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Storia Epatologica

G.A. Maschio di razza caucasica, 74 anni

HCC
- 07/2015 riscontro incidentale di rialzo delle tre + : i
- 08/2015 confermato rialzo delle transaminasi P— s e Stage
- 09/2015 Eco addome: fegato cirrotico, presen. """ ! s L PST 2. Gl Pugh C
| Very early stage (0) | | Early stage (A) | [Intermediate stage (B)| [ Advanced stage (C)|[ Terminal stage (D)

Avviato a valutazione epatologica con diagnosi di e L TR e N M1 S 12
HcCcC” | s,.jg.e ] 3iodmet 3 om

- ECOGPS O Portal presjureibilirubinl \

- AFP negativa Increased——l'Associate?diseases; |

- Child Pugh A

- Lesione singola di 2 cm (stadio BCLC-A) || resecion | |tvertanspiantation | | gepey TACE Sorafenib Best supportive
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Storia Epatologica

12/2015 RFA percutanea S6

01/2018 - 03/2018 - 04/2018 TACE

25/06/2018 MWA VLS lesioni in S2, S2/S3 e S8

02/10/2018 TC: adenopatie retroperitoneali (max 27 x 25 mm), nodulo diaframmatico di 12 mm
18/01/2019 PET-TC: positiva a livello delle note adenopatie

06/02/2019 Visita chirurgica: sconsigliata terapia sistemica per basso carico e la lenta evolutivita

di malattia e per I'impatto sulla qualita di vita degli effetti collaterali

03/04/2019 TC: PD linfonodale addominale (incremento numerico e dimensionale)
04/04/2019 Agobiopsia linfonodale in ecoendoscopia --> EI: Epatocarcinoma G2
11/04/2019 AFP 14,7
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Storia Epatologica

- 17/05,

della v

- 15/06/

epatice

- 11/07/.

HCC in cirrhotic liver
|
Y v ) B Y
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Picancato Single <2 cm Single or 2-3 nodules <3 cm Multinodular, Portal invasion/ Not transplantable HCC
“;g . Preserved liver function',  Preserved liver function’, PS 0 unresectable extrahepatic spread End-stage liver function
1ag PSO Preserved liver function', | Preserved liver function’, PS 34
PS0O PS 1.2
1
1 R’
Solitary 2-3 nodules
s3cm
.
Optimal surgical
candidate’
Transplan
Yes BN candndate'
Yes No
N ¥ N N ! ; \
Treatment' Ablation Resection Transplant Ablation Chemoembolization Systemic therapy®

Sm'IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
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Storia Epatologica

04/07/2019 Discussione GOM Epatobiliare (PD): confermata la ripresa di

malattia epatica extraepatica -> stadio BCLC-C

INDICATA VALUTAZIONE ONCOLOGICA
PER TERAPIA SISTEMICA
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1~/ visita Oncologica (30/07/2019)

79 anni, ECOG PS 0

Anamnesi patologica remota
* Ipertensione arteriosa nota dal 1990

» Cirrosi epatica HCV relata nota dal 2015 (trattamento antivirale con DAAs nel 2016 con SVR)
* Remoto tabagismo (20 sigarette/die per 15 anni, sospeso da 45 anni)

* Non storia di potus

Terapia farmacologica domiciliare
» Zolpidem 10 mg 2 cp

* Losartan 50 mg 1 cp
Valutazione Geriatrica Multidimensionale

* Furosemide 25 mg 1 cp
FIT
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Opzioni terapeutiche

A Overall Survival 100 Median progression-free survival
1 S duration (months; 95% (1)
i 904 A TGy Ty mm—
Lenvatinib  7-4 (6-9-88)
so4 | — Sorafenib  37(36-46)
§ 075 £ 704 L‘ HRO.66 (95% C10.57-0.77)
£ 3 Log-rank p<0-0001
@ 3 6o L
E’_ 050 £ 5o+ W\
£ & ™
1 Sorafenib 3 40 L E
2 g \
025 g 304 -
P<0.001 Placebo 204
104 W — -
L R S
01 2 3 45 6 7 & 9 1011 12 13 14 15 16 17 4
p——— T T
Months since Randomization 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4
No. at Risk Pem— Time (months)
Sorafenib 299 290 270 249 234 213 200 172 140 111 89 68 48 37 24 7 1 0 Lematioh <478 345 223 172 W6 63 A4, W - 9 4 2 0 & 0
Placebo 303 295 272 243 217 189 174 143 108 83 69 47 31 23 14 6 3 0 Somfend) 476 362 M40 94 56 4. W 2. M, 9 4 T 2 0 0
B Time to Symptomatic Progression
1.00= 100 Median overall survival duration
(months; 95% CI)
i i . Lenvatinib 136 (12-1-14.9)
g 0.7 Placebo 80 2\ —— Sorafenib  12-3(104-13-9)
g ™ N\
gs 70 \ HR0-92 (95% 1 0.79-1.06)
G z
= 604 e
2 g 0.50 g \\\
£
3 & 5 50+
£z Sorafenib 2
E B 404
s 0254 é
-2 304
P=0.77
204
0.00 L e S e e e S m S e e g pa g e |
01 23 45 6 7 8 9 10111213 14151617 18 104
Months since Randomization 0 v . . . . . . . . . . . . y
No. at Risk 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4
Sorafenib 299 226196161137111 99 78 59 47 36 27 18 14 7 1 1 0 0 Number at risk Thine (monlin)
Placebo 303259229184 157126117 87 63 47 39 28 18 13 8 5 3 1 0 Lenvatinb 478 436 374 297 253 207 178 140 102 67 40 21 8 2 0

Sorafenib 476 440 348 282 230 192 156 116 83 §7 3 16 8 4 [}

. Llovet J et al NEJM 2008 Kudo M J et al Lancet 2018
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Opzioni terapeutiche

Lenvatinib, % Sorafenib, %
(n=476) (n=475)
TEAE (220% in either arm) Anygrade Grade3/4 Anygrade  Grade 3/4
Hypertension 42 23 30 14
Diarrhea 39 4 46 4
Decreased appetite 34 5 27 1
Decreased weight 31 8 22 3
Fatigue 30 4 25 4
r 1
:::Itrr;\i;gylzg.:;esia e 3 5 i
Proteinuria 25 6 11 2
Dysphonia 24 0 12 0
Nausea 20 1 14 1
Alopecia 3 0 25 0

Cheng A-L, presented at ASCO 2017
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Opzioni terapeutiche

Masked independent imaging review according to mRECIST

Lenvatinib (n=433)

Objective response (%, 95% C1) 194 (40-6%, 30)-45.0) 59 (12:4%, 9-4-%-4) OR 501 (3-59-7-01) <0.0001 g 10
Complete response 0 (2% : &
Partial response 184 (38%) 55 (12%) 3

c

Stable disease 159 (33%) 219 (46%) E
Durable stable disease lasting 223 weeks 84 (18%) 90(19%) Q
Progressive disease 79 (17%) 152 (32%) g
Unknown or not evaluable 46 (10%) 46 (10%) E
Disease control rate (%, 95% Cl) 353 (73:8%, 69-9-77-8) 278 (58-4%, 54.0-62.8) E
S

E

»

<

=

Investigator review according to mRECIST
Sorafenib (n= 436)

Objective response (%, 95% C1) 115 (241%, 20-2-27-9) 44 (9-2%, 6:6-11-8) OR 3-13 (2.15-4-56) <0:0001 9
Complete response 6 (1%) 2 (<1%) g
Partial response 109 (23%) 42 (9%) ‘g
Stable disease 246 (51%) 244 (51%) g

Durable stable disease lasting 223 weeks 167 (35%) 139 (29%) 5
Progressive disease 71(15%) 147 (31%) §
Unknown or not evaluable 46 (10%) 41(9%) g

Disease control rate (%, 95% Cl) 361(75-5%, 71:7-79-4) 288 (60-5%, 56:1-64.9) _E

Z .10

Kudo M J et al Lancet 2018
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Opzioni terapeutiche
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Opzioni terapeutiche

————————— CCR6-CCL20 I TAM ':“
macrophage
Gene (| Shared T T RECOGNISE: anti-vesr, T .
: s . b
deregulation = by inhibiting VEGF-mediated . : Anti-VEGF normalises
HCC cell suppression of dendritic cell the tumour vasculature, resulting
Gene ‘ maturation, enables efficient in an increased infiltration of T cells
mutation eONG priming and activation of T-cell into the tumour
p-Catenin mutation Liver cancer Neutrophil responses against tumour antigens
Anti-CTLA4 7 tumour cell 2 av--’\,/\
J_ " [ Effector | .\ ?
Teell ) A
(, &N\J EVEPROGR"AM M Eo'fA"ﬂ'VEGF' RESTORE: |0's ability to restore
‘ \ W/ ecreasing the activity of MDSCs, 2 - e
el ) = ‘ T t Tyeecells and TAM enables antlc.ancer immunity, t.hlzoug.h T-cell
lccls —) g Anti-PD1 T IL-8, HGF, reprogramming of the tumour mediated cancer cell killing, is further
"1 o okt S microenvironment from immune enhanced through Anti-VEGF-
] ' ‘\ i Lj . suppressive toimmune permissive mediated immunomodulatory effects
A .
N 4
Ti-10 = \ D
MDSC — TVEGF —/48 ——— t bDC L\i -» Favour immune response
; / \ - \ll[)p” SS Immune response
= J L Anti-VEGF and/or (% am \
TKI anti-VEGFR y =4 Main site of therapeutic action

Sangro B. et al Nature Reviews Gastroenterology & Hepatology (2021)
Kudo M. Cancers 2020;12:1089
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2N visita Oncologica (02/09/2019)

- ECOG PS O

- Asintomatico

- Accetta avvio di terapia sistemica = | EAP-002 Study Design (NCT03713593)

Lenvatinib
8 mg (BW <60 kg) or
Patients 12 mg (BW 260 kg) oral QD
+

« Confirmed diagnosis of HCC?
* No prior systemic therapy for
advanced HCC
* Not amenable to curative therapy
. - . . ild- |} e
Proposta la partecipazione allo studio MK7902-002 =4S4t Lenvatinib

* EGD within 3 mo of randomization 12 :\gq(gs\(/?\gs;i%;(%)r:;oo
* No main portal vein invasion (Vp4)

+

Treatment until
« Disease progression, intolerable
toxicity, investigator/patient decision

Pembrolizumab
200 mg IV Q3W

to withdraw
« Maximum 35 cycles for
pembrolizumab or placebo

Placebo (saline)
IV Q3W

Post-treatment fo'llow-up to assess
« Safety

« Disease status

« Survival status

Stratification Factors Dual primary endpoints:
« Geographic region (Asia vs Japan and rest of world) «0S
+ Macroscopic portal vein invasion/extrahepatic spread  « PFS per RECIST v1.1 by BICR
(yes vs no) Secondary endpoints included:
+ AFP level (5400 vs >400 ng/mL) 2
. ECOG PS (0 vs 1) « ORR and DOR per RECIST v1.1 and mRECIST by BICR
« Safety/tolerability

“Diagnoss 10 be confirmed by radiology, hestalogy. or cylology (fibrolameliar and moed hepatoceliular‘cholangrocaranoma sublypes are nol ebgible) Radwlogie confirmation of dsagnosss s provided by the study sde Clincally confirmed diagnosss of HOC (with
ver mass 21 cm and artenal hypervasculanty with washout in the venous phase seen with edher inphasic CT or MRI) per Amencan Associabion for the Study of Liver Diseases cnlena "Radological maging assessment performed Q9w

Finn RS et al Presented at: European Society for Medical Oncology Congress; 9-13 September 2022; Paris, France. Abstract LBA34
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Esami di screening

17/09 17/09 ~ < 13/09 L

8.

ENDOSCOPY
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Inizio terapia (24/09/2019)

- ECOG PS 0, peso 68 kg
- Child Pugh A5

- AFP basale 6,8

- Lenvatinib 4 mg 3 cp/die + Pembrolizumab/Placebo q3w
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Iter terapeutico

24/01/2019

01 )

2

> 03

Comparsa di FA G2 [/pertiroidismo G1 ]
I e

nizia EBPM profilattica e B-bloccant
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Iter terapeutico

24/01/2019

03/12/2019
Somma lesioni target TC basale: 52 mm

Somma lesioni target TC 1aRiv: 34 mm (- 34.6%)
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Iter terapeutico

24/01/2019

N2

14> osD

[Ipertiroidismo G1 ] [ Ipotiroidismo G1 ] Ipotiroidismo G1
Ipertensione G2

Avvia Lecarnidipina 4 mg
e Levotiroxina
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Iter

07)

[ Ipotiroidismo GZ

terapeutico

OE

[ Aumento del QTc G1 ]

Patient Journey
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30/03/2019

Somma lesioni target TC basale: 52 mm

Somma lesioni target TC 1aRiv: 34 mm (- 34.6%) PR
Somma lesioni target TC 2aRiv: 32 mm (- 38.5%) PR

Somma lesioni target TC 3aRiv: 19 mm (- 63.5%) PR
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Iter terapeutico

@@Q..

HFS G2 Lenvatinib HFS G1
Stop Lenva 8 mg/die
HFS G1 HFS G1 Diarrea G1

Patlent Jou rney 01 Febbraio 2024

Approccio personalizzato al paziente e esperienze a confronto:
Epatocarcinoma e Colangiocarcinoma VERONA



Iter terapeutico

06/09/2021

00000

Astenia G1 Astenia G1
Diarrea G1

4 feriim
/020mm
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Iter terapeutico

» Conclusi i cicli previsti da protocollo
> ECOGPS 1

> Ottimo stato di compenso epatico (Child Pugh A)

» Buona tolleranza alla terapia

» Esclusa eventuale chirurgia

MED|CIN
Proposta di prosequire terapia con Lenvatinib *
heatthy

I
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Iter terapeutico

2 7/09/2021
Lenvatinib HFS G1 HFS G1
8 mg/die
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Iter terapeutico
21/03/2022

0 0 D O

Astenia G1 HFS G1 Astenia G1
HFS G1 Diarrea G1 HFS G1

» 29/03/2022 Accesso in PS per episodio di amnesia G2
» TC Encefalo: negativa
» Esami ematochimici (compresa ammoniemia) nella norma

> Visita neurologica: “..episodio di amnesia globale transitoria”

> Quadro risoltosi in meno di 24 ore spontaneamente
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Iter terapeutico

22/04/2022
» 83 anni, ECOG PS 1
» Ulteriore episodio di amnesia G2

> Eseguiti complessivamente 44 cicli di terapia

» 19/04/2022 TC: mantenimento della risposta

_})) Patient Journey 01 Febbraio 2024
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Ultimo follow up (22/12/2023)

» 84 anni, ECOG PS 1

» Esami ematochimici nella norma (Child Pugh A)
» 21 mesi dall’ultimo ciclo di terapia

» 18/12/2023 TC: mantenimento della risposta parziale
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Risposta radiologica

13/09/2019
Basale

. BB = —mm =t mm o mm e m i m o e e e e e e oo
(=]
p— ) 5
=
- a
=
> - - - = —- - - - — — e LSS I
- i am—
-
o
ott-2019 gen-2020 apr-2020 lug-2020 ott-2020 gen-2021 apr-2021 lug-z021 ott-2021 gen-2022 apr-2022
Ora
S-— 3 [N 1}
o) o) moem , — ST
Nadir di risposta N SR
69,2%) ‘
( V4 (o]
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Leap-002: Overall Survival, ITT, FA

Len + pembro Len + placebo
n (%) N =395 N =399

Age, median (range), years 66.0 (19-88) 66.0 (20-88)
>65 years, n (%) 209 (52.9) 215 (53.9)

Male 317 (80.3) 327 (82.0)

Region Ew IR [95% C
Asia without Japan 121 (30.6) 123 (30.8) — :::‘" e e
Western regions and Japan 274 (69.4) 276 (69.2) 100 = pamars 0.840{0.702.0.997)

Len+ placeba 282 =0
ECOG PS1 127 (32.2) 126 (31.6) a0+ '
Etiology 20 Superioritythreshold,
Viral etiology? 247 (62.5) 237 (594) 70 24-41v0 rate one-sideda=0.0185
HBV+ 192 (48.6) 193 (48.4) 43T%
HCV+ 94 (23.8) 87 (21.8) G0 40,0%
Alcohol etiology 118 (29.9) 133 (33.3) # 50 | Median [95% CIj
T T T T T T e A === ======= 132 m0{19.0-23.E]

AFP >400 ng/mL 119 (30.1) 132 (33.1) o a0 R 10.0 mo {17.2:21.7)

Child Pugh class A 393 (99.5) 397 (99.5) " %

Macroscopic portal vein invasion or extrahepatic disease 268 (67.8) 262 (65.7) :

Extrahepatic disease 249 (83.0) 243 (60.9) 20+ I
Macrovascular invasion 71 (18.0) 62 (15.5) 104 |
I
BCLC stage 0 |
I L] I I | 1 1 | I ] | I 1 L | I 1 | I 1 I
3 3E;150((2;855)) 39052((2735'87)) 0 2 4 6 & 10 12 14 16 18 20 22 24 26 2B 30 32 34 36 38 40
Liver cirrhosis 263 (66.6) 275 (68.9) No. at risk Time, months
Locoregional therapy 193 (48.9) 204 (51.1) e

e 3B 378 349 330 308 262 261 254 #1b 197 173 158 142 119 BZ B3 3h 17 A

ad it peich superionty eeshold, oee-aded o518
Do ool e o FA: 11 Jume 22 rcion low-ppc 121 monis

Finn RS, ESMO 2022
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Leap-002: PFS e ORR

IA1 (Final PFS Analysis) FA

Evenis. n HR [88% CI) Evenis, n HR [88% CI) RECIST1.1 by BICR? mRECIST by BICR?
a0 100
Lizn + pembro P4 0867 (0.,734.1.024] Lan + pembro o3 ) !
Lan+placabc  SOM B fags N . 0,834 |0.71240.878]  DCR sesn DER Lo
100 |._|.|-..=|.i &n + placeba 338 o B1.3% THA% -
\ 50
hE a!‘ g
! il il
# . 12::1?-;“ 24-mo rate % S:E% 50 E
o a7
- Median (95 C1p =< &0 28.3% 1;";;' Median ($5% CI| g .0 £0.9% 2 0
x BZmo[EdeBd) & Bl eeeee B oe ool Fo---- B2mo(6.383) -5 -3
g 80mol6382 @ ] . &1 mo (634.3)
b - -
T . ] 20
]
20 i
I 1 ] n-
104 : Lan + pesmbiro Len + placabo Len # pambro Lem + placabo
i a . )
B 2 4 & B 1 12 14 16 18 0 22 24 26 O 7 & £ B 1017 14 16 18 20 72 24 26 38 3 3 3 3 38 DOR, median (range), mo DOR, median {rangs), ma
Tierw, manths Tirea, Fanths 16.6(2003364)  104(18-35.14) 121443534 8.5(1.9+3534)
Hu.l';lmi. P —— y i g 1 B 0 Hl:l.-il_'lrﬂl B 760 7IE175 137 12 81 77 &d £ 48 44 3T 76 9 « &
15 S £ 1l n in |L- ] n 4 I} 1] - dab £dU L2 1 1= 1 - - -~ =2 40 L T ] -] J — ; - ; + +
199 W 293 237 B2 126 BB G0 32 T @ i 199 JR3 208 23384 132 101 B3 6T 45 33 31 25 T i3 7 2 2 2 40 “CR=1 5% in both amms; PO=12.% for lan + pembro and 15 0% for fen + pacebio

YER=8 4% for len + pemben and B 5% with ken + placeba; PO=3.4% for ken + pembroand 10.3%or len + placebo
Dhata ool dam e FA: 1 Juis 200

B0ud ma mmach mpesrioriy eeshold (ores-soied g= GO0 M 180 (Ters was o mmmical ming of PRE o FA)
Dosty ool e b 180 3 80 3021, Do ol e b FA 2 ey 2

Finn RS, ESMO 2022
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Leap-002: Treatment-related Adverse Events

Treatment Exposure

Median (range), mo LenN+ pggn;bro LenN+ p\%%ebo

Hypertension
Diarrhea

Hypothyroidism

Duration on therapy 8.6 (0.1-39.3) 9.5 (0-38.9) PPE syndrome
Proteinuria
TRAEs J Appetite
Len + pembro Len + placebo Fatigue
n (%) N = 395 N = 395 At
Any grade 381 (96.5) 378 (95.7)
J Platelet
Grade 3-42 243 (61.5) 224 (56.7) L Weight
Grade 5b 4(1.0) 3(0.8) e18
Led to discontinuation T AT
any treatment ’ 71(18.0) 42 (10.6) M Blood bilirubin
Led to discontinuation, Dysphonia
both treatments 22(5.6) 18 (4.6) veP
Nausea

g, Finn RS, ESMO 2022

Patient Journey
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Len + placebo

433 I 46.8
40.3 e 33.9
40.0 | 35.7
33.2 e 30.6
30.6 el 34.9
30.1 [ | 23.3
27.3 N 20.8
22.0 e 15.4
21.0 el 21.0
20.3 [ 13.4
19.2 e 14.9
19.2 e 16.7
Grade 1-2 190 | 17.2 Grade 1-2
. Grade 3-4 17 I 14.4 . Grade 3-4
60 50 40 30 20 10 O 10 20 30 40 50 60
Incidence, %
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Leap-002: Immune-Mediated AEs and Infusion Reactions

Immune-Mediated AEs and Infusion Reactions

n (%) Len + pembro Len + placebo Hypothyroidism
0 N =395 N =395 Hyperthyroidism
Any grade 208 (52.7) 180 (45.6) Colitis
Grade 3-4 35 (8.9) 9 (2.3) Pneumonitis
Grade 5 0 0 Severe Skin Reactions
Led to discontinuati ici
aﬁs t?ealt%:ggtmua ion, 14 (3.5) 3(0.8) Adrenal Insufficiency
: o Infusion Reactions
Led to discontinuation, 2(0.5) 1(0.3)
both treatments ' ' Pancreatitis
Systemic Hepatitis
corticosteroids 38 (9.6) 7(18) .
Hypophysitis
Nephritis
Thyroiditis
Myositis

Type 1 Diabetes Mellitus

Finn RS, ESMO 2022
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42.3 |

8.1 I 46
38 ] 15
30 |10
25 0.3

200
1.5/] 0.5
1.3JJ 05
1.3j0.3
1.0]0
1.0j0.3
0.8]1.0
0.8/ 0
08]o

Len + placebo
39.5

Grade 1-2
. Grade 3-4

Grade 1-2
. Grade 3-4
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Imbrave 150: Atezolizumab/bevacizumab

100
Atezo + Bev Sorafenib
801 12:mo0 0 ‘ Updated 05 (n=33)  (n=165)
B : !
< 7% | 6% § 05 events, n (%) 180 (54) 100 (61)
3 6 | . f8:mo 03 Median 05, mo 182 14
5 , 52% (95% ) (170,87) (114,169
3 56% : Y
@ 5 Stratified HR 0.6 052, 0.85)
= 40 (95% CIf P=0000"
............... a e O R .. . . e S

>
0

20+

0.

||i|||1ri13r||1r|rr||

T 1T F 1T
012345678 9101121314151617181920212223242526272829

o Time (months)
No. of patients at risk

Atezo+Bev 336 320 320 312 302 288 276 263 262 240 233 221 214 209 202 192 186 175 164 15&: 134105 80 57 42 24 12 11 2 NE
Sorafenlb 165 158 144 133128 119106 96 62 83 85 81 78 72 66 64 61 58 55 49% 432 418127 3 2 NENE
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Updated analysis®

RECIST 1.1 HCC mRECIST
Atezo + Bev Sorafenib Atezo + Bev Sorafenib

=326
1 4
Confirmed ORR (95% CI), % P (22035) (.,’1 1 (3:541) (9,1 20)
CR,n(%) P 25(@) 1(<1) 39 (12) 43)
PR, n (%) 72 (22) 17 (11) 76 (23) 18 (1)
SD,n (%) 144 (44) 69 (43) 121 (37) 65 (41)
DCR,n (%) 241 (74) 87 (55) 236 (73) 87 (55)
PD, n (%) 63 (19) 40 (25) 65 (20) 40 (25)
Ongoing response, n (%) 54 (56) 5 (28) 58 (50) 6 (27)
. 18.1 14.9 16.3 12.6
Medlan DOR (85% CI), mo® ., ¢ ng) (4.9, 17.0) (13.1, 21.4) 6.1,17.7)

Clinical cutoff: August 31, 2020; median follow-up: 15.6 mo. DCR, disease control rate.
* Only patients with measurable disease at baseline were included in the analysis of ORR.
® Only confirmed responders were included in the analysis of ORR and DOR.

Finn RS, ASCO Gl 2021
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Imbrave 150: Atezolizumab/bevacizumab

Safety?

2 10% frequency of AEs in either arm and > 5% difference between arms

Atezo + Bev Sorafenib

PPE

Decreased appetite
Hypertension ‘ |

Abdominal pain

Alopecia
Asthenia
Pyrexia

ALT increased

mn All-Grade AEs | All-Grade AEs

B Grade 3-4 AEs

Proteinuria
Infusion-related reaction ™ Grade 3-4 AEs

|
=
|
!

| | | I | | | | | | |
60% 50% 40% 30% 20% 10% 0 10% 20% 30% 40% 50% 60%

PPE, palmar-plantar erythrodysaesthesia.
* safety'evaluable population. ESMO Asia: IMbrave150 - presentad by Dr Ann-Lii Cheng hitp://bit.ly/2PimCgu

Cheng AL et al. Presented at ESMO Asia 2019
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Himalaya Trial: Durvalumab/tremelimumab

STRIDE (n=393): STRIDE (n=393) Durvalumab (n=389) Sorafenib (n=389)

Study population - . —

+ Patients aged 218 years with uHCC Tremelimumab 300 mg x 1 dose + durvalumab 1500 mg Q4W ORR, A’O 201 i o

+ BCLC stage B (not eligible for Durvalumab (n=389): E:’ : (D//o ) 6172 (137'10) ‘ 65(13 ‘ = 051
locoregional therapy) and stage C Durvalumab monotherapy 1500 mg Q4W* so. n((:/:) 157((3§ 9)) 147((3% 8)) 216;5;5 35)

* No prior systemic therapy

. ECOG PS 0-1 Sorafenib PD, n (%) 157 (39.9) ‘ 176 (45.2) 153 (39.3)
«  Child-Pugh A Sorafenib 400 mg BID* DCR, % 60.1 54.8 60.7
Y = | in th bosi Median DoR,* months 22.34 16.82 18.43
0 main portal vein thrombosis T75+D (n=153): arm closed™ 25t percentile 8.54 7.43 6.51
. i 2 75" percentile NR NR 25.99
R ) Tremelimumab 75 mg Q4W x 4 doses + durvalumab Q4W* i |
Median TTR (95% Cl), months 217 (1.84-3.98) 2.09 (1.87-3.98) 3.78(1.89-8.44)
Stratification factors Remaining in response * %
+ Macrovascular invasion: yes vs no 6 months 82.3 81.8 78.9
« Etiology of liver disease: HBV vs HCV vs others 2lmol> G 28 Gz
+ Performance status: ECOG 0 vs 1
1.00
Median
Events, Overall Survival,
no. (%) mo (95% CI) Hazard Ratio
=  o7sd STRIDE (n=393) 262 (66.7%)  16.43 (14.16-19.58)  0.78 (96.02% Cl, 0.65-0.93)
E ’ Durvalumab (n=389) 280 (72.0%)  16.56 (14.06-19.12)  0.86 (95.67% Cl, 0.73-1.03)
S Sorafenib (n=389) 293 (75.3%)  13.77 (12.25-16.13)
T
g
_g 0.50 t STRIDE
Sorafenib
.‘:‘ orarent i
E
©
]
& 025
<—Durvalumab
0.00 T T T T T T T 1
0 6 12 18 24 30 36 42 48

Abou-Alfa GK et al. N EnglJ Med 2022

Time from Randomization (mo)
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Himalaya Trial: Durvalumab/tremelimumab

4-year OS Update

STRIDE Sorafenib
(N=393) (N=389)
1.0 — STRIDE (N=393) OS events, n (%) 291 (74.0) 316 (81.2)
— Sorafenib (N=389) Median OS 16.4 138
(95% CI), mo (14.2-19.6) (12.3-16.1)
08 HR (95% Cl) 0.78 (0.67-0.92)
8 18-mo OS: p-value (2-sided) 0.0037
- 48.7% . Median follow-up 49.12 47.31
s 06 41.5% 24;"3‘;3 S duration (95% Cl) (46.95-50.17)  (45.08-49.15)
= Sy 36-mo OS:
% 32.6% 30.7% 48-mo OS:
g 04 OS rate 19.8% 25.2%
- [)
- I'i:tlﬁ,- 0s rate %
0.2 ’ ratio=
OS data maturity 1.24 OS rate I i TRV
across the STRIDE and ratio= OS rate
0.0 |sorafenibarms: 78% 1.55 ratio=1.67

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62
Time from randomisation (mo)

STRIDE: 393 365 333 308 285 262 235 217 197 190 176 168 158 154 144 131 118 110 103 97 94 88 75 62 54 40 31 19 13 &5 0 O
Sorafenib: 389 356 319 283 255 231 211 183 170 155 142 131 121 108 93 83 73 69 64 56 53 50 45 36 28 21 14 9 3 1 1 O

Number at risk

ESMO-WCGIC 2023
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Himalaya Trial: Durvalumab/tremelimumab

Most imAEs with STRIDE or durvalumab were low grade, and most occurred within the first 3 months of treatment-2

Preferred term*

Most common imAEs"!T

Overall frequency of any imAE by time in participants with

Hypothyroidism . B STRIDE Grade 3 or 4 5017 imAEs?2# — STRIDE (n=139)
B STRIDE Grade 1 or 2 = Durvalumab (n=64)
Hyperthyroidism B Durvalumab Grade 3 or 4
Diarrhea Durvalumab Grade 1 or 2 40
Rash
Hepatitis

ALT increased

AST increased

Adrenal insufficiency
Colitis

Lipase increased

Rash maculopapular
Arthralgia

Amylase increased
Abnormal hepatic function

30

Further characterization of
the temporal patterns of

207 imAEs in HIMALAYA will be

reported in Poster 4073

Participants with event (%)

10

) L) I L) L) L) L}
10 12 14 16 18 20 22 24 26 28 30 32
Time (months)

I
200 150 10.0 5.0 00 50 100 150 200 0 2 4 6 8
imAEs (%)

*Preferred term was as reported by the investigator. fimAEs that occurred in 21% of participants in the in the STRIDE or durvalumab treatment arms are included. ¥The percentage of participants with an event is
the number of participants who experienced 21 imAE event at each time interval divided by the number of participants who experienced 21 imAE event at any time; includes first imAE only, regardless of grade.
ALT, alanine aminotransferase; AST, aspartate aminotransferase; imAE, immune-mediated adverse event.

1. Sangro B, et al. Presented at: ILCA 2022 16" Annual Conference; September 1-4, 2022; Madrid, Spain. Oral presentation O-28. 2. Lau G, et al. Poster presented at: ASCO Annual Meeting 2023; June 2-6,
2023; Chicago, IL. Poster 4073.

‘ @ Presented by George Lau at ASCO Meeting 2023
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Conclusioni

- Scenario terapeutico in rapido cambiamento (opzioni terapeutiche e modalita di approccio)
- Mandatoria la gestione multidisciplinare

- Non precludere le opzioni terapeutiche solo sulla base dell’eta anagrafica

- Gestione degli effetti collaterali fondamentale per il percorso di cura

- Precoce integrazione delle cure simultanee

- Anche nei pazienti con malattia avanzata considerare la ridiscussione collegiale

Patient Journey 01 Febbraio 2024
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