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TKI Therapien verbesserten das OS in den fruhen
2000er
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Motzer et al. Journal of clinical oncology 20, 289-296 (2002). Motzer RJ et al. N Engl J Med 2014;370:1769-1770.



((é Universitdtsmedizin Essen

Universitatsklinikum

Die heutige Therapielandschaft ist wesentlich bunter

Pembrolizumab + Pembrolizumab +

Cabozantinib

Sunitinib Pazopanib

Axitinib Lenvatinib

Sorafenib

L Ipilimumab + Nivolumab +
Axitinib

Nivolumab Cabozantinib

L l ,,

2005 2006 2007 2009 2012 2015 2016 2018 2019 2021 2022

v l N

<

1 x

. Avelumab +
Temsirolimus Everolimus Nivolumab Axitinib
Lenvatinib +
Everolimus
B VEGFi M«
Cytocines - MTORI

1. Motzer et al., ASCO, 2002. PMID: 11773181. 2. Motzer at al., ] Clin Oncol, 2008. 3. Motzer et al., Cancer, 2022. PMID: 35383908.
© Universitatsmedizin Essen  McKay et al., J Clin Oncol, 2018. PMID: 30372392. U.S. Food and Drug Administration



Universitdtsmedizin Essen
Universitéatsklinikum

Q

Leitlinien empfehlen 10-Kombinationstherapie

= Leitlinienprogramm

=== Onkologie

TKI-
Monotherapie als

intermediares Risikoprofil = 1-2
unginstiges Risikoprofil = 2 3 Risiko}

—_—

schwache Empfehlung ) ———>

starke Empfehlung (A)

Risikofaktoren
Performance Status < 80 %,
intervall von Diagnose bis 2ur Systemtherapie < 1 jahr,
Himoglobin unterhalb des Normwertes,
Hyperkalziamie, Neutrophile oberhalb des Normwertes,
Thrombozyten oberhalb des Normwertes

Option (0)

3

der Th ist al

+* Bei asymptomatischen Patienten mit giinstiger oder
intermedidrer Prognose kann Gie zielgerichtete Therap
erst bel nachgewiesenem Progress und fehlender lok:
Therapieoption eingeleitet werden

Checkpointinhibitor-baslerte
Kombinationstherapie
durchfiihrbar?

— Nein

Leitlinienprogramm Onkologie | Nierenzellkarzinom | Kurzversion 4.0 | Februar 2023

9% onkopedia

Intermediares Risiko!

|

Nivolumab + Cabozantinib

Niedriges Risiko!

Nivolumab + Cabozantinib
oder oder
Pembrolizumab + Lenvatinib

oder
Pembrolizumab + Axitinib

Pembrolizumab + Lenvatinib

oder
Pembrolizumab + Axitinib
oder oder

Avelumab + Axitinib? Avelumab + Axitinib?

- v
Niv'o_lumab +
Ipilimumab =

(falls Kombinationstherapie
nicht machbar)
(falls Kombinationstherapie
nicht machbar)

in alphabetischer

in alphabetischer
Reihenfolge:

Reihenfolge:
Bevacizumab + IFN a
oder
Pazopanib
oder
Sunitinib
oder

Tivozanib
0 -

Cabozantinib

oder

Sunitinib
v

Hohes Risiko!

!

Nivolumab + Cabozantinib

oder

Pembrolizumab + Lenvatinib

oder
Pembrolizumab + Axitinib
oder

Avelumab + Axitinib2

Nivolumab +
Ipilimumab

-

-

(falls Kombinationstherapie
nicht machbar)

in alphabetischer
Reihenfolge:

Cabozantinib

oder

Sunitinib
v

https://www.onkopedia.com/de/onkopedia/guidelines/nierenzellkarzinom-hypernephrom/@@guideline/html/index.html

© Universitatsmedizin Essen



Warum sind Kombinationen so

erfolgreich?
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>50% der Patient:innen erhalten im Alltag keine
Folgetherapie

Survey among 103
physicians who
treated overall

4.509 patientsin 5

European 17.9% 16.3% 19.5% 46.3%
e 1 progressed died before in progressed
countries in 2020%. and did not receiving long-term and received
receive 2L systemic remission 2L systemic treatment
2L systemic treatment
treatment
53.7%

did not receive 2L systemic treatment

aFrance, Germany, Italy, Spain, United Kingdom.
2L, second-line; RCC, renal cell carcinoma.
© Universitatsmedizin Essen 1. Kantar Health, Treatment Architecture: Renal Cell Carcinoma. Cancer Mpact®. EU5. 2020;1[2]89.
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Ipilimumab + Nivolumab ist die erste Studie mit
reifem 5-Jahres OS (nur Pts. >1 Riskofaktor gezeigt)

NIVO+IPI SUN NIVO+IPI SUN
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Median 0S > [ -
ﬁ _ 0.9- (9e5%],acnl), mo  |47.0 (35.4-57.4)|26.6 (22.1-33.5) E 0.9- ’(“ges‘;zaafﬁo 11.6 (8.4-16.5)| 8.3 (7.0-10.4)
: ‘E‘ 0.8- HR (95% Cl) 0.68 (0.58-0.81); P < 0.0001 E 0.8 HR (95% Cl) 0.73 (0.61-0.87); P = 0.0004
e = Q .8-
O® 0.7 = 0.7 Spate
8_-8 = Y1 9% Trennung der PFS
S §: 0.67 ..g 0.6 :":--., NURTE stabiles
-8 ® 0.5 g 0.54 ) Ansprechen
©5 0.4 $ 0.4
Qw = | s, M,
E = 0.3 c 0.3
(. 2
o 2 0.2 . 2 0.2
+ O I o I
c 0.1- | ¥ 0.1- e
| -
0.0_ : o 0 0_ :1 1%
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 0O 6 12 18 24 30 36 42 48 54 60 66 7
Months Months
No. at risk No. at risk
NIVO+IPI 425 372 332 306 270 241 220 207 196 181 163 79 2 0 NIVO+IPI 425 233 164 130 101 94 8 74 70 60 48 10 O
SUN 422 353 291 237 206 184 169 151 137 125 112 58 3 0 SUN 422 188 106 74 46 29 21 15 10 9 6 2 0

Motzer, R.J. et al. Conditional survival and 5-year follow-up in CheckMate 214: first-line nivolumab plus ipilimumab versus sunitinib in advanced renal cell carcinoma. ESMO 2021: 661P.

© Universitatsmedizin Essen
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Design der zugelassenen TKI-IO Kombinationstherapien

Therapy-naive clear cell RCC
(N =2861)

KEYNOTE 4261

Therapy-naive clear cell RCC

*JAVELIN Renal 1012 (N = 886)

Therapy-naive clear cell RCC
(N=651)

CM 9ER3

Therapy-naive clear cell RCC

CLEAR®
(N = 1069)

*without significant OS benefit

Pembrolizumab 200 mg IV Q3W +
< Axitinib 5 mg PO BID 10 EP: PFS/0OS

Sunitinib 50 mg PO QD (4/2)

Avelumab 10 mg/kg IV Q2W +

10 EP: PFS/0S
PD-L1+ pts

<V Axitinib 5 mg PO BID in 6-wk cycles
A Sunitinib 50 mg PO (4/2)
Nivolumab 240 mg Q2W IV +
v Cabozantinib 40mg PO QD
10 EP: PFS

A Sunitinib 50 mg (4/2)

10 EP: PFS/0OS
Everolimus 5 mg PO QD+
> Lenvatinib 18 mg PO QD

Sunitinib 50 mg (4/2)

© Universitatemedizin FL<Rini et al. NEIM, 2019. PMID: 30779529. 2. Motzer et al. NEJM, 2019. PMID: 30779531. 3. Choueiri et al. NEJM, 2021. PMID: 33657295. 4. Motzer et al, NEJM, 2021. PMID:
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Axitinib + Avelumab

100 4
90
80 4
/0 4
60 —
o
(=]
R o HR 0,79 X
8 -
e
30
20 4 HR [avelumeb + axiinib vs sunifinib) : 0.79 (5% CI: 0.643:0.36%]; 1-sced p=001146
104 = Avelumab - axfinio: N=442; events, | 72; median, NE (95% CI: 42.2 months-NE)
== Sunitinib: N=444; events, 198; medicn, 37.8 months (85% CI: 31 .4 months-nNE)
:J T T T T T T T T T T T T T T T T T T T T T T T T
C 2 4 6 8 1C 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Months
MNo. a risk
Avelumab + oxitinib 442 425 411 402 386 375 342 349 339 327 215 300 286 273 263 223 168 133 92 66 54 22 7 | 0

Sunitinibo 444 428 407 387 366 246 328 322 209 290 275 265 250 237 230 184 143 173 79 57 45

Haanen J, et al. 2021 ASCO:.4574.

Lenvatinib + Pembrolizumab

0.8
Z 074 SUN
E o M LEN +PEMBRO
Eo os HR 0,66 LEN +EVE
2 oa LEN + PEMBRO vs SUN:
i osd Median OS, mo (95% Cl) HR (95% CI): 0.66 (0.49, 0.88); P = 0.005

LEN +PEMBRO NR (33.6, NE)

0.2 LEN +EVE NR (NE) LEN + EVE vs SUN:
SUN NR (NE) HR (95% Cl): 1.15 (0.88, 1.50); P= 0.3
0.1
0 T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
No. at Risk
355 342 338 327 313 280 253 222 188 129 66 26 10 2 0
357 346 321 299 277 246 205 183 154 109 46 22 8 2 0
357 332 307 289 264 23 207 186 160 112 60 25 7 2 2 1 0

IE, not estimable; NR, not reached.

269-Motzer-et-al-ASCO-GU-2021

in the absence of head-to-head studies, cross trial comparisons cannot be made as the trials differ in design,

size, time period of recruitment, location of study sites etc.

20—

0

Pembro +
Axitinib
Sunitinib

Axitinib + Pembrolizumab
67%
59%

63%
54%

Median,
Mo (95% ClI) HR:0.73
45.7 (43.6-NR) (95% ClI: 0.60-0.88;
P <.001)
40.1 (34.3-44.2)

0

1
6 12 18 24 30 36 42 48
Mo

286
252

Patients at Risk, n

=432
- 429

407
379

384
336

345
306

318
279

259
252

141 16
110 12

Rini. ASCO 2021. Abstr 4500.

A. Overall survival

. Cabozantinib + Nivolumab

Median 05 (95% Cl), months

54

0.9 4

NIVO +CABO

0.8 - 377 35.5M) |

34,3 (29.0-N

0.7 A
0.6 4
0.5
0.4
0.3 4
0.2 4
0.1+

HRO,70 3

Overall survival (probability)

MR (95%C1), 0.70 (0.55-0.90)

0.0 T T T T T T T T T T T T

0 3 6 9 12 15 18 2 24 27 30 33 36 39 42

Months
No. at risk

NIVO+CABO 323 310 297 284 270 258 247 235 219 199 138 80 42 1
SUN 328 299 275 257 239 226 215 198 187 166 109 59 23

Powles et al. ASCO GU 2022: 350
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TKI-10 Kombinationen verbessern das ORR & PFS

100 e e 100 -
HR (avelumab + axitinib vs sunitinib):
90 - / 0.67 (95% CI: 0.568-0.785); 1-sided p<0.0001 HR: 0.68
80 - —— Avelumab + axitinio: N=442; events, 297; median, 80 - 48% (95% Cl: 058-080,
13.9 months (95% CI: 11.1-16.6 months) o 1
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(%))
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30 4 Mo (95% Cl)
20— Pembro+ 15.7(13.6-20.2)
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Months Rini. ASCO 2021. Abstr 4500.
Haanen J, et al. ASCO21: 4574
1.0
0.9 B. Progression-free survival
0.8 LEN + PEMBRO vs SUN: 2 1.0 %
HR (95% Cl): 0.39 (0.32, 0.49); P< 0.001 T 09-
0.7 4 o Median PFS (95% (1), months
LEN + EVE vs SUN: ‘g 0.8 NIVO +CABO | SUN
0.6 HR (95% CI): 0.65 (0.53, 0.80); P < 0.001 & 7. we02e198 | 830097)
05 _n . HR (5% C1), 0.5 (0.46-0.68)
2 0.6
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0 4 8 12 16 20 24 28 32 36 40 & o
) o . T T T T T T T T T T T T T T 1
Time (manths) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4
Months

269 Motzer et al. ASCO GU 2021

Powles et al. ASCO GU 2022: 350

in the absence of head-to-head studies, cross trial comparisons cannot be made as the trials differ in design, size, time period of recruitment, location of study sites etc.
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TKI-10 Kombinationen verbessern das ORR & PFS
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269 Motzer et al. ASCO GU 2021 Powles et al. ASCO GU 2022: 350 Months
in the absence of head-to-head studies, cross trial comparisons cannot be made as the trials differ in design, size, time period of recruitment, location of study sites etc. 11
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Patientencharakteristika unterscheiden sich
zwischen den Studien

Bl CABO-NIVO-IPI B PEMBEG + NIVO B Avelumab-AXI B Ipilimumab+Nivolumab
Nivolumab-CABO M Pembrolizumab-AXI Pembrolizumab-LEN
90 -
80 82
74 74
69
67,5 | .
45 - | -
32 31
2y 23 23
22,5 18 | .
14
11 g 11
III I I A I 8
0
IMDC favorable risk IMDC poor risk sarcomatoid ccRCC N X

Motzer et al. Lancer Oncol 2019 http://dx.doi.org/10.1016/S1470-2045(19)30413-9. Motzer et al. N Engl ] Med NEJM0a1816047 (2019). doi:10.1056/NEJMoa1816047. Rini,
B. I. et al. N Engl | Med NEJM0a1816714-12 (2019). Motzer, R. et al. New Engl | Med (2021) doi:10.1056/nejmoa2035716. Choueiri et al. ESMO22: LBA8. Choueiri, et al. ESMO
Open 2021;6.D0I1 10.1016/j.esmoop.2021.100101. Tannir et al. ESMO22: LBA68
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Sicherheitsparameter variieren zwischen den
verschiedenen Studien

M Ipilimumab+Nivolumab Avelumab-AXI M Nivolumab-CABO [ Pembrolizumab-AXI
B Pembrolizumab-LEN CABO-NIVO-IPI
80
60 +— |
40 —. | | —
1 i I II I I )
TRAE Grad =3 fatale AE Abbruch wegen AE Prednison 240 mg

Motzer et al. Lancer Oncol 2019 http://dx.doi.org/10.1016/S1470-2045(19)30413-9. Motzer et al. N Engl J Med NEJMoa1816047 (2019). doi:10.1056/NEJMoa1816047. Rini, B. I. et
al-N-Engtd-Med NEIJMoa1816714=12(2019). Motzer, R-et-al.- New Engl J Med (2021) doi: 10:1056/nejmoa2035716. Choueiri-et al. ESMO22: LBAS:
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|O-Kombinationstherapien verbessern das
Uberleben unserer Patient:innen

70% 70% 70%

53% 53% 53%
Zytokine
M Mono-TKI

B CABO-NIVO 35% 35% 35%
Bl AXI-PEM
B LEN-PEM
Bl PI-NIVO

18% 18% 18%

0% 0% 0%

’ Medianes OS (Mo.) * / Ansprechrate © 5-Jahres-OS

Coppin, C. et al. Cochrane database of systematic reviews (Online) (2005) doi:10.1002/14651858.cd001425.pub2. Motzer et al. Journal of clinical oncology 20, 289-296
(2002). Motzer R] et al. N Engl J Med 2014;370:1769-1770. Motzer, R.J. et al. ESMO 2021: 661P. Hutson et al. ASCO Abstract 4502. Rini et al. ASCO 2023: LBA4501
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10-TKI Kombinationen beeinflussen vor allem die
Fruhsterblichkeit

(HR wurden zu verschiedenen Zeitpunkten gemessen und sind nicht vergleichbar)

0,9

0,675

0,225

IPI-NIVO AXI-PEM CABO-NIVO LEN-PEM
1. Motzer et al. NEJM 2108: doi: 10.1056/nejmoal/12126 2. Motzer et al. Lancet Oncol 2019, 20: 1370-1385. 3.Motzer, R. J. et al. ] Immunother Cancer 8, e000891 (2020). 4. Albiges, L. et al.

Esmo Open 5, e001079 (2020). 5. Rini et al. NEJM 2019, DOI: 10.1056/NEJM0a1816714. 6. EPAR Pembrolizumab www.ema.europa.eu 7. Plimack ASCO 2020: abstr. 5001. 8. Powles et al.
Lancet Oncol 2020: doi.org/10.1016/S1470-2045(20)30436-8. 9. Rini et al. ASCO 2021: abstr. 4500. 10. Choueiri et al. NEJM 2021;384:829-41. DOI: 10.1056/NEJM0a2026982. 11. Motzer et
al. ASCO GU 2021: abstr. 308. 12. Motzer et al. DOI: 10.1056/NEJM0a2035716. 13. Porta et al. ESMO 2022: 1449MO. Burotto et al. ASCO GU23: 603 Motzer et al. ASCO 23: 4502. Rini et al.

ASCOI:
DL UZLO.

© Universitatsmedizin Essen s
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CARE1

PRAGMATIC CLINICAL TRIAL

ragestellung

PDL1 positive

Key eligibility criteria : :
y elig v Stratification
Treatment-naive aRCC
with a clear cell
component

PDL1

IMDC
intermediate vs
poor

Intermediate/poor
IMDC risk group

PDL1 negatlve

*
(O} .
- g%SJ g\éEy/_ G Universitdtsmedizin Essen NETHERLANDS
. \ Universitatsklinikum Queen Mary CANCER
Euronean Horizon 2020 ey University of Losdza INSTITUTE
urope European Union funding
Commission for Research & Innovation

TONI VAN | FEINFXIORC

ICI-ICI

Hypothesis : ICI-ICI > ICI-TKI

ICI - ICI

Hypothesis : ICI-ICI < ICI-TKI

- Fonpazione IRCCS
-}*{- ISTITUTO NAZIONALE
* pe Tumor

VAL D'HEBRON
[

Ambitions

Improve mRCC first line

treatment outcome by

implementing a routine
biomarker

Leverage a unique
academic network in
mRCC

Embark innovative
biotech SMEs to increase
diffusion of innovation

5 Knowledge learning from
CARE 1 PCT

Fully engage with

patients, and society

- I

SaludMadrid

uropas Initiative zur Beantwortung dieser

CARE 1 Main assets

Head to Head comparison of 2 Standard Regimens
Increasing the benefit for patient (OS), decreasing the cost of treatment

Real life assessment of
the CARE 1 classifier
across countries

Up and running
CARE 1PCTin
France and Spain

Multicentric clinical
trial based on patient
stratification

State of the art Clinical

Infrastructures & Teams,
biobanking facilities

SOP,

reproducibility, concordance

Al-based software for automated
and accurate histological diagnoses

Cost-effectiveness
study for low cost /
sustainable trials

2 EU patient

associations incl.
patient advocates

iversitat
ien

Data Reporting tools for
Pragmatic
implementation

Importance of PRO in
the clinical design

FAKULTRI NEMOCNICE
OLOMOUC

Efficacy assessment
on functional
markers

Experts in health
economy, data
extraction

Training
models

Digital app. for automatized PRO
and patient education

Translational
(radiomics /
circulating markers)

RGPD and Personal
Data Protection

2

&
»

»
»

Outputs

Functional markers
Biomarker based treatment
decision

New EU guidelines
Increase patient outcome
Change of practice
Performance of the
CARE 1 PCT
Phase Ill trial as a
« platform »

All-in-one sharing
platform of personalised
telemonitoring

New guidelines
New reporting tools
New hypotheses / POC

New clinical trial design
taking into account patient-
preferences

© Universitatsmedizin Essen



Wie sehen die Langzeitergebnisse der

TKI-10 Kombinationen aus?
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TKI-10 Studien mit Langzeitdaten

CLEAR' KEYNOTE 4262

Pembrolizumab 200 mg IV Q3W +
ccRCC Everolimus 5 mg PO QD+ ccRCC Axitinib 5 mg PO BID
N = 1069 Lenvatinib 18 mg PO QD (N=861)
( ) = Sunitinib 50 mg PO QD (4/2)

Sunitinib 50 mg (4/2)

medianes FU (IQR): 49.8 Mo. (41.4-53.1) FU: 5 Jahre

) o o 1. Motzer et al, NEJM, 2021. PMID: 33616314. 2. Rini et al. NEJM, 2019. PMID: 30779529. 18
© Universitatsmedizin Essen
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Objektivierbare Remissionsrate

CLEAR: Lenvatinib + Pembrolizumab

Relative risk® (95% ClI):
1.94 (1.67-2.26)
100 —

ORR: 71.3%
75— 95% CI*: 66.6-76.0

50 — ORR: 36.7%
95% Cl¢: 31.7-41.7
25 —
D p—

LEN + PEMBRO SUN

Best overall response with LEN + PEMBRO

Unk
PD 45%
5.4%

PR with 250%-<75%
reduction
23.7%

PR with 230%—<50%
reduction

12.7%

Hutson et al. ASCO 2023: #4502

Best Overall Response, %

100

90

80

70 -
160.6%

60

50

30

20

10

ORR _

KN426: Axitinib + Pembrolizumab

11.6% CR

22.7% SD

11.6% PD

ORR _|
39.6%

Pembrolizumab + Axitinib?

4.0% CR

35.7% SD

17.0% PD

Sunitinib®

Rini et al. ASCO 2023: LBA4501
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CLEAR: Tiefe der Remission ist prognostisch relevant

1.0+
0.9
0.8 -
0.7 -
0.6
0.5+
0.4 -
0.3
0.2+
0.1+

6=

Survival Probability

100%
198.3%

| 79.5%

PR with 2 75% reduction (near-CR)

PR with 2 30%—<75% reduction

o s 51.4%

Median OS, months (95% ClI) . H H— F— f i
CR NR (NE-NE) 97 6% i SD
PR with 2 75% reduction (near-CR) | NR (NE-NE) ’ :

: 30%—<75% reductic 46.3 (39.5-NE) ;

SD 36.5 (30.7-NE) : L

PD 19.1 (8.2-7.5) :

+ Censored |PD

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

) ) Time (months)
No. of patients at risk

65 65 65 65 65 65 65 65 65 64 63 62 61 53 46 40 35 24 12 4 1 0 0
59 59 59 59 59 58 58 o7 57 56 54 52 49 44 40 33 30 19 9 2 1 0 0
67 66 64 60 56 51 50 47 41 39 35 31 28 21 20 18 14 8 5 2 1 0 0

17 17 12 11 4 4 3 a 1 C 0 0 0 0

Near-CR refers to partial responders who showed a maximum tumor reduction of = 75%.

2023 ASCO'  [PTERLrr]  rresteoer Thomas E. Hutson  Abstract 4502 ASCO sasoser

ANNUAL MEETING

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER
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Progressionsfreies Uberleben

CLEAR: Lenvatinib + Pembrolizumab KN426: Axitinib + Pembrolizumab
100 End of Pembrolizumab Events, n Median (95% Cl), mo
1.0 + 32 Traatment Pembrolizumab + 306 15.7 (13.6-20.2)
M%* .~ 90 — Axitinib
0.9 ey %, , o= s
s i Median PFS, months (95% ClI) S 80 — PO o SRR
- "*;M LEN + PEMBRO | 23.9 (20.8-27.7) 'E 70 —
’ i . SUN 9.2 (6.0-11.0) 5
0.6 ; e = 60 —
L3 - —h—“‘ki, 49.0% HR (95% Cl) 0.47 (038 057) @ [ HR, 0.69 (95% C'; 0.59-081) 1
0.5+ e M. Nominal P-value | <0.0001 ® 50 -
3 i M 37.3% w
0.4 ! : i C PR b ( ) -
ﬁ£~,___"+~ 4‘J’”‘H’“FHIu_‘ﬁ‘_ g 40 _
0= B 1234% L LEN + PEMB w30 —
0.2 . 17.6% HH e n
i e .+ SUN 7 2 o0
0.14 Eoege™ ! g)
0- + Censored E 10 — ;
0 6 12 18 24 30 36 42 48 54 60 0 T T I T I I T T I I
e e e Time (months) u 0 6 12 18 24 30 36 42 48 5Al 60 ’56 72 78
. Months From Randomization

Hutson et al. ASCO 2023: #4502 Rini et al. ASCO 2023: LBA4501



Survival Probability
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Finale Gesamtuberlebensdaten der Phase 3 Studien

CLEAR: Lenvatinib + Pembrolizumab KN426: Axitinib + Pembrolizumab
100 — End of Pembrolizumab Events, n (%) Median (96% Cl), mo

1.07 X SImatment Pembrolizumab + 270 (62.5) 47.2 (43.6-54.8)
0.9 e —— 90 — Axitinib

’ R w 80.4% Sunitinib 280 (65.3) 40.8 (34.3-47.5)
0.8- : _ a5 B0 62.6%

| . 66.4% i - 53.8%
o GQ'GDM\% E e ' HR, 0.84 (95% ClI, 0.71-0.99 ]
. ! R b ] sy U. Y y U, =U.

0.6 | 60.2% o g 0 — )
0.54 : : =+ 3 50 —
0.4 [ Median 0S, months (95% Cl) bl .
03 [LEN+PEMBRO [53.7 (48.7-NE) i e :

1 [suN 54.3 (40.9-NE) 2 30 — |
0.2 > !

: HR (95% Cl) 0.79 (0.63-0.99) o 20 :
0.19 | Nominal P-value | 0.0424 i

0+ + Censored ‘ : 10:= !

0 6 12 18 24 30 36 42 48 54 60 66 0 I ] I I i I I I i I T I
P A Time (months) 0 6 12 18 24 30 36 42 48 54 60 66 72 78
= ey Months From Randomization

Hutson et al. ASCO 2023: #4502 Rini et al. ASCO 2023: LBA4501



Sind Studienunterschiede relevant?
Ergebnisse der Standardtherapie (Sunitinib) der Zulassungsstudien

(MO )

CIVI21 41 I I I I I I
KN4262 42,8 3,5 39,6 11,1 15,3 40,1
JR1003 11,6 1,8 25,7 8,4 = =
CMOER#4 44,0 5,2 28,4 8,4 15,2 35,5
CLEAR> 27,0 4,2 36,1 14,6 14,6 54,3

1.Motzer et al. Cancer 2022. 2. Rini et al. ASCO 2021: 4500. 3. Choueiri TK et al. (2020) doi:10.1016/j.annonc.2020.04.010. 4. Haanen J, et al. Abstract No.
4574. Presented at 2021 ASCO Annual Meeting, June 4-8, 2021 5. Burotto et al. ASCO GU 2023: 603. 6. Motzer. et al. (2021) doi:10.1056/nejmoa2035716.
Hutson et al. ASCO 2023: #4502
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Folgetherapien unterscheiden sich in den
Kontrollarmen (Sunitinib)

80

months

AXI-PEM LEN-PEM CABO-NIVO

IPI-NIVO

.~ any therapy B 10 therapies

Motzer et al. Cancer 2022. Rini et al. ASCO23: 4501. Burotto et al. ASCO GU23: 603. Motzer et al. ASCO 23: 4502.

in the absence of head-to-head studies, cross trial comparisons cannot be made as the trials differ in design, size, time period of recruitment, location of study sites etc
© Universitatsmedizin Essen
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)

Folgetherapien beeintrachtigen das
Gesamtuberleben

Lenvatinib + pembrolizumab

1.0 4
N Adjusted median OS, months (95% Cl)
0.9 1 T Mt LEN + PEMBRO NR (40.9-NE)
, 08 Y P SUN 32.0 (18.7-NE)
£ o074 Mo M —— Adjusted HR* (95% CI)| 0.55 (0.44-0.69)
:c.: «‘"‘k.\'w iy
0.6 [
S et hiae, TR LEN + PEMBRO
el | e = Oy +
E 0.5 it »Hv._,,_.,ﬁ__'__’ . SUN
S 04
E 0.3 LEN + PEMBRO (n = 355) SUN (n = 357)
on ' Any subsequent systemic anticancer medication,” n (%) 181 (51.0) 246 (68.9)
0.2 9 | Anti-VEGF therapy, n (%) 163 (45.9) 162 (45.4)
0.1 4 | PD-1/PD-L1 checkpoint inhibitor, n (%) | 56 (16.8) | 195 (54.6)
0.0 {4 + Censored
| | | ] | | I ] I | ] I
0 6 12 18 24 30 36 42 48 54 60 66
Time from Randomization (months)
No. of patients at risk (adjusted):
355 336 303 266 240 193 159 107 68 19 3 0
357 282 212 140 100 72 56 a7 26 4 0 0

Hutson et al. ASCO 2023: 4502

Overall Survival, %

Axitinib + pembrolizumab

Events, n (%)

End of Pembrolizumab
Treatment

(95% CI), mo

Pembrolizumab + 270 (62.5)
Axitinib, adjusted
Sunitinib, adjusted 280 (65.3)

Unadjusted HR:
0.84 (95% ClI, 0.71-0.99)

Adjusted HRe:

. 0.67 (95% CI, 0.52-0.84)
. J

0

|
I | I I I I I I I I I |
5 10 15 20 25 30 35 40 45 50 55 60 65 70 75

Rini et al. ASCO 2023: LBA4501

Data shown indicate effects of subsequent therapies in different trials. Data should not be compared between studies

38.8 (34.6-43.6)

25.3 (22.5-28.6)



Welche Patient:innen-Gruppen

profitieren von der TKI-IO Combo?
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IMDC Risiko - reichert fur TKI-Sensitivitat an

time to
I M D C medical Hyper- Performanc Thrombo- Neutrophilia
treatment calcaemia e status cytophilia

— 0. IMDC clinical risk Sunitinib

"? ' m'-l-g‘_'m — Favorable p=4.35e-08 ;

= 097 '\1 0.75 Intermediate n=176 n=513 n=134

- =P '

ol N

o i

= 0.7 \

o N 0.53 °

: 0-6_ i l [®)]

© " 3

.2 0'5 7] "‘\ QC.)

2 04- Y, S

= 1

9 03- oy 0

_ e, c

o 0.2 W 0.07 g

| - 4 -

[<b) Yan l 0«_5

> 0.1 Yo

© T — |_I T T 0 - 32 /7 I

0 12 24 36 48 60 T S T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Time Since Therapy Initiation (months) months
No. of events/No. at risk ) ]
Favorable 11/133 16/110 4/62 2/22 0/3 . 1 - Angio/Stromal . 4 - T-eff/Proliferative D 7 - snoRNA
Intermediate  61/301 50/182 17/82 2/18 0/3 B 2 - Angiogenic [ 5 - Proliferative
Poor 94152 19/36 3 o 0/0 . 3 - Complement/Q-ox. . 6 - Stromal/Proliferative
Heng et al. (2009). Journal of Clinical Oncology, 27(34), 5794-5799. 57
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IMDC Risiko - reichert fur TKI-Sensitivitat an

time to
medical
treatment

Thrombo-
cytophilia

Performanc
e status

Hyper-

: Neutrophilia
calcaemia

IMDC

. IMDC clinical risk Sunitinib

z 10 I — Favorable p=4.35e-08 ,‘

= 097 '\1 0.75 Intermediate n=176_n=513 n=134

g 0.8 - \ M‘\\“{N =+ Poor

© 074 &

o h 0.53 M

: 06_ ‘1 l .

S 054 . TKl-sensibel

S 04+ Y

9N 0.3 sy

— +

T 0.2 N, 007 ,

S g | inflam-

5 . Woda | . h s I

' T ' ' matorisc 0 LA 13.9'14.2
0 12 24 36 48 < Tt r 1 1 1 1 1 1 T T 1.1
& & & 0 2 4 6 8 10 12 14 16 18 20 22 24
Time Since Therapy Initiation (months) & é@“ months
No. of events/No. at risk ¥ . .
Favorable 11/133 16/110 4/62 2/22 0/3 . 1 - Angio/Stromal . 4 - T-eff/Proliferative D 7 - snoRNA
Intermediate  61/301 50/182 17/82 2/18 0/3 B 2 - Angiogenic [ 5 - Proliferative
Poor 94152 19/36 3 o 0/0 . 3 - Complement/Q-ox. . 6 - Stromal/Proliferative
Heng et al. (2009). Journal of Clinical Oncology, 27(34), 5794-5799. 27
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IMDC Risiko ist die Basis der Empfehlungen in der

Erstlinie

v !

Intermediate- and
poor-risk IMDC groups

Favourable-risk

Ipilimumab-nivolumab [I, A; MCBS 4]
Lenvatinib—pembrolizumab [1, A; MCBS 4]**
Axitinib—pembrolizumab [1, A; MCBS 4]*
Cabozantinib—nivolumab [l, A; MCBS 4]

Lenvatinib—pembrolizumab [I, A; MCBS 4]=*
Axitinib-pembrolizumab [I, A; MCBS 4]
Cabozantinib-nivolumab [1, A; MCBS 4]

A VEGFR systemic therapy that has not
been given previously

Axitinib [lll, B]
Cabozantinib [lIl, B]
Lenvatinib-everolimus [1Il, B]
Pazopanib [11, B]
Sunitinib [111, B]
Tivozanib [lIl, B]

eUpdate SEP 2021 Powles et al. (
C, Schmidinger M et al. Ann Oncol 2019; 30(5): 706-720.

Standard of Care

Alternative in patients who can
not receive or tolerate immune
checkpoint inhibitors

IMDC favourable risk

nivolumab/cabozantinib [1b]
pembrolizumab/axitinib [1b]
pembrolizumab/lenvatinib [1b]

sunitinib* [1b]
pazopanib® [1b]

IMDC intermediate and
poor risk

nivolumab/cabozantinib [1b]

pembrolizumab/axitinib [1b]
pembrolizumab/lenvatinib [1b]

nivolumab/ipilimumab [1b]

cabozantinib* [2a]
sunitinib*[1b]
pazopanib* [1b]

) for reference: Escudier B, Porta

https://uroweb.org/guidelines/renal-cell-carcinoma/chapter/disease-management
Stand 2023, Zugriff: 28.09.23

© Universitatsmedizin Essen
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TKI-10 Combos verbessern die Wirksamkeit bei
Patient:innen mit =1 Risikofaktor

CLEAR

&
‘!\;r Median PFS, months (95% ClI)
\ ‘“\M LEN + PEMBRO | 22.1 (16.6-27.6)
) R SUN 5.9 (5.6-7.5)
Y \w HR (95% ClI) 0.43 (0.34-0.55)
} "\
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L 1.
- .
% oy
— g
L ™ _ LEN + PEMBRO
—h e A
— R L e SHN’
1 + Censored
I T 1 T I T I I T 1 I
0 6 12 18 24 30 36 42 48 54 60

Hutson et al. ASCO 23: 4502

KN426

Events, Median
n (%) (95% Cl), mo
100 f% “Pembro + 209 (71.1)  13.8 (12.3-18.0)
& Axitinib
S g0
= - \lSunitinib 220 (73.8) 8.3 (6.6-10.0)
> |
2 |
g n \
o 501 .\‘k1
2 50 k\
= 50
& \1 26.9%
o 40 li;_ 17.9%
@ 30
2 | J‘L\ \
D 20 : — Nlgnm 1w
2 |
o 10 :
|
0 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72

e Months From Randomization

Rini et al. ASCO 23: LBA4501

Progression-free survival (%)

CM9ER

100 - Median PFS (95% Cl), months
NIVO+CABO  16.4 (11.2-19.3)
SUN 7.1 (5.7-8.9)
754 HR (95% Cl), 0.55 (0.45-0.69)
45.8%
50 -
| 20.5%
254 o T |
23.8%
. Intermediate/poor 10.0%
T
0 6 12 18 24 30 36 4
Months

Burotto et al. ASCO GU 23: 603

in the absence of head-to-head studies, cross trial comparisons cannot be made as the trials differ in design, size, time period of recruitment, location of study sites etc.
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...und das Gesamtuberleben

CLEAR

T - “ay b
TN w4, LEN + PEMBRO
_W“““*‘*’wmrm*h“ﬁ .
T
Median OS, months (95% CI) SUN
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Hutson et al. ASCO 23: 4502

Overall Survival, %
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Rini et al. ASCO 23: LBA4501

Burotto et al. ASCO GU 23: 603

in the absence of head-to-head studies, cross trial comparisons cannot be made as the trials differ in design, size, time period of recruitment, location of study sites etc.
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TKI-10O Combos verbessern die Wirksamkeit bei
Patient:innen ohne Risikofaktor (gunstiges Risiko)

Favorable
1—’% Median PFS, months (95% Cl)
oy LEN + PEMBRO | 28.6 (17.2-37.0)
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Hutson et al. ASCO 23: 4502

Progression-Free Survival, %

100
90 |
80
70
60
50 —
40
30 -
20
10 -

0

KN426
Events, Median
n (%) (95% Cl), mo
Pembro + 97 (70.3)  20.7 (15.2-28.9)
Axitinib
N Sunitinib 91 (69.5) 17.9 (12.5-20.7)
34.0%
20.5%
1\ :
.. 1 19.30/0
:L 8.0%
_\; ﬁl_{i—LLl Le ml 1w

0

(- rrrrrrr1tr1T 1t 1 1 1T T
6 12 18 24 30 36 42 48 54 60 66 72 78

Months From Randomization
Rini et al. ASCO 23: LBA4501

Progression-free survival (%)

CM9ER

1004 Median PFS (95% Cl), months
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Burotto et al. ASCO GU 23: 603

in the absence of head-to-head studies, cross trial comparisons cannot be made as the trials differ in design, size, time period of recruitment, location of study sites etc.
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Bei gunstigem Risiko gibt es kein Signal fur ein
besseres Gesamtuberleben

CLEAR KN426 CM9ER

. 100 —
o = 74.6% 100+ 86,39
o e =~ 78.5% -~
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02| [SUN 59.9 (58.8-NE) ® 30 —— Median & 27  SUN 47.6 (43.6-NE)
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0 6 12 18 24 30 36 42 48 54 60 66 72
Hutson et al. ASCO 23: 4502 Rini et al. ASCO 23: LBA4501 Burotto et al. ASCO GU 23: 603

in the absence of head-to-head studies, cross trial comparisons cannot be made as the trials differ in design, size, time period of recruitment, location of study sites etc.
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Sarkomatoide NCC - eine Subgruppe von Tumoren
mit besonders aggressivem Verlauf

p=5.44e-11

100/on 134 n=688
kommt in allen NCC Subtypen vor
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Lopez-Beltran et al. (2009). International Journal of
Urology 16(5), 432-443. doi:10.1111/
j.1442-2042.2009.02302.x

Golshayan et al. (2008). Journal of Clinical Oncology

27(2), 235-241 Motzer, R. ]. et al. Cancer Cell (2020) doi:10.1016/j.ccell.202:

33
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Sarkomatoide NCC sind besonders 10-sensitiv
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Das Nierenzellkarzinom (NCC) besteht aus
verschiedenen Entitaten

——————————————————————————————————————————————————— _, | Clear cell renal cell
Glomerulus carcinoma
77N /\jo " | Proximal Tubular _ | Xp11 translocation
] B ( N, Y \\U \ " 7| convoluted tubule epithelium " | renal cell carcinoma
1 X Y 7 | Papill L cell
‘ . apillary renal ce
2 (2 E | carcinoma
=} ((/\\J) ( | :
: k(//\u | - Distal convoluted Intercalated Chromophobe renal
- | ] . J | tubule cells cell carcinoma
k ) | E Principal Collecting duct
Z/ ! cells renal cell carcinoma
— Loop of Henle —_— Collecting duct
| Calyceal Renal medullary
-------------------------------------------------- epithelium cell carcinoma

. L o Dizmanet al. Nat Rev Nephrol 2020: https://doi.org/10.1038/s41581-020-0301-x
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Neue WHO Klassifikation

EinfUhrung von molekularen Entitaten in die Diagnostik

ICD-0-3.2 ICD-O label (subeypes ave indicated in grey text, with the label indented)

Clear cell resal cel arcinona
Mudtiocular cysti rendl mecplasm of low malgrare possral

Nur noch 1
pRCC Typ

Urinary and Male
Genital Tumours

Papitiary

atencma
Papitiary renal cet carcnena

Oncocyiona
Chw el renad carcinema
Other aacecytx tumeurs of the kodsey

Colecting duct carcinoma

Clear coll papillary rensl coll tumou
Mucisous tubuilar and spundie cell carcinsema
Tubulocyssc remal cel carcinoma
Acquired cyatic dinease-aiscciated el cell carcroes
Ecntrophile s and cysic ress cell carcisons
Renal celt cancinona, NOS

arfired rmd caramamas
TFE3cearranged renal cedl carcinemas.
TFER-ahvered reaal cell cacisomas
FLOC (formerty TOIRT hmutated renal coll cardnems
Fumarate wydrstave-deboest reral crl carcimorma
Hereditiny bememysematons s reral cell carcmeens
sysdrome assoxiated remul cell carcemens
Sucisane derydivgenase defient reral el arinona

Molekular

H% Y ©1n ALK-rearmanged reval cell carxisonss
efinierte ——
85103 31-actoess mefutary dke senal et Gransma
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E t t t 85103 SNARCE] decers deafferentiated
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90 Adult st oepbroma
90 Pardiaeric stk nephesna
el mevenchyral tamowes
Ak resc mewnchyne tamnrs
w8500 Angicryoipama
a0 Orvncyre snpemoipers
presry Anglommyotpema with epahetis cysts
1 o, epehwiced
611 Harmangiobiasiona
310 Jutaghomesda: tamo
83510 Punctoesng juxtagiomerias cel lumour
8310 Nonfuacticning pxtagiomeruba cel tumsur
9560 Recmeellary insestinal cel tusmae
Ponfiatre eral mreschyma tumsas
9670 Ouifying seeal tunae ofinfascy
#9501 Meschlistc mephroma
#0501 Classic oagenital meseblassc nephvoma
9501 Cehuias congerstas mesatiaric nephroms
#9601 Mited congensal mescblnci sephrorsa
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Moch, H. et al. Eur Urol (2022) doi:10.1016/j.eururo.2022.06.016.



«- nicht-klarzelliges Nierenzellkarzinom ist keine Diagnose

«- Benenne jede Entitat mit lhrem Namen
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Empfehlungen der Leitlinien zur Systemtherapie

Leitlinienprogramm
Onkologie o M
9% | onkopedia
10.5 Fiur die nicht-klarzelligen Nierenzellkarzinome gibt es keine EK
entitdtsbezogenen Standards. ES erd empthlen,
10.7  Die nicht-klarzelligen Nierenzellkarzinome sollen auRerhalb ; ; Patienten mit nicht -
von Studien mit einer 10/10 oder 10/TKI Kombination ; : :
analog zu den klarzelligen Nierenzellkarzinomen behandelt A 1+ _ klarzelllgem
werden. e Nierenzellkarzinom
analog dem
10.8 Im Falle einer Monotherapie sollten bei metastasiertem .
nicht-klarzelligen Nierenzellkarzinom TKI-Inhibitoren, B 1+ _ Algorlthm_us der
praferenziell Sunitinib, eingesetzt werden. | klarze”lgen
- __ | Karzinome zu
10.9 MTOR-Inhibitoren kénnen beim chromophoben EK
Nierenzellkarzinom als Alternative eingesetzt werden. behandeln

Leitlinienprogramm Onkologie | Nierenzellkarzinom | Kurzversion 4.0 | Februar 2023
https://www.onkopedia.com/de/onkopedia/guidelines/
nierenzellkarzinom-hypernephrom/@@guideline/html/index.html



Faktoren in der Behandlungsentscheidung

Patient-
assoziierte
Parameter

Tumor-assoziierte

Parameter
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Zusammenfassung

10-Combos sind
der Standard in

der Therapie des
mets. NCC
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Zusammenfassung

10-Combos sind
der Standard in

der Therapie des
mets. NCC

Langzeitdaten der

Therapien sind
robust
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Zusammenfassung

Klinische

10-Combos sind
Parameter

der Standard in Langzeitdaten der

beeinflussen die
Auswahl der
(Mono-)Therapie

Therapien sind

der Therapie des obust

mets. NCC

40
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