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Risk stratification is the basis of therapy selection in 1st line
mRCC
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1st generation TKls achieve similar OS

1.0 J Median OS, months (95% CI)
N — Pazopanib (n=557): 28.3 (26.0-35.5)
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Motzer Rd et al. N-EnglJ-Med-2014;370:1769-1770.
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IPI-NIVO - sets the bar for long-term results (4 yrs. FU)

CM214 - RCC
T vone s

100 ?g',go/j,a,gﬁs 0S, Monate 48 1 (35,6-NE) 26,6 (22,1-33,5)
90 HR (95% KI): 0,65 (0,54-0,78)
p < 0.0001
80
70
—~ 60 4
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o 29 ! NIVO+IPI
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30 : : i : S-g28 SUN
1 1 1 1
20 | | | |
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1 1 1 1
0 T T : T : T i T T 1
0 6 12 18 24 30 36 42 48 i4 60 66
Pts. at risk mo. (Monate)
NIVO+PI 425 372 332 306 270 241 220 208 193 86 3 0
SUN 422 353 291 237 206 184 169 151 133 66 3 0

NE = not estimable
Albiges L et. al ESMO Virtual Congress, 2020; Presentation, Abstract #711P
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IPI-NIVO - sets the bar for long-term results (4 yrs. FU)
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al ESMO Virtual Congress, 2020; Presentation, Abstract #711P

CM67 - melanoma

100 - Improved OS with NIVO+IPI | NIVO | NIVO ’ 1Pl
90 - and vao VS Ipl over 5 years Median OS, mo (85% CI) NR (38.2-NR) 36.9 (28.2-58.7) 19.9 (16.8-24.6)
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Larkin] et al., N Engl ) Med 2019; 381:1535-46
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Better quality for CPl-induced responses (DoR)

D 1.0 -
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e 0.l
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8 0'1 (95% Q1) (NE)  (19.4-273) o4
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1 T 5 1 ) 1 ) | 3 ! 1|} | 1 | 1 1 1 A |
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No. at risk Months

NIVO+IPI 215 203 178 161 152 142 130 114 108 103 97 9 84 69 42 15 2 0
SUN 178 157 129 116 107 93 77 59 83 39 31 26 21 15 8 3 0 0

Follow-up: z 42 Mo. - ITT

ANADN o1 1

Motzer, R. et al.(2020). Journal for ImmunoTherapy of Cancer 8(2), e000891. https://
dx.doi.org/10.1136/jitc-2020-000891
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Type of response is associated with prognosis

IVO+I|PI
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Overall survival (probability)

T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time from 6-month landmark, months
No. at risk
CR 32 32 32 32 32 30 29 29 29 29 29 29 29 25 12 2
PR 166 162 160 157 155 152 148 139 135 132 128 124 118 100 49 18
SD 203 195 187 178 170 164 156 149 140 132 127 125 117 97 61 24
PD 80 64 54 48 45 37 33 31 29 26 22 22 20 18 13 5
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Motzer, R. et al (2020). Journal for ImmunoTherapy of Cancer 8(2), e000891. https://dx.doi.org/10.1136/jitc-2020-000891
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56-year-old with synchronous lung metastases
IMDC: intermediate risk

IPI-NIVO
6 Mo.
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56-year-old with synchronous lung metastases
IMDC: intermediate risk

ypT0, ypMO

IPI-NIVO
6 Mo.
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Metabolic response - a clinical tool for residual

d IS€ase Pre-treatment ~4 weeks (SCAN-2) ~4 months (SCAN-3)

1. Cho, S.Y. et al. Prediction of Response to Immune Checkpoint Inhibitor Therapy Using Early-Time-Point 18F-FDG PET/CT
Imaging in Patients with Advanced Melanoma. J Nucl Med 58, 1421-1428 (2017).
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FDG-PET response to IPI-NIVO is prognostic in Melanoma

100%-
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10041 Iravani et al. ASCO 2020
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Response-triggered therapy is an option for de-escalation

Nivolumab 3mg/kg 2w ( 2years)

Ipi 1mg/kg q6w Ipi 1mg/kg q6w Ipi 1mg/kg q6w Ipi 1mg/kg q6w Ipi cont.
L1 ! | ! | >
ow 2w 8w *14w 20w 2T6w

? t t 2

Radiologic assessment
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Continue Ipilimumab if SD or worse*
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IPI-NIVO - not a one-size-fits-all approach

1.0 g

0.9
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Progression-free survival
(probability)

favorable risk

Median PFS, months (95% Cl)
NIVO+IPI (N = 125) SUN (N = 124)
12.4 (9.7-18.0) 28.9 (22.1-38.4)
HR (95% Cl), 1.84 (1.29-2.62)

NIVO+IPI

No. at risk

NIVO+IPI 125

[ [
6 12 18 24 30 36 42 48 54 60
Months

82 52 40 29 24 19 16 12 3 O

SUN 124 97 72 56 41 30 20 16 8 0 O

Progression-free survival
(probability)

intermediate/poor risk

Median PFS, months (95% Cl)
NIVO+IPI (N = 425) SUN (N = 422)
11.2 (8.4-16.1) 8.3 (7.0-10.8)

HR (95% Cl), 0.74 (0.62-0.88)

No. at risk

I I
6 12 18 24 30 36 42 48 54 60
Months

NIVO+IPI 425 232 163 130 101 94 80 70 50 13 O
SUN 422 189 107 75 47 30 22 16 9 3 O

© Universitatsmedizin Essen
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Durability of CPl-induced responses is steady

favorable risk

Median DOR, months (95% Cl)
NIVO+IPI (N = 37) SUN (N = 64)
NR (22.7-NE) 33.2 (23.7-NE)
HR (95% Cl), 0.79 (0.39-1.57)

Response (probability)
o
Ul
|

I I I I
0O 6 12 18 24 30 36 42 48 54 60
Months
No. at risk
NIVO+IPI 37 31 26 24 20 18 16 12 7 1 0
SUN 64 53 46 37 30 21 14 9 4 0 0

intermediate/poor risk

Median DOR, months (95% Cl)
NIVO+IPI (N = 178) SUN (N =113)

NR (45.8-NE) 19.7 (15.4-25.0)
HR (95% Cl), 0.45 (0.31-0.65)

Response (probability)

I I I I I ]
0O 6 12 18 24 30 36 42 48 54 60
Months
No. at risk
NIVO+IPI 178 145 123 104 88 78 71 57 31 2 0
SUN 113 75 59 40 22 15 11 7 3 0 0

© Universitatsmedizin Essen

16

Albiges et al. ESMO 2020: 711P



Can we do any better by

combining TKI-CPI?
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Ipilimumab + Nivolumab (CM214, 42 mo FU):
late separation of the curves with long-term effects

PFS per IRRC

Primary efficacy population: Intermediate/poor

Progression-free survival (probability)

T T T T T T i T T T t T T T t T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

No. at risk Months

NIVO+IP] 425 302 229 182 159 144 126 113 98 95 90 82 75 70 56 34 13 2 0

SUN 422 280 188 136 104 88 73 59 45 36 30 25 21 16 1 8 3 0 0

1. Motzer RJ, et al. N Engl J Med 2018;378:1277-1290.

Motzer, R. et al .(2020). Journal for ImmunoTherapy of Cancer 8(2), e000891. https://dx.doi.org/10.1136/jitc-2020-000891
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Axitinib-based CPI-combinations impact early on PFS

KN426
med. FU: 12,8 Mo. (ITT)

Hazard ratio for disease progression or death,
0.69 (95% Cl, 0.57-0.84)

10

JAVELIN101
med. FU 11,6 Mo. (ITT)

P<0.001
$_ 80 9
w X —
=5 70 £ 80
© o =
E ﬁ 60 2z 707 Avel
o £ 6
g E 50- Pembrolizumab-axitinib (%) N
2o b _
o § 404 £ 50 Avelumab +axitinib
=2 S 40
2% 30 3
99 ] 304
= g -
S 20 » 204 Sunitinib
Sunitinib a
10+ 10
° 0 4 8 12 16 20 2 0 ' ' ! ' ' ' ' ! ' '
0 6 8 10 12 14 16 18 20 22 24
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Motzer et al. N Engl ) Med NEJM0a1816047 (2019).

Rini, B. I. et al. N Engl J Med NEJMoa1816714-12 (2019). doi10.1056/NEIMoa 1816047
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Axitinib-based CPI-combinations impact early on PFS

KN426
med. FU: 12,8 Mo. (ITT)

Hazard ratio for disease progression or death,
0.69 (95% Cl, 0.57-0.84)

Months

10

JAVELIN101
med. FU 11,6 Mo. (ITT)

P<0.001
$_ 80 9
w X =
=5 70 £ 80
] =
EN T 2 70 Avelt
o £ 6
g E 50- Pembrolizumab—axitinib (%) N
2o b _
o § 404 £ 50 Avelumab +axitinib
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2% 30 3
99 ] 304
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S 20 » 204 Sunitinib
_ . _I1Sunitinib E
10 10
° 0 4 8 12 16 20 2 0 ' ' ! ' ' ' ' ! ' '
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Motzer et al. N Engl ) Med NEJM0a1816047 (2019).

Rini, B. I. et al. N Engl J Med NEJMoa1816714-12 (2019). doi10.1056/NEIMoa 1816047
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or current standard 1st line combinations

CM214
0-6 RF

z
3 Median, mo NR 329
s 0.7 4 64% (95% Cl) (NE) (NE)
° 17.5mo’
5§ 064 i HR 0.68 (0.49-0.95)
= : (99.8% CI) P <0.001
® 0549 H
% ! Median, mo NR 7.9
4 H H (95% ClI) (NE) (32.2-NE)
5 o4 : : s o
= 03 : : HR 0.71 (0.59-0.86)
T B : i (95% CI) P=0.0003
° H H
6 024 H H H Median, mo NR 384
H H H (95% Cl) | (46.3-NE) | (32.0-447)
14 H ' ' 42mo
0 : : i HR 0.72 (0.61-0.86)
: H H 5 =
004 H H H (95% CI) P=0.0002
T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
No. at risk Months

NIVO+IPI 550 523 493 465 444 426 411 390 372 353 337 323 309 302 286 241 135 49 3 0
SUN 546 507 472 435 405 369 347 326 310 294 281 268 257 247 228 197 125 49 4 0

Tannir et al . ASCO GU 2020: 609

KN426
0-6 RF

Pembrolizumab-axitinib

Sunitinib

Patients Who Were Alive (%)
«u
=)
I

Hazard ratio for death, 0.53 (95% Cl, 0.38-0.74)
P<0.0001

0 T T T T T 1
0 4 8 12 16 20 24

Months

iib 432 417 378 256 136 18 0
429 401 341 211 110 20 0

Rini, B. I. et al. N Engl J Med NEJMoa1816714-12 (2019).

JAVELIN101
0-6 RF
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8
o 06
=3
z 0s
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E 04
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02
0171 Strarified:
0 HR (avelumab + Axitinib vs Sunitinib) = 080, 95% C1 0616, 1.027), L-ided p = 0.0392
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Overall Survival Time (Months)
No. atrisk
Avelumab + Axitinib: 442 424 410 401 385 372 360 327 262 206 150 98 77 47 19 5 1 0
Sunitinib: 444 428 407 387 366 346 338 296 234 186 135 97 74 47 14 4 1 0
———— Avelumab + Axitinib: (N=442, Events=10, Median=NE, 95% CI (30.0, NE))
———— Sunitinib: (N=444, Events=129, Median=NE, 95% CI (27.4, NE))
EPAR Avelumab SEP 2019

CM214

KN426

JAVELIN101 RCC

FU (mo.)
CR (%)
ORR (%)

42
11
42

12,8
5,8
59,3

19
3.4
51,4
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KN426: longer FU (z 23 Mo.) has impact on outcome parameter

100 =

90
80
70
60
50

0S, %

40
30
20
10

OS in the ITT Population Pembro+ o .. .
0% Axitinib n = 429
- 790/0 740/0 n = 432
= Best response, n (%)
|
~ | ICR 38 (8.8) 13 (3.0) |
~ : : PR 222 (51.4) 158 (36.8)
-~ : ! —— SD 100 (23.1) 150 (35.0)
- Events,n | Median(95% Cl),mo | ‘ 22,:-0(5:1£95A Cl, 0.55-0.85) ‘ PD 49 (11.3) 74 (17.2)
ol o NEP 16 (3.7) 28 (6.5)
=1 Sunitinib 178 | 35.7 (33.3-NR) : NAC 7 (1 _6) 6 (1 _4)
1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 Duration of response, 23.5 15.9
o median (range), mo (1.4+ to 34.5+) (2.3 to 31.8+)

3Because superiority of pembrolizumab + axitinib was shown at the first interim analysis, no alpha was allocated to OS: only nominal P values are reported. Data cutoff: January 6, 2020.

5001 Plimack et al. ASCO 2020
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Cabozantinib + Nivolumab (CM9ER) - a future option in 1st line

HR: 0.60 (98.89% CI, 0.40-0.89)
P value: 0.0010

vvvvvvvvvvvvvv

Cabozantinib + nivolumab (n=323)
Median OS: NR (NE)

Sunitinib (n=328)

Median OS: NR (95% CI, 22.6-NE)

1.07
1.07 0.9
0.97 HR=0.51 (95% CI, 0.41-0.64) '
' P value: <0.0001 5 0.8]
0.87 o
o, 0, b 07'
0.7 ORR (95% Cl) 007" 211% 0001 &
[50,1-61,2] [22,4-32,3] o 0.6
0.67 il
o
0.57 s 0.5]
0.47 £ 04
0.3 l 8 03
o
0.27 cabozantinib + nivolumab (n=323) a 0.2
0.17 Median PFS: 16.6 (95% CI, 12.5-24.9) months
: Sunitinib (n=328) 0.1
0 - Median PFS: 8.3 (95% CI, 7.0-9.7) months
| | | | | | | | | | 00-
0 3 6 9 12 15 18 21 24 27

Time (months)

Choueiri TK, et al. ESMO 2020; oral presentation (#6960).

0 3 6 9 12 15 18 21 24 27 30

Time (months)
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US. to be presented at
ASCO GU

Symposium 2021

Home > Media Center > Press Releases

KEYTRUDA® (PEMBROLIZUMAB) PLUS LENVIMA®
(LENVATINIB) DEMONSTRATED STATISTICALLY
SIGNIFICANT IMPROVEMENT IN PROGRESSION-FREE
SURVIVAL (PFS), OVERALL SURVIVAL (OS) AND OBJECTIVE
RESPONSE RATE (ORR) VERSUS SUNITINIB AS FIRST-LINE
TREATMENT FOR PATIENTS WITH ADVANCED RENAL CELL

CARCINOMA
LENVIMA Plus Everolimus Also Showed Statistically Significant Improvement

in PFS and ORR Endpoints Versus Sunitinib
Results of Investigational Phase 3 KEYNOTE-581/CLEAR Trial (Study 307) to
be Presented at Upcoming Medical Meeting

© Universitatsmedizin Essen
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Efficacy parameter of TKI-CPI combinations

COSMIC-021 COSMIC-021 9-ER KEYNOTE426 JAVELIN TINIVO
CABO 40 mg CABO 60mg CABO 40mg AXITINIB AXITINIB LENVATINIB | TIVOZANIB +
+ ATEZO + ATEZO +NIVO + PEMBRO + AVELUM + PEMBRO NIVO
(N=34) (N=36) (N=323) (n=432) (n=442) (n=104) (n=25)
Median Follow up , mo 25.8 15.3 18.1 12.8 11.6 - 19.0
52
ORR - BICR : - 55.7 59.3 51.4 (pretreated Se%
ORR - Investigator 53 58 59.4 pretreate °
population)
P;‘:g;ess“’e disease, n(%) 2 (6%) 2 (6%) 5.6% 11% 11.5% ‘ 6% \ 4%
g:z:ase control rate, % 94% 92% 88% 83.3% 81% 93% 96%
PFS 19.5 15.1 16.6 15.4
, 13. 11. 18.
Median (95% Cl), months (11.0-NR) (8.2-22.3) (12.5-24.9) (12.7-18.9) 3.8 3 8.9
0s, ) ) NR NR NR \R NE
Median(95% Cl), months (HR 0.6) (HR 0.53) (HR

© Universitatsmedizin Essen
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Efficacy parameter of TKI-CPI combinations

COSMIC-021 COSMIC-021 9-ER KEYNOTE426 JAVELIN TINIVO
CABO 40 mg CABO 60mg CABO 40mg AXITINIB AXITINIB LENVATINIB | TIVOZANIB +
+ ATEZO + ATEZO +NIVO + PEMBRO + AVELUM + PEMBRO NIVO
(N=34) (N=36) (N=323) (n=432) (n=442) (n=104) (n=25)
Median Follow up , mo 25.8 15.3 18.1 12.8 11.6 - 19.0
52
ORR - BICR : - 55.7 59.3 51.4 (pretreated Se%
ORR - Investigator 53 58 59.4 pretreate °
population)
P;‘:g;ess“’e disease, n(%) 2 (6%) 2 (6%) 5.6% 11% 11.5% ‘ 6% \ 4%
g:z:ase control rate, % 94% 92% 88% 83.3% 81% 93% 96%
PFS 19.5 15.1 16.6 15.4
, 13. 11. 18.
Median (95% Cl), months (11.0-NR) (8.2-22.3) (12.5-24.9) (12.7-18.9) 3.8 3 8.9
0s, ) ) NR NR NR \R NE
Median(95% Cl), months (HR 0.6) (HR 0.53) (HR

Choueiri et al. ESMO 2020 presidential session; Rini et al. NEJM 2019; Motzer et al. 2019; Lee et al. ASCO 2020. Albiges et al. in press 2020
R o modified from Albiges ESMO 2020 24
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47-year-old pts. with oligometastatic mRCC on axitinib + pembrolizumab
IMDC risk: intermediate

Baseline, symptomatic
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47-year-old pts. with oligometastatic mRCC on axitinib + pembrolizumab
IMDC risk: intermediate

Baseline, symptomatic 6 mo. later, very good PR
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Depth of response informs on prognosis in mRCC

Pembrolizumab + Axitinib

100
AT I
.-‘.. 2 Ly el AR

60 '-"-Jl.l.'.
50 .‘.".uu.n.na

0S, %

CR (n = 18)

0% to < -30%
(n=282)

6 1 |4 18 24 30 36
Months

Data cutoff: January 6, 2020.

5001 Plimack et al. ASCO 2020
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Overall survival (probability)

1.0

0.9

0.8

0.7 1

0.6

0.5

0.4

0.3

0.2 5

0.1

0.0+

Ipilimumab + Nivolumab

NIVO-+IPI

[ [ [ [ [ [ [ [ [ [ [ [ [ [ [ 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months from 6-month landmark

Grunwald ESMO 2019 :2368P
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Resection of metastasis

RO-resection

20 % vital cells

1. Stop therapy
2. Continue both agents
3. Continue one agent




G Universitdtsmedizin Essen
\ ) Universitatsklinikum

DKG::

Switch-Maintenance - not an option in mRCC HA@DW

1.0 -H—|:
Nivollumab: n = 25, 20 events, median = 3 months
TKI continuation: n = 24, 12 events, median = 11.9 months
TKIl induction 0.8 -
Randomlze 5
c 0.6 -
0
()
5
o)
<
3
o
Nivo- TKI
lumab cont. 0-2 7
0.0 - Logrank test: p = 0.0026

\ \ \ \ \ \ \
0 5 10 15 20 25 30

Grunwald et al. ESMO 2019: 959P



Tolerability




Universitdtsmedizin Essen
Universitatsklinikum

TKI toxicity dominates the AE profile of axitinib-
combination

Grade 3-4 TRAE: Grade 3-4 TRAE:
46,6% 63,9% 63% 58%

Nivolumab plus ipilimumab
group (n=547)*

Sunitinib group
(n=535)*

Diarrhoeal 28-2%] 3-8% 5-8% |52-7% Pembro + Axi Sunitinib
Fatigue 37-8%] 149:7% Diarrhea -
Palmar-plantar erythrodysaesthesia | 43-6%
Hypertension . 40-9% Hypertension -
Nausea 20-1%| [38-3% PPE -
Dysgeusia . |33-6%t Fatigue
Mucosal inflammation Hypothyro|d|sm _
Stomatitis| Nausea
Hypothyroidism ]26-0%1 .
Decreased appetite 13-9%[ 13% | 25-2% Decreased appetlfe ]
Vomiting 11-0%1| | 21-5% Dysgeusia
Dyspep5|a b ALT increased —
Thrombocytopenial AST increased —
Asthaenial Stomatitis
Anaemia Mucosal inflammation —
Rash 22:7%| Dvsbhonia -
Increased lipase concentration 16-8% ysp on!a
Pruritus 29.3%1] 19-20%% Thrombocytopenia
T T T T T T T 1 I I T I I I I I I I T I I I I I
2 020 30 40 50 60 100 90 80 70 50 40 30 10 20 30 40 50 60 70 80 90 100
Time since initiation of treatment (months) Incidence, %
[ Nivolumab plus ipilimumab grade 3 or 4 adverse events [l Sunitinib grade 3 or 4 adverse events
[ Nivolumab plus ipilimumab any-grade adverse events [ Sunitinib any-grade adverse events
Motzer, R. J. et al. Lancet Oncol (2019). doi:10.1016/S1470-2045(19)30413-9 DAwle o in Onen N10 - n / A N N10
JVV C . \./ \J y \J UMM y av -1 \“J UV \J
30
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Similar pattern for Cabo-Nivo combination

- Diarrhoea
\2, Hand-foot syndrome
o2 Hypertension
NS Hypothyroidism
i=N") Fatigue
= Nausea
'S % Mucosal inflammation
3 _g- Dygeusia
S8 Stomatitis
w3 Decreased appetite
E s AST increased
[ ALT increased

Events, %

S57

Cabozantinib + nivolumab (n=320)

60

50

40

Suntinib (n=320)

43

40
33

220 Grade 1-2 -
o5 Grade >3 [

25
20
23
17

30 20 10 0

Cabozantinib + nivolumab (n=320)

20 30 40 50 60

Sunitinib (n=320)

Any grade Grade 23 Any grade Grade 23
All cause AEs 100 75 99 71
Treatment-related AEs 97 61 93 51

The observed safety profiles of cabozantinib plus nivolumab, and of sunitinib,

were as expected on the basis of the known profiles of these three drugs

aTotal bar represents treatment-related AEs of any grade 220% in either treatment arm; of these events, none were Grade 5. "Grade 23 treatment-related AEs were reported in <3.0% unless
otherwise indicated. cIncluded events that occurred on therapy or within 30 days after the end of the treatment period of all treated patients. One death was considered by investigators to be
treatment related with cabozantinib + nivolumab (small intestine perforation), and 2 deaths were considered treatment-related with sunitinib

(pneumonia and respiratory distress).

Choueiri TK, et al. ESMO 2020; oral presentation (#6960).
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Adverse Events of current 1st line options

B Ipilimumab+Nivolumab M AXI-Avelumab B CABO-Nivolumab M AXI-Pembrolizumab

70

52,5

35

17,5 -

TRAE Grade =3 fatal AE discont. 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 NEJMoa18168&7 (2019). doi:10.1856/NEJMoa1816047. Rini, B. I. et
al. N Engl J Med NEJMoa1816714-12 (2019).
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TKI is a driver of chronic toxicity

NIVO+IPI (n = 255)

—_— 5 —
- 1 &\o, m— Endokrin —
E . g » 4 — = Gastrointestinal —
< cu Hepatisch
§332s-
b~ ©
c O
88582
OS5 <
o o) g T4 A =7 0 ™
<0 - I | | | I I | I I nl I | = | | I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Zeit (Monate)
Sunitinib (n = 342) s Blut und Lymphsystem —
5 m—— Gastrointestinal
o O T R |
~ . g\i ena
E n T4
. (72]
€ e w
$® 323
- - T <
c O =0
S E852-
595 <,
o o277 | v na_n
(] A M M M I
< 0 —tr—T" T 71T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Zeit (Monate)

* selected AEs in all treated patients shown
Tannir NM et al. Genitourinary Cancers Symposium San Francisco, 2019; Poster Presentation #547
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1 Improvement

Impact on HR-QoL varies
among combinations

Nivolumab + Ipilimumab

67 ‘ Decline

4 Minimally Important Difference

-6=] B Pembrolizumab + axitinib

87  m Sunitinib

65 -4 Nivolumab

ean (95% CI) Score Change From Baseline
N o

L L
%

- Everolimus -10= H
0 3/4 6 9/10 12 15/16 18  21/22 24 30
No. of patients Weeks

4 P+A 400 376 355 344 325 315 308 296 298 271
H T 4 % ] s 410 341 349 307 313 277 282 233 248 238
5 o ; +{% 1 %%% I 3 Bedke et al. EAU 2020
2 S S % T
£ i '+‘ T
< . ' -
¢ - ,
I R S _ T *
2 4 . T T T T o L o 1
g -] I‘ + l Y et W P ¢ -1 T ) « .
£ o S SLEEES o SRR SR SR S S8 G P o G | Cabozantinib + Nivolumab
i 2 - o O - $ Improvement
g A

-4 I

-6 T T T T . T T T T T T T T T T T T T 1 l

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 8o 84 88 92 96 100 104
Deterioration

Study )
Number at risk tudy week

Nivolomab 361 334 302 267 236 208 186 164 159 144 132 119 112 97 90 89 81 72 63 59 53 44 43 31 30 26 20
Everolimus 343 316 270 219 191 157 143 122 102 97 87 74 73 63 58 49 44 35 30 28 24 21 15 12 12 9 9

LS mean (95% CI) change from
baseline FKSI-19 DRS score

Cella, D., Grianwald, V., Nathan, P., Doan, J., Dastani, H., Taylor, F., et al. (2016). _S'I ——— T
Lancet Oncology, 17(7), 994-1003. http://doi.org/10.1016/51470-2045(16)30125-5 8 7 138 1925 31 37 43 49 55 63 67 73 79 85 O
s Nivolumab + cabozantinib Time (week)

— SUNItiNib

Choueiri TK, et al. ESMO 2020; oral presentation (#6960); 2. Rao D, et al. J Pain Symptont
Manage 2009;38:291-298.
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Pharmacological background for 1st line components

Avelumab Ipilimumab Nivolumab Pembrolizumab Axitinib Cabozantinib

Half-life: Half-life: Half-life: Half-life: Half-life: Half-life:
6 days 15 days 25 days 22 days 3-6h 110h

5X t12: 5x t1/2:
approx. 1 day approx. 23 days

PK information accessed at on 05.10.2020


https://www.ema.europa.eu/

64-year old male patient
* Presents with renal mass and lung lesions

 Biopsy reveals: ccRCC, G2 in lung and renal lesions
« TNM: cT3b, cNO, cM1 (lung)
« Stage: IV

medical history:
restrictive pulmonary disease (FVC 50%)
replicative chronic Hepatitis B
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Hepatic toxicities of combinations vary

AXI-AVELU: AXI-PEMBRO:
iIr-Hepatitis: Ir-Hepatitis:

IPI-NIVO:
ir-Hepatitis:

alle Grade 6,3% ALT Grad =z3; 20%
Grad =z3: 4,3% AST Grad =3: 13%

alle Grade 18,5%
Grad z3: 8,2%

© Universitatsmedizin Essen
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Hepatic toxicities of combinations vary

AXI-AVELU: AXI-PEMBRO: IPI-NIVO:
Ir-Hepatitis: Ir-Hepatitis: ir-Hepatitis:

alle Grade 6,3% ALT Grad z3: 20% alle Grade 18,5%
Grad =z3: 4,3% AST Grad z3: 13% Grad z3: 8,2%

Therapy choice: Axitinib + Avelumab

monthly HBV PCR monitoring


https://www.ema.europa.eu
https://www.ema.europa.eu
https://www.ema.europa.eu
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Antibiotics and TKls alter the microbiom

9% ORR bei Pts. mit Antibiose

*

100+

80

60- mm PR/CR
m SD>6 mo
i SD<6 mo

40 == PD

20+

ATB (16%)

NoATB (84%)

R

|NR

TKI Vorbehandlung
verandert das Mikrobiom

- TKIL =47 ||
W Control aduits n>2500 )
_unclassif

iformis

Diskriminierende Bakterien

I noATB =58 W ATB= 11

Eubacterium_rectale -

Bacteroides_finegoldii -

Lachnospiraceae_bacterium_3_1_57FAA_CT1-

Clostridium_hathewayi -

Bifidobacterium_dentium-

Erysipelotrichaceae_bacterium_6_1_45-

Clostridium_scindens -

Erysipelotrichaceae_bacterium_2_2_44A-

N

3 4
LDA score

o

Derosa, L. et al. (2020). Gut Bacteria Composition Drives Primary Resistance to Cancer Immunotherapy in Renal Cell Carcinoma Patients European Urology
78(2), 195-206. https://dx.doi.org/10.1016/j.eururo.2020.04.044
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Conclusions
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Conclusions

* Immune-combinations are a new standard of care in 1stline mRCC treatment

* CPl-induced responses are durable

* CPI-CPI and TKI-CPI offer different benefits/risks

* CPI-CPI has the longest FU and reaches a plateau

» TKI-CPI offers broad and early tumor response, long-term results need to be established
* Toxicities differ substantially between combinations

* Refrain from using a fixed combination in all patients

« Use each combination in the indication, where it offers the best benefit



