemorolizuma s 50- [HR‘O.GE(SS}% CI,0.51-0.E3)] : Perbros g3,
° \ 5 40- ) I
neo/adiuvante & lo STANDARD : w : g Rt ol [
o 20- : '
10- l '
Median follow-up: 75.1 months | i
0 L) L] L] 1 | ) ! L) L) L) ] | ! 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time, months
No. at risk
Schmid P et al. NEJM 2024 784 769 728 702 G681 G665 654 644 B33 625 618 602 409 164 O

390 382 358 330 312 300 293 287 285 278 273 264 178 76 0



Lettura critica e importanza della ricerca accademica

OptimICE-pCR
90— -9 - 192.5% pCR
80 ha \ !
- o W, Pembrolizumab x 27 wks
] N N 10 Key Hligibility:
" N Ly pCR after preop chemo x min 6 cycles
EES jz : ;55‘3”*’" v RD with pembrolizumab
Stratification Factors:
s * Baseline nodal status
20— . .
o * Receipt of anthracycline chemotherapy: yes vs. no
’ 0 é |I3 slx 1I2 1]5 1la 2[1 2'4 2]7 3lo 313 3'6 319 4|2 4|5 4Ia 5I1 Non-inferiority dESim:

Estimates 94% 3 yr RFS, and declares non-inferiority if 3 yr RFS is 91% or higher

mesi ALLIANCE TRIAL CURRENTLY ENROLLING

Pazienti in risposta completa patologica hanno
bisogno di pembrolizumab adiuvante?

Schmid P et al. NEJM 2024



ADC nel carcinoma mammario: opportunita e

criticita

o ADCs are currently approved to treat chemo-refractory MBC

Trastuzumab emtansine (T-DM1)
anti-HER2 ADC

Non-cleavable linker
3.5:1 drug-to-
antibody ratio

microtubule agent

d

~ 15% (HER2+)

Trastuzumab deruxtecan (T-DXd)
anti-HER2 ADC

x 8:1 drug-to-
L~ antibody ratio
|| | Cleavable linker l

Highly potent
topoisomerase |
inhibitor payload

:1.\ , f ~90% (HERZ2+, -low, -ultralow)

Sacituzumab Govitecan (SG)
anti-Trop2 ADC

* Hydrolyzable linker
= T.6:1 drug-to-

ﬂ.
F
S5SN8 payload:

= W
antibody ratio \’\ .
Ly
-
-

2 ' more potent than

nnnnnnn

a ~90% (TNBC, HR+/HER2-)




Trastuzumab-deruxtecan nel tumore mammario
HER2+

- San Antonio Breast Cancer Symposium — December 6-10, 2022
L7
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PFS

Patients (events) mPFS (95% CI)
TPC 262 (171) 1.7 (1.5t0 2.5)
SG SG 267 (191) 4.8(4.1105.8)

Stratified HR (Cl) = 0.413 (0.330 to 0.517)

A
1.0
0.9 -
0.8
E 0.7
E
3
o
Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints =
(per ASCO/CAP) p 10 mg/kg ""d | S
=2 chemotherapies for AysE 88, ev_ery 2Lday cyte Continue Primary
advanced disease (n=267) treatment until e PFS'
[no upper limit; 1 of the prnsres:itor;;:r Secondary
required prior regimens ey tHiaroagate e PFS for the full
could be progression Treatmen_t of Physician’s toxicity lation®
e Choice (TPC)* population
occurred within a 12-month « OS ORR DOR _
period after completion of (n=262) 2 d 2 ::(‘:“"""
(neo)adjuvant therapy)] TTR, safety .
N=529 Stratification factors ]
* Number of prior chemotherapies (2-3 vs >3) Data cutoff: March 11, 2020 E
* Geographic region (North America vs Europe) 1.04
NCT02574455 = Presence/absence of known brain metastases (yes/no) 09
Demographics: o8
TPC: 53% eribulin, 20% vinorelbine, 15% gemcitabine, 13% capecitabine; 70% TN at initial diagnosis = L
Median prior regimens 4 (2-17); ~88% with visceral disease % 0.6+
3 S = = = g 054"
ASCENT was halted early due to compelling evidence of efficacy per unanimous DSMC recommendation. & e
[22]
© 034
0.2
0.1
0.0
No. at risk:
TPC
SG

27 30
262 40 12 5 1 0 0 0 0
267 145 82 38 23 14 8 3 0
0s
Patient (events) mOS (95% Cl)

TPC 262 (222)

6.9(591t07.7)
11.8(10.5 to 13.8)

SG 267 (201)

Stratified HR (CI) = 0.514 (0.422 to 0.625)

Time (months)

262 192 132 87 54 39 31 16 7 3 0
267 242 209 169 125 92 62 42 25 " 2




( SAN ANTONIO
BREAST CANCER
( SYMPOSIUM®

ADCs in the pipeline by payload type ?ﬁﬂw mct

B0
Of the >200 ADCs .
currently in clinical = Discontnued
development: Tl
E 0]
* ~110 have Topo1 E
o 354
payloads g
£ 30
* ~60 have auristatin £ .,
payloads -
O
*  Few with novel “ 15
payloads 10
5
Colombo R, Tarantino P. et al Can Disc 2024 0 ' =
1985 1990 1995 2000 2005 2010 2015 2020 Aug

QUALI STRATEGIE DI SEQUENZA?



Tumore della mammella: cosa cambia per la
farmacia/UFA

Allestimenti complessi di ADC:

Stabilita, diluizioni, modalita di manipolazione

Gestione logistica:
Vial spesso ad alto costo - riduzione

sprechi (condivisione, programmazione sedute

Monitorare utilizzo rispetto a registri AIFA e
indicazioni rimborsabili

Patient journey:

Terapie prolungate nel tempo - continuita di

fornitura e gestione eventi avversi (e
segnalazione!)

Counselling condiviso oncologo—farmacista su

corretto uso e gestione tossicita

Drug-related TEAEs in 220% of patients (either

Transaminases increased?

Decreased appetite

DESTINY-Breast06: Safety
treatment group)

65,9 23,
Nausea I T-DXd, any grade
Fatigue* 343 B T-DXd, Grade 23
Alopecia 8 Eg Z“ygri‘;e
, Grade 2.
Neutropeniat L

+ Median treatment duration:

Anemia’ — T-DXd: 11.0 mo (range 0.4-39.6)
s — TPC: 5.6 mo (range 0.1-35.9)

Vomiting

Diarrhea

Leukopenial
PPE

T T T T T
80 60 40 20 0 20 40 60 80
Patients experiencing drug-related TEAES (%)

Adjudicated as drug-related interstitial lung disease / pneumonitis*
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any

T-DXd (n=434) [ERREG 36 (8.3) 3(0.7) 0 3(07) 49(113)
TPC {n=417) 0 1(0.2) 0 0 0 1(0.2)

t*

Curigliano G. et al., ASCO 2024;
Bardia A. et al., NEJM 2024




Carcinoma ovarico: rivoluzione PARP inibitori

*tumore meno frequente del t. mammella
ma ad alta letalita
*PARP inibitori (olaparib, niraparib, rucaparib, T e LI s
ecc.): g “ Hﬁ““‘xﬂ\ ;
* Hanno rimodellato la first-line A e - |2
maintenance dell’'ovaio avanzato e SR | N,
* Beneficio maggiore in BRCA mutato e
HRD+; beneficio pil modesto in HRD- i
negativi R -
* Evidenze di benefici a lungo termine in aie.. o I . B

on-free survival (%)
=
=3

g

HR, 0.40; 85% Cl, 0.21-0.75
Gonzalez-Martin, NEJM 2019 o B + Censoned conervaon 2 109 '
Li, JAMA Oncol 2023 I I . o, e e, e o,

SOpraVVivenza gIObaIe Monk JCO2022 o et s v M 0 3 6 9 1215 1821 24 27 30 33 36 3

P

Implicazioni:
* Terapie orali di mantenimento per anni - impatto rilevante su budget e
aderenza
* Necessita di diffondere e rimborsare test BRCA/HRD



Nuovi farmaci nel tumore dell’'ovaio

|

Targeting the Tumor Microenvironment

Axl/Gasé Pathway
Recombinant Fusion Protein

Ofranergene Obadenovec
(VB-111)
]

Adenoviral THF-z
vector
— - Fas-
e R

—

Transgens

Endothelial c2ll in
angicgenic blood vessel

| Epi it } Tumor bload supply

} Angiogenesis { T-cell recruitment
} Immunosuppression
Oregovomab
Oregovomab IOCJ\-L?S

~

1 Immune response

Novel Therapies

Improved Drug
Delivery Systems

Antibody- and Nanoparticle
-directed Conjugates and
Fusion Proteins

— Payload
= Antibody drug conjugate

%— Target receptor of
interest
( Apoptosis
'¥-\}‘ e .
®
Lysosomal

. O
activation LN )

Metabolites

Cell bystander
death

Chemo-resistant cells

l

Targeting PARPI

Resistance
GS/M Checkpoint
- WEE1i x‘
- Hspaoi M
-CHK1i 62 ‘x

ATRix’

G1/S Checkpeint
- PIZKSAKTI
- ATMI

Threughout Cell Cycle
- AsiDNA (decoy for dsDNA breaks)
- ART4215 (DNA pol theta inhibitor)

G1/S Checkpoint

- Capivasertib (AKT inhibitor)

- Afuresertib (AKT inhibitor)

- Alpelisib (PI3K inhibitor)

- Copanlisib (P13K inhibilor)
G2/M Checkpoint

- Prexasertib (CHK1 inhibitor)
- Adavosertib (Wee-1 inhibitor)
- ZN-c3 (Wee-1 inhibitor)

- Onalespib (Hsp20 inhibitor)

l

Enhancing PARPI Activity

PARP inhbitors

Angiogenics
v
Induces Hypoxia 4
. & o
Du, oW
DNA double-strand —» Cell
breaks death

NA . a o

folati+

MIRASOL.: efficacy

Primary Endpoint: Progression-Free Survival by Investigator
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Carcinoma dell’endometrio: I'era
dell'immunoterapia

*Endometrio: tra i tumori ginecologici piu frequenti (oltre 8.000 casi/anno stimati) Nuovi standard in fase
avanzata/recidivata:

e T__l_.ll.. — + chemioterapia nello studio RUBY - riduzione significativa del rischio di morte nei tumori
dMMR

E!'I'I!l

m NSGO-CTU GOG =
ENGOT-EN6-NSGO/GOG-3031/RUBY (NCT03981796) Part 1‘ S

Progression-free Survival at 24 Mo

Eligible patients

Primary endpoint dMMR-MSI"H POpUIation

+ Stage lIl/IV disease or first ]
recurrent EC® * PFS by INV®(1A1) _~
+ Al histologies except i (atimg + OS (IA1 & 1A2)
et e stca (1000 mg) IS group
. e EEEVE]
- Naive to systemic P Seconda
anticancer therapy or had endpoints
e treees  (CRRH roton- RERGEITEETIY
" i up. + PFS2 (IA1 & 1A2
systemic anticancer therapy ( ) Placebo group
+ ORR (IA1)
+ DOR (IA1)
Stratification Placebo + + DCR (IA1)
« MMR/MSI statuse oy carboplatin + Placebo IV + HRQOL/PRO (IA1)
+ Prior external pelvic % paclitaxel + Safety (IA1 & 1A2)
radiotherapy
+ Disease status
Un«@fuﬂ nts mpermmed QBW (+7 days) kom the randomization date l\«eel:ZS yc’ e B), followed by mm u?d slur\nl .hz s 1. sague lelmmagmg was. p-r“rmed avary 12 ne!i s (£7 days) unti r
documy per RECIST v1_1 followed by one additio £ wee er, uhﬂlq pent mp. watte en performed per stan m
Hisl -ally proven advance d rrrrrrr rent EC. slage HITY disease r U ra i. n_;my ln Carci oll, serous, i
histol least 10% carcings: ma, clear cell, or serous histology). “Patients @ ran: iz ' the J niral MMR 'MS\ testing reguits. CEﬂ| Ipsung s used mm 1 avs
MMR , and chain reaction assq-,'s accey For o i MMRIMS| status, IHC per Ventana MMR R el w; us
conse 181 of death, whichever ecours first. Continued treatmaent with dostarbmab or placebo beyond I years may be conssdered folliowng discussion between the 3| Wswan!ﬂl' 1shg o Mleu!\uldlo hovlmar‘fl' dpnl|u‘F'75
WS Cros! Therefore, IA1 was considerad the final analysis for PFS
BICR. binded independent central review. DCR. disease control rate; DOR, durabon of response: EC. endometnal cancer; HRQOL. he1|1h related qualty of fe: 1A interm IHC. hemistry. INV,
repair; MSI, muc&sgrg:e nﬂagql URRFM:M& l{?spotvse rate; oa overall sury a! (] disease; PFS, suraval; PRO, patient-reported oulcome; QIW, every 3 weeks, QEW, every 6 weeks, QOW e\-ay“ 1 200 x 674
randomization; esponse ation Cal Mot
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Carcinoma dell’endometrio: I'era
dell'immunoterapia

Carboplatin + Paclitaxel £ Pembrolizumab as Frontline

Patients with measurable
stage IlI/IVA, stage IVB, or
recurrent endometrial cancer;
institutional MMR testing bv
IHC; ECOG PS <2; tissue
available for MMR testing
(N = 816)

A dMMR Cohort

-rimmru.w *+ chemioterapia (NRG-GY018) con beneficio maggiore in dMMR/MSI-H rispetto a pMMR

= Primary endpoints: PFS per RECIST v1.1 by
investigator in pMMR and dMMR

T 107 Median
B . 3 . T 094 Progression-
Treatment for Patients With EC (NRG GY018): Study Design 5 . No.of No.of free Survival
g 0.8 h"‘*w A AN Events Patients (95% Cl)
; ; ; , . & 0.7+ i ; :
= Randomized phase Ill study in patients with endometrial cancer £ T TR * ne
& 0.6+ e FeueATraruvpaun+ 26 112 NR (30.6-NR)
Stratified by MMR status (dMMR vs pMMR), ECOGPSOvs 1, § 0.5 - " '
previous adjuvant chemotherapy (yes vs no) g 0.4 + 59 113 7.6 (6.4-9.9)
2 04 i g 6 (6.4-9.
S5 0.3
Pembrolizumab 200 mg IV Q3W Pembrolizumab 400 mg IV Q6W z i o Hazard ratio for disease progression
+CT* = placebo or death, 0.30 (95% Cl, 0.19-0.48)
for up to 14 additional cycles e
for 6 cycles .s 0.1+
a 00 T T T T T T
0 6 12 18 24 30 36
Placebo + CT* Placebo IV Q6W Witk
for 6 cycles for up to 14 additional cycles
No. at Risk
*Paclitaxel 175 mg/mZ1V Q3W + carboplatin AUC 5 IV Q3W. et et 112 80 44 22 9 8 2
* Secondary endpoints: safety, ORR/DoR per racmancratvopranne 113 62 24 8 4 2 0
RECIST v1.1 by BICR or investigator by treatment placebo
arm and MMR IHC status, OS in pMMR and
dMMR, PRO/Qol in pMMR, and concordance of
institutional vs central MMR IHC testing —

IMPLICAZIONI:
* Obbligo di profilazione MMR/MSI per il corretto inquadramento terapeutico

e Spostamento di farmaci ad alto costo da linee tardive a linee precoci

e Contributo ai PDTA ginecologici per definire i flussi pazienti e 'uso dei day-hospital



Carcinoma della cervice uterina:
Immunoterapia

- s - A —— | (A=) { \\ (O} B ==
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826) — miglioramento significativo di sopravvivenza in tumori

PD-L1+

KEYNOTE-826: Randomized, Double-Blind,

Phase 3 Study

Key Eligibility Criteria
» Persistent, recurrent, or metastatic
cervical cancer not amenable to
curative treatment
* No prior systemic chemotherapy
(prior radiotherapy and
chemoradiotherapy permitted)

*ECOGPS0Qor1

Stratification Factors
+ Metastatic disease at diagnosis (yes vs no)
« PD-L1 CPS (<1vs 11to<10vs 210)
+ Planned bevacizumab use (yes vs no)

y could i bayond 8 cycles afler sponsor consullation

End Points
+*Dual primary: OS and PFS per RECIST v1.1 by investigator
+Secondary: ORR, DOR, 12-mo PFS, and safety
« Exploratory: PROs assessed per EuroQol EQ-5D-5L VAS

/m?. Cisplatin: cisplatin 50 mg/m?. Carboplatin: AUC § mg/mL/min. The 6-cycle limit was introduced with protocol

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles

+
Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles®
+*

Bevacizumab 15 mg/kg IV Q3W

Placebo IV Q3W

for up to 35 cycles
+

Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles®
+

Bevacizumab 1_5 mg/kg IV Q3W

it 2, although par with ongoing clinical

i PD-L 1-staining cells [tumor cells, lymphocytes, macrophages) divided by the total number of viable tumor cells, multiplied by 100);

PROs, patient-reported outcomes: VAS, visual analog scale. KEYNOTE-826 ClinicalTrials.gov identifier, NCT03635567

A 0S: PD-L1 CPS 21 Population

MNo. of Events/ Median OS, HR

Treatment Group No. of Patients (%) Months (95% CI) {95% ClI)

r e d + chemo = bev 153/273 (56.0) 28.6
{22.1 to 38.0) 0.60
Placebo + chemo + bev 201/275 (73.1) 16.5 (0.49 to 0.74)
{14.5 to 20.0)
100 I 12-month rate I 24-month rate
90 - : 75.5% 53.5%
80  63.2% 39.4%

3

w

o
]
1
i
]
i
]
L

1 I ] ] 1] I ] | | 1] 1 I 1] | ] ] T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)
MNo. at risk:

273 2671 251 231 206 189 168 157 146 136 128 116 90 62 22
275 261 235 207 173 149 129 117 107 9 81 68 45 24 3

Monk B et al J Clin Oncol 2023



Carcinoma della cervice uterina:
Immunoterapia

Cemiplimab vs chemioterapia in recidiva dopo platino — beneficio in OS mantenuto nelle analisi finali

1.0
0.9+
Recurrent and metastalic cervical Cemiplimab 350 mg Pnmary endpoint: 0S 0.8

ssistant to platinum QIWIV

chemotherapy 22* line

ECOGPS <1

Optns: Exploralory endpoiis:

N. pts OS mediana (95% C
S | 304 12,0 mesi (10,3-13,
Chemioterapia 304 8,5 mesi (7,5-9,6)
HR=0,69 (95% C1 0,56-0,84); p <0,001

Secondary endpoints
PFS, ORR, DOR, safety, Qol

== + Pemetrexed 500 mgim QIW IV PK_ immunogenicity, biomarkers, PD 0.5+
N=608: 477 SCC, 131 AC + (Gemcitabine 1,000 mgim* IV on Days 1 and 8 and every 21 days
+ Topolecan 1 mgim* dadly IV for 5 days, every 21 days il \ .
+ Innolecan 100 mg/m? [V weekly x 4, followed by 10-14 days rest ¢ Two intenm 3n3|y395w9|'e - a e *
+ Vinorelbine 30 mgim? IV on Days 1 and 8 and every 21 days prespecified per protocol 0.3 "
Treat up to 96 weeks with option for re-treatment * Atfirstinterim analysis, IDMC 0.2+

recommended tnal to continue
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E:T:;ut;fi;:gl:;?:-ﬁuiﬁorf:i12“:111:; + At second interim analysis e Follow up mediano: 18,2 mesi ( 6-38,2)
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Implicazioni:
*Necessita di test PD-L1
*Aumento uso immunoterapici anche in contesti storicamente “chemioterapia-only”




Carcinoma della cervice uterina: PRIMA
dell'immunoterapia

v nelle fasi avanzate la prognosi resta severa MA é possibile
prevenire!

v’ Obiettivo vaccinazione HPV del’lOMS: 90% fissato per il 2030 .
EU4Health Projects on HPV:

v" Nel 2023 si attestavano al 36% tra le ragazze quindicenni e al 24% tra i Final Results. What's the Next?
ragazzi.

Rome, June 12th, 2025

v' Panorama europeo variegato: Norvegia, Danimarca, Portogallo e Regno
Unito registrano le coperture piu alte, comprese tra '80% e il 90%, mentre | organized by
alcuni Paesi dell’Est Europa si fermano al di sotto del 10%. ISTITUTO SUPERIORE DI SANITA
National Center for Global Health
v' In Italia la copertura vaccinale per I’'HPV tra i dodicenni si attesta al 45% 2% partiof the profect
0 . . oL :
per le ragazze e al 39% per i ragazzi. Tra i quindicenni, la copertura sale Partnership to Contrast HPV-PERCH
rispettivamente al 70% per le femmine e al 58% per i maschi. Grant Agreement No. 101075314




Patient Journey nei tumori femminili

* Prevenzione e screening

 Mammella (mammografia), cervice (Pap test/HPV test),
endometrio/ovaio: diagnosi spesso tardiva

* Diagnosi istologica e staging
 Profilazione biomolecolare
« BRCA/HRD, HER2 (incl. HER2-low), MMR/MSI, PD-L1, altri

 Scelta terapeutica

 Chemioterapia, targeted, immunoterapia, ADC,
combinazioni

* Follow-up e gestione tossicita/aderenza

e Raccolta dati real-world
e Registri, PRO, qualita di vita
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Monthly compilation of approvals
by the EMA and the FDA, either new

About the ESM0-MCBS

(o
cancer medicines and/or extension < ME“'GINES APPR“VA'.

of therapeutic indication

The ESM0-Magnitude of Clinical Benefit Scale (ESM0-MCBS) was

developed to facilitate improved decision-making regarding the value of , , _
anti-cancer therapies, promote the accessibility and reduce iniquity of TRIAL DETAILS o—— |== e .
access to high value cancer treatments.

The ESMO-MCBS was developed to promote the scientific integrity of ESMO and of oncologists and in

particular to: Key evaluators, including
bio-statisticians, score the cancer
® Reduce bias in data interpretation and analysis and enhance critical appraisal to the evidence medicines. QoL evaluations are sent

® Reduce hype to the ESMU-MCE_}S WQ QoL experts
for their review

® Provide robust validation with strict adherence to standards for “accountability for reasonableness”
® Provide reliable and fair evaluation of benefit to assist in cancer planning, value-based priority-
setting and impact-oriented resource allocation decisions

On completion and validation
of scoring, Scorecards are created
or updated and published
on the ESMO website

02. ESMO-MCBS scores SCORECARDS o L

The highest possible grades of the ESMO-MCBS are A in the curative setting, and 5 for non-curative indications (for
the primary endpoint 0S). Grades of A and B in the curative setting and 5 and 4 in the non-curative setting indicate
substantial clinical benefit. New therapies demonstrating substantial clinical benefit justify rapid consideration for
reimbursement.

Curative Non-curative

Scorecards are regularly updated
Substantial benefit for example when mature OS or UPDATES
QoL data are available

2
1




Q. Search for Abstracts, Guidelines, Meetings n

ESMO-MCBS Scores by tumour type ESMO > ESMO-MCBS Scorecard
Pembrolizumab

i . . . ENGOT-cx11/GOG-3047/KEYNOTE-A18
Non-curative setting Curative setting

6 I Brain tumours I 2 J Reference
Pending data, scone
might ehange
39 - Breast cancers - 9 Lorusso D, Xiang Y, Hasegawa K et al.
- ‘1 or placebo with
chemoradiotherapy followed by
— pembrolizumab or placebo for newly
7 diagnosed, high-risk, locally advanced
23 - Endocrine tumours 0 Score cervical cancer (ENGOT-cx11/GOG-

3047/KEYNOTE-A18): a randomised,
double-blind, phase 3 clinical trial.
Lancet. 2024; 403(10434):1341-1350.

75 _ Genitourinary cancers
a1 _ Gynaecological malignancies

Indication Details Outcome Data

Combined Agent{s) Chemoradiotherapy (Cisplatin)
M PEBR ORI

Z-year 57%. Median NR

2-year gain 11%. Median NR.

Pembrolizumab, in combination
brachytherapy), is indicated for |
cancer in adults who have not re

0S Control 2-year 81%. Median NR
FDA Therapeutic X
Bambenlizimah with chomsaraddl

EMA Therapeutic
Indication

0.70 (0.55 - 0.89) p-value met the interim threshold
14 - Head and neck cancers ( ) p-value met the interim threshol

4 I Non-cancerous soft-tissue
tumours 2-year gain 6%, Median NR

0.73 (0,48 - 1.07), (NS at this interim at 43% information fraction)

B
|1
H
0
14l Sarcoma B
Skin cancers I Annotation
I—
0

w
w

>2% AEs related deaths and premature discontinuation due to AEs in >10% of patients (15% in

Roul Toxigity pembrolizumab ChRT group)

Thoracic malignancies

95

Tumour agnostic

h,,
1

Preliminary curative o
score

AT
Curative score o
Comment Treatment with potential curative intent.



Take home messages: innovazione vs
sostenibilita?

v'| tumori femminili rappresentano una quota importante e crescente del carico oncologico italiano.

v Le nuove terapie hanno migliorato sopravvivenza e qualita di vita, ma con costi elevati e percorsi
complessi.

COSA POSSIAMO FARE?

v Favorire appropriatezza prescrittiva (aderenza alle indicazioni rimborsate, durata ottimale dei
trattamenti)

v Valorizzare biosimilari e strategie di de-escalation ove supportate da evidenze

v Sostenere processi di Health Technology Assessment (HTA) e negoziazione (risk-sharing, MEA)

v Registri, PDTA condivisi e gestione integrata dei dati sono strumenti chiave per programmare le

risorse
13>15 NOVEMBRE, ROMA

OBIETTIVO COMUNE: garantire accesso equo e tempestivo ai farmaci I““n" lln"E
innovativi senza compromettere la tenuta del SSN E
XXyl

NAZIONALE #
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