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Tumori del rene



Trattamento chirurgico della malattia localizzata
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Trattamento chirurgico della malattia localizzata
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Adjuvant Pembrolizumab (Keynote 564) in high risk pts
stage Il G4 or sarcomatoid differentiation, stage Ill or higher, N+, or stage M1 with NED

DFS

Disease-free Survival (%)
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Trattamento chirurgico della malattia metastatica
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Systemic treatment options for advanced/metastatic clear cell RCC

Immunotherapies: cytokines?

IFN-a (Roche)’
IL-2 (Prometheus)’

Immunotherapies: checkpoint inhibitors

Nivolumab (Bristol Myers Squibb)*-
Nivolumab plus ipilimumab (Bristol Myers Squibb)*>
Pembrolizumab (Merck)®

Antiangiogenic therapies: mTOR inhibitors

Temsirolimus (Pfizer)'
Everolimus (Novartis)'

Antiangiogenic therapies:

Anti-VEGF antibodies/VEGFR inhibitors

Axitinib (Pfizer)'%1
Sorafenib (Bayer Pharma AG)'! Cabozantinib (Exelixis/Ipsen)1?13

Sunitinib (Pfizer)’ Lenvatinib (Eisai)!6:17.4

Bevacizumab*® (Roche)’

Pazopanib (Novartis)®® Tivozanib (Aveo)8.19

Combination immunotherapies plus antiangiogenic therapy

Avelumab plus axitinib (EMD Serono, Inc; Pfizer)?°:2!
Pembrolizumab plus axitinib (Merck; Pfizer)*%%
Nivolumab plus cabozantinib (Bristol Myers Squibb; Exelixis)**23
Pembrolizumab plus lenvatinib (Merck; Eisai)?-%’



Trattamento medico mRCC istotipo a cellule chiare
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Criteri di Heng

< 80%

< limite inferiore del range di normalita

> 10 mg/dl

< 1 anno

> limite superiore del range di normalita

> limite superiore del range di normalita

Favorevole 0 NR 75%

Intermedia 1-2 27 mesi 53%

Sfavorevole 3-6 8.8 mesi 7%




Trattamento medico mRCC istotipo a cellule chiare
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Pembrolizumab+Axitinib Pembrolizumab+AXxitinib Pembrolizumab+AXxitinib
Sunitinib Cabozantinib Cabozantinib
Pazopanib Nivolumab+Ipilimumab Nivolumab+Ipilimumab
Bevacizumab+IFN-a Sunitinib Sunitinib
Tivozanib* Pazopanib Pazopanib
Bevacizumab+IFN-a Temsirolimus
Tivozanib*




05-6%

4 L) L] L) . 100 fEIS'iﬁElQU-S-EIBU} 853*
Keynote 426: Pembrolizumab + Axitinib vs Sunitinib . - (95%C1781-902)
_ B | (95% C1890-97.4) | gy pw—
£ 7 ; ' (95% C1 B0-6-92-2)
E 0= ! .
: o :
T 404 i
g 20 ;
.l E .\ HR1.06(95% Cl 0-60-1.86);
A 10+ E - p=058°
EES I:'l 1 I | L] I 1 1
100 0 ) 12 18 24 30 36 42
50 \\;:95% Heeeny Fd-4% Mumber at risk
i {(number censored)
80 (95% C169-5-78-2) Pembrolizumabplus aitinib  138(0)  134(1)  131(1) 126(1) 110(8) 63(49) 12(100) O(112)
T 704 :-';;h_"‘“" ' Sunitinii 131(0)  129(1) 123(1) 118(1) 108B(7) 60(51) 9(38) 0(107)
B 60 ' (95% Cl 74.7-82.5)
3 M ’ :?gﬂﬁfa%ﬂ 60.8-69-8)
%l_‘ 4'% I E . -
2 E ; c
20 — Pembrolizumab ; : 100+ BE7%
plus axitinib -~ HR 0-68 (95% Cl 0-55-0-85); 90 (95% C1 82-2-90-1)
10 . i - * E B9-2%
0 - Pumib : i P00 = :z: 5% 0636.743)
] I 1 ] I 1 1 =, !
] G 12 18 24 30 36 42 ERNS | TI0%
Number at risk § 50+ {955& 1 66.5-76-7) m;;"a‘;-«.u
(number censored) Ei‘ ;';: .(95'50499-612) La
Pembrolizumab plus axdtinib  432(0) 408(2) 385(2) 346(3) 305(17) 163(135) 23(267) O(290) . : :
Sunitinib 429(0)  379(3) 336(3) 306(3) 268(14) 134(129) 16(235) O0(251) o | § Efﬂtﬁcﬁsxcl 0-50-0-81);
b T ; T i T T 1
i} & 12 18 24 30 36 42
Number at risk Time since randomisation (months)
(number censored)

Pembrolizumab plus axitinib 294 (0)  274(1)  254(1) 22042) 195(9) 100(306) 11(167) O(178)
Sunitinib 208 {0)  250(2)  213(2)  188(2) 160(7) 74(7E) 7(137) 0(144)



CheckMate 9ER

Phase 3, randomized, open-label trial of nivolumab combined with cabozantinib versus sunitinib in

patients with previously untreated advanced or metastatic RCC'->

OS, PFS, and DOR in the ITT population

NIVO+CABO SUN NIVO+CABO

“SUN

37.7 (35.5-NE) 34.3 (29.0-NE) 16.6 (12.8-19.8)

8.3 (7.0-9.7)

HR (95% CI), 0.70 (0.55-0.90); P = 0.00434

HR (95% CI), 0.56 (0.46-0.68); P < 0.00014
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Mo. at risk Time since randomization (months) Time since randomization (months)
(No. censored)

NIVO:CABO 323 310 297 284 270 258 247 235 219199 138 80 42 11 1 0
©) (3) 4 ©6) (7) (7) (3) (3) (10)(22) (BO)(130)164)192)201)202)
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(0) (14) (22) (23) (26) (29) (30) (32) (35) (53) (¥7) (99) (111)(11E)}(116)

328 233 161 125 91 72 57 48 41 28 10 5 1 0O O
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* Median follow-up for survival (IQR) was 32.9 (30.4-35.9) months; minimum 25.4 months

Vertical lines denote censored patients.
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*Preplanned final analysis of OS according to the protocol set to occur after 254 events. ®271 events occurred (121 events with NIVO+CABO and 150 events with SUN). <207 (64%) of 323 patients had an event with

NIVO=CABO; 223 (68%) of 328 patients had an event with SUN. ¢P values are descriptive.
Motzer RJ et al. Lancet Oncol 2022;23:888-898.



CheckMate 214 study design

Phase 3, randomized, open-label trial of nivolumab combined with ipilimumab vs sunitinib monotherapy
in treatment-naive patients with advanced or metastatic clear cell RCC!

_—
OS, PFS, and DOR in ITT patients
Overall survival Progression-free survival Duration of response
NIVO+IPI (N = 550) SUN (M = 546) . NIVO+IPI (N = 550) SUM (N = 546) NIVO+IPI (N = 216) SUN (N = 177)
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No. at risk Ho. at risk No. at risk
NIVO+IPl 550 493 444 411 372 337 309 291 274 256 236 138 5 0 NIVO+IPlI 550 315 217 171 132 121 103 %2 86 75 62 14 0O NIVO+IPI 216 177 151 130 110 99 88 80 74 61 33 4 0
SUN hd6 472 405 347 310 2B1 257 234 213 192 171 108 6 1] SUN b46 285 178 130 87 59 472 33 21 15 10 3 a SUN 177 128 104 76 B4 39 24 15 12 8 5 1 0

Included from Motzer RJ et al. Cancer 2022;128:2085-2097. CheckMate 214: NIVO+IPI, 1L (minimum follow-up: 5 years)



> Avelumab + intermittent axitinib

Ipilimumab + nivolumab + cabozatinib

» Lenvatinib + pembrolizumab

A Kaplan-Meier Analysis of Progression-free Survival

Mo. at Risk

Sunitinib

Progression-Free Survival: Final Analysis (PITT Population)

1.0 No. of Median PFS
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0.9
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PFS per RECIST v1.1 by BIRC.

ERESMD

Toni K. Choueiri

Date of the 249 event: Aug 23, 2021

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Probability of Progression-free Survival

1.0+
0.9+
0.8+
0.7+

Median Progression-
free Survival (95% CI|

mao

Lervatinib+ 23.9 (20.8-27.7)

Pembrolizumab

0.6+

054 Lenvatinib+ pembrolizumab
0.4+

u. 3 T [E ] & W 4} |

0.2+ Lenvatinib+everolimus
2.1 Sunitinib

0.0
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Lenvatinib+pembrolizumab 355 321 300 276 259 235 213 186 160 136 126 106 80
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357 262 218 145 134 107 85 69 62 49 42 32 25
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Lenvatinib+ 14.7 (11.1-16.7)
Everalimus

Sunitinib 9.2 (6.0-11.0)

Hazard ratio for disease progres-
sion or death (lenvatinib+
pembrolizumab vs. sunitinib),
0.39 (95% €1, 0.32-0.49);
P=0.001

Hazard ratio for disease progres-
sion or death (lenvatinib+
everolimus vs. sunitinib),

0.65 (95%: C1, 0.53-0.80);
P<0.001



Trattamento medico mRCC istotipo a cellule chiare
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Tumori della vescica



Trattamento della Malattia Vescicale Non-Muscolo Infiltrante (NMIBC)
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Trattamento della malattia vescicale muscolo infiltrante (MIBC, T2-4)

"ﬁ,.ll

TURB

MALATTIA
MUSCOLO
INFILTRANTE
G cT2-4NOMD )

* Cisplatino eleggibilita: ECOG PS5 0-1; clearance creatinina >60 ml/min; non alterazioni dell’'udite; non neuropatia periferica



Trattamento integrato di Bladder-Sparing (“Trimodale”)

T2-3M0MO
Lesione/i vegetanti
NO CI5
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TURB massimale
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Terapia della Malattia Uroteliale Avanzata
A

Patiente =
cisplatino
eleggibile

®

MALATTIA
METASTATICA

* Uimmunoterapia con PEMBROLIZUMAB é indicata per pazienti con malattia avanzata, cisplatino ineleggibili,
PD-L1 positivi, ma non rimborsato da AlFA



Treatment of mUC: NCCN Guidelines®

Cisplatin eligible Cisplatin ineligible
o ) ) ] Platinum eligible: Platinum ineligible:
» Gemcitabine and cisplatin (category 1) followed by avelumab maintenance therapy + Gemcitabine and carboplatin . Atezolizumabat
(category 1) followed by avelumab + Pembrolizumab?
» ddMVAC with growth factor support (category 1) followed by avelumab m:mtenance therapy (category * Gemcitabine _
maintenance therapy (category 1) n * Gemictabine and paclitaxel -
= Atezolizumab?? » Ifosfamide, doxorubicin, and gemcitabine©

2L systemic therapy (post-platinum or other chemotherapy)

Pembrolizumab (category 1 post-platinum)? Paclitaxel or docetaxel

» Nivolumab? Gemcitabine
» Avelumab? Ifosfamide, doxorubicin, and gemcitabine
= Erdafitinib®? Gemcitabine and paclitaxel

Enfortumab vedotin-ejfva= Gemcitabine and cisplatin

ddMVAC with growth factor support

2L systemic therapy (post-checkpoint inhibitor)

Cisplatin eligible Cisplatin ineligiblef
- Gemcitabine and cisplatin® = Enfortumab vedotin-ejfv?
» ddMVAC with growth factor support® » Gemcitabine/carboplatin®
» Erdafatinibde » Ifosfamide, doxorubicin, and gemcitabine®
» Paclitaxel or docetaxel® » Gemcitabine and paclitaxel®

= Gemcitabines



Treatment of metastatic urothelial carcinoma: EAU, ESMO guidelines'?

mUC
|
\J v v
Cis-eligible, PS 0-1 Cis-ineligible? Platinum-ineligible?
¥ \ v
Cis-based combination (eg, GC, ddMVAC) followed by Carboplatin combination chemotherapy followed by
switch maintenance avelumab for tumors that have switch maintenance avelumab for tumors that have not . .
K . . Pembrolizumab or atezelizumab, or B5C
not progressed progressed on chemotherapy; consider pembrolizumab
on chemotherapy or atezolizumab for PD-L1-positive patients
+ + +
2L treatment®: independent of the time of progression after first-line treatment
I
] v
PS 0-1 (progression, adequate renal function) PSz2
¥ \J
Standard regimens: pembrolizumab, atezolizumab, Chemo, enfortumab vedotin-efjv, sacituzumab
nivolumab, avelumab, durvalumab, or clinical trial govitecan-hziy,® vinflunine, clinical trial®

\j

Subsequent treatment: erdafitinib,? chemo,
enfortumab vedotin-efjv, sacituzumab govitecan-hziy,
clinical trial, vinflunine



Enfortumab Vedotin in Previously Treated Advanced Urothelial Carcinoma

A Overall Survival According to Treatment Group
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Enfortumab vedotin after PD-1 or PD-L1 inhibitors in cisplatin-ineligible patients with advanced urothelial carcinoma

(EV-201): a multicentre, single-arm, phase 2 trial (median FUP: 13-4 months)
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The median progression-free survival was 5:8 months (95% The median overall survival was 14-7 months (95% Cl 10-51-
Cl 5-03-8-28) 18-20; figure 3B).
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Individual patients in cohort 2



Enfortumab Vedotin Plus Pembrolizumab in Previously Untreated Advanced Urothelial Cancer

Change From Baseline (%)

PFS (%)

100

disease control rate 93.3%
80 ¢ Confirmed CR/PR

Il High (CPS = 10)
I Low (CPS < 10)
40 Il Not evaluable

60

-100

* e 8" 000 00

Individual Patients (n = 43)

The median PFS was 12.3months
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00 ] The median DOR was 25.6 months
5 80 |
e =
é s-.- 70 ] L L L Ll
g 4'5 60 T T T T L |
© & 50
_g O
c 5 40
2a 301
w O
g 20 Median
10 J No. Events {(months) 95% ClI
e First-line EV + pembro 33 14 25,6 (8.28to-)

0 2 4 6 8 10 12 14 16 18 20 22 24 26

Time (months)

The median OS was 26.1months
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TROPHY-U-01: A Phase II Open-Label Study of Sacituzumab Govitecan in Patients With
Metastatic Urothelial Carcinoma Progressing After Platinum-Based Chemotherapy and
Checkpoint Inhibitors
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Gruppo multidisciplinare (incontro settimanale)

» Discussione dei nuovi casi di neoplasia
» Urologo

» Discussione dei casi che richiedano un cambio di terapia
» Oncologo

. _ » Revisione della letteratura
» Radioterapista

» Anatomopatologo

» Radiologo
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