PRECISION ONCOLOGY:

RENAL CANCER




Numerous options in advanced disease — so how do we treat
with precision?
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59 yr old male
Haematuria
No PMH

No regular meds

Case 1 - mRCC




IMDC risk score — (broadly) reflective of tumour biology

e Convenient

* Useful - but not perfect

Karnofsky PS

Haemoglobin

Time from initial diagnosis to treatment
Corrected calcium

Platelet count

Neutrophil count

IMDC, International Metastatic RCC Database Consortium; LLN, lower limit of normal; PS, performance status; ULN, upper limit of normal.
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Heng et al. Lancet Oncol. 2013;14:141-8; Heng et al. ] Clic Oncol 2009;27:5794-99;

Favourable

risk

Intermediate

risk

Poor risk

= 20%

= 60%

= 20%

Patients receiving I line single-agent TKI

o e |
é- 1.0 ’W‘—“"—-—L.,_‘_|L.H = Favorable
% 0.9 1 ﬁi 0.'1"5 IF?termediaTe
1* == Poor
_g 0.8 i
= 0.7 1 i 0.53 t'—‘
= 06{ % |
2 05 N,
S 0.4- %,
o 'y
v 0.3 A,
—_ by
© 0.2- L
a ¥ l’f'-i-a l
> 01 - ”“'.. -
o
0 12 24 36 48

Time Since Therapy Initiation (months)

No. of events/No. at risk

Favorable 11/133 16/110 4/62 2/22 0/3
Intermediate  61/301 50/182 17/82 218 0/3
Poor 94/152 19/36 1/3 01 0/0




Tumour biology is heterogeneous between and within
IMDC groups
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59 yr old male
Haematuria
No PMH

No regular meds

CASE 1 - mRCC
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First-line systemic therapy in advanced ccRCC -
ESMO guidelines

Advanced ccRCC

Intermediate- and

Favourable-risk IMDC group poor-risk IMDC groups

Ipilimumab-nivolumab (I, A; MCBS 4]*
Lenvatinib-pembrolizumab (I, A; MCBS 4]3*
Axitinib-pembrolizumab (I, A; MCBS 4]*
Cabozantinib-nivolumab [I, A; MCBS 4]°

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

* . .
Only available in Scotland eUpdate — Renal Cell Carcinoma Treatment Recommendations

Published: 28 September 2021
T. Powles, L. Albiges, A. Bex, et. al, on behalf of the ESMO Guidelines Committee



KEY TREATMENT CHOICES BY IMDC GROUPS
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Trials of Combination Therapy for First-line Treatment of mRCC

Checkmate214
PD-1+ CTLA-4
Phase Il N=1070
Co-primary endpoints:
PFS, OS, ORR

RANDOMISATION

Nivolumab +

ipilimumab Sunitinib

Javelin Renal 101
PD-L1 + VEGFR TKI
Powered for intermediate and poor risk
Phase Il N=583
Primary endpoint: PFS

RANDOMISATION

Avelumab +

axitinib Sunitinib

IMmotion151
PD-L1 + VEGF MADb

Phase Il N=915
Co-primary endpoint: PFS, OS

RANDOMISATION

Atezolizumab + e

Keynote 426
PD-1 + VEGFR TKI

Phase Il N=840
Co-primary endpoint: PFS, OS

RANDOMISATION

Pembrolizumab +
axitinib

Sunitinib

CLEAR
VEGFR TK + mTOR / PD-L1

Phase Il N=735
Primary endpoint: PFS

RANDOMISATION

Lenvatinib + Lenvatinib + o

CheckMate 9ER
PD-L1 + VEGF TK| & CTLA-4

Phase Ill N=1014
Primary endpoint: PFS

RANDOMISATION

Nivolumab +
ipilimumab +
cabozantinib

Nivolumab +

cabozantinib Sunitinib




Select First-line Combination Trials in mRCC

CheckMate 2141
Ipi/Nivo vs Sun
(n =550 vs n =546)

KEYNOTE-4262
AXi/Pembro vs Sun
(n =432 vs n =429)

CheckMate 9ER?3
Cabo/Nivo vs Sun
(n =323 vs n = 328)

CLEAR*
Len/Pembro vs Sun
(n =355 vs n =357)

mQOS, mo 55.7 vs 38.4 45.7 vs 40.1 37.7 vs 34.3 NR vs NR
HR (CI) 0.69 (0.59-0.81 0.73 (0.60-0.88) 0.70 (0.55-0.90) 0.72 (0.55-0.93)
Landmark OS 12 mo 83% vs 78% 90% vs 79% 86% vs 76% (est.) 90% vs 79% (est.)
Landmark OS 24 mo 71% vs 61% 74% vs 66% 70.3% vs 60.3% 79% vs 70%
mMPFS, mo 12.2 vs 12.3 15.7vs 11.1 16.6 vs 8.3 239 vs 9.2
HR (CI) 0.86 (0.73-1.01) 0.68 (0.58-0.80) 0.56 (0.46-0.68) 0.39 (0.32-0.49)
ORR, % 39 vs 32 60 vs 40 56 vs 28 71 vs 36
CR, % 12 vs 3 10 vs 4 12 vs 5 16 vs 4
Median DoR NRv 19.7 23.6 v 15.3 20.2v 115 258 v 14.6
Median F/U, mo 67.7 42.8 32.9 33.7
Primary PD, % 18 I 6 5
Prognostic risk, %

= Favourable 23 32 23 31

= |ntermediate 61 55 58 59

= Poor 17 13 19 9
Prior nephrectomy, 82 83 69 74

%

T. Motzer. ESMO 202 1. Abstr 661P. 2. Rini. ASCO 2021. Abstr 4500.
3. Motzer. ASCO GU 2022. Abstr 350. 4. Motzer. ASCO GU 2021. Abstr 269.




Il Complete response
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Higher ORR and PFS for IO/TKI vs TKI alone in favourable risk —
BUT no OS advantage

| _|Progressive disease

Favorable risk®

NIVO+CABO
(n=74)

M Partial response

[ |Unable to determine

SUN
(n=72)

66.2 (54.3-76.8) 44.4 (32.7-56.6)
2.8 (1.5-9.7) 4.1 (1.7-20.2)
NR (21.7-NE) 13.3 (9.9-NE)

aZero patients had a BOR of “unable to determine” with NIVO+CABO; PAmor
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Progression-free survival (probability)

A. Progression-free survival

Median PFS (95% CI), months

NIVO+CABO | SUN

24.7 (13.1-N§) 12.8 (9.6-18.5)

HR (95% Cl), 0.58 (0.36-0.93)

o
o
o

No. at risk
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SUN 72
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B. Overall survival

months
NIVO+CABO SUN
NR (NE) NR (28.4-NE)

HR (95% CI), 0.94 (0.46-1.92)

1
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1
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0.0
0

No. at risk

NIVO+CABO 74
SUN 72

74
70

70
68

1
9 12 15 18 21 24
Months

39 24
38 20

68 67 64 55
67 62 61 54

27 30 3
15 3 0
8 1 0

Choueiri TK, et al. N Engl J Med. 2021 ;384(9):829-841
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UK Renal Oncology Collaborative (UK ROC): Is it time to look
favourably on first-line immunotherapy containing combinations

in all IMDC groups?
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UK RWD - suggests an OS advantage for IO/TKI vs TKI in favourable risk patients

But retrospective

McGrane et al. Cancer Med 2024



There is also a ‘very favourable’ risk group..

« Avery favorable risk subgroup within the favorable group was described’, the criteria

are the following:

Primary diagnosis to Absence of brain, liver, or Karnofsky Performance Status

systemic therapy 23yr bone metastasis 90 or 100%

« There is no data about the efficacy of IO combinations in this subgroup

1.  Schimdt AL, etal. JCO 2021.39.6_suppl.339

Very Hazard Ratio
Favorable Favorable (Favorable vs. Very
(n=454) (n=1091) Favorable) p-value
Median OS, months 64.8 (58.8 - 45.6 (42.0 1.84 (1.56 - 2.20)
(95% Cl) 70.8) - 50.4) <0.001
Median time to treatment 16.3 (14.8 - 12.0 (11.2 1.31 (1.16 -1.48) <0.001
failure, months (95% CI) 18.2) -12.9)

Schmidt et al ASCO GU 2021; M. Zarba ASCO 2024



Overall Survival

Median Follow-up = 33 months

Favorable Risk

Logrank p=0.6011

P
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Response (%)
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Tannir et al. Abstract 363 ASCO GU 2024



ESMO GUIDELINES LATEST UPDATE!....

Adapted from Powles 2024

Advanced and metastatic ccRCC

+

v

Intermediate- or poor-risk disease

Lenvatinib—pembrolizumab [I, A; MCBS 4]*
Axitinib—pembrolizumab [1, A; MCBS 4]°

Cabozantinib—nivolumab [I, A; MCBS 1]°
Ipilimumab-nivelumab [1, C; MCBS 4]
Sunitinib 1, C]

Pazopanib [l, C]

Tivozanib [il, C]

T

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

Ipilimumab—nivolumab [I, A; MCBS 4]"
Axitinib-toripalimab“ [I, C]

Please note Axitinib-Toripalimab is not approved as a treatment for IL aRCC in the UK*

Please note Ipilimumab-Nivolumab is not approved as a treatment for Favourable Risk in IL aRCC in the UKA

1powles et al. RCC ESMO Guidelines 2024

*Opdivo SMPC 2024: OPDIVO |0 mg/mL concentrate for solution for infusion - Summary of Product Characteristics (SmPC) - (emc) (medicines.org.uk)

AMAxitinib SMPC 2024:Inlyta 5 mg film-coated tablets - Summary of Product Characteristics (SmPC) - (emc) (medicines.org.uk)




Sarcomatoid change is a predictive biomarker for response to 10

Post hoc exploratory analysis

mPFS, months

(95% Cl)!

HR (95% Cl)!

OPDIVO +
YERVOY
(n=74)

26.5 5.5
(7.2-NE) (4.1-6.9)

0.50 (0.32-0.80); p=0.0036

46%

12%

]
P<0.0001 g
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- ORR: 60.8% 25
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P‘n 30 ORR. 23-10/0 E
o« (95% C113.5-35.2) 01 -
20 - CR: 6.2%
0.0 T T T T I I
0 -
PR: 37.8% PR: 16.9% No. at risk
o .
OPDIVO + YERVOY SUNITINIB sunitinib 65 33 20 15 1 10 9
(N=74) (N=B5)

Adapted from Tannir NM et al. 20227

Intermediate/poor-risk sRCC: PFS per IRRC'
(5-year minimum follow-up)

References: 1. Tannir NM et al. Poster presented at ASCO GU 2022 (17-19 February). Poster 352. 2. Motzer RJ et al. N Engl J Med 2018; 378:1277-1290.
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Metastatic clear cell RCC

|

Multidisciplinary tumor

Observation, SBRT, metastasectomy ol sl

+/- pembrolizumab (<1y from l
nephrectomy)
Yes Oligometastatic RCC  —
In select cases: cytoreductive l
nephrectomy

Nivo+ipi +——ACEM+—— Sarcomatoid features Algorithm for
first-line
treatment

Favorable risk DERT IMDC risk group — " Intermediate and poor risk
[ ] [ )
| | selection in
Pembro+axi, nivo+cabo or Need for rapid disease-
pembro+lenva . penisol Ko m RC C

In select cases: nivo+ipi or TKI
monotherapy

Physician’s preference:
nivo+ipi, pembro+axi,
nivo+cabo or pembro+lenva

Pembro+axi, nivo+cabo or
pembro+lenva

In select cases: nivo+ipi or TKI

In select cases: TKI
monotherapy

monotherapy

Barragan-Carrillo et al Eur Urol 2024



WHAT ABOUT PD-LI?

1.0

0.9

0.8

0.7

0.6

0.5-

0.4

0.3

Overall Survival (Probability)

0.2

0.1

0.0
0

No. of patients at risk

Nivolumab 94
Everolimus 87

3

86
77

PD-L1 21% (n = 24%)
Median OS, months (95% CI)
Nivolumab 21.8 (16.5-28.1)
Everolimus 18.8 (11.9-19.9)
HR (95% CI): 0.79 (0.53-1.17)

1.04

PD-L1 <1% (n = 76%)

Median OS, months (95% CI)

Nivolumab
Everolimus

27.4 (21.4-NE)
21.2 (17.7-26.2)

HR (95% Cl): 0.77 (0.60-0.97)

0.9

0.7

Nivolumab

0.6 Nivolumab

0.5
Everolimus 0.4 Everolimus
0.3
0.2
0.1
6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Months Months

276 265 245 233 210 189 145 94 48 22 2 0
299 267 238 214 200 182 137 92 51 16 1 0

79 73 66 58 45 31 18 4 1 0
68 59 52 47 40 19 9 4 1 0

Motzer et al NEJM 2015



Probability of Overall Survival

OS by PD-LI

1.0
0.9
0.8
<]
0.6
0.5
0.4
0.3
0.2
01
0.0 1

expression in CM214

IMDC Intermediate
and Poor risk patients

No. of Median Overall
Patients Survival (95% CI)
mo
<1% PD-L1 Nivolumab + ipilimumab 284 NR (28.2-NE)
<1% PD-L1 Sunitinib 278 NR (24.0-NE)

| Hazard ratio, 0.73|(95% Cl, 0.56-0.96)

=1% PD-L1 Sunitinib

- 21% PD-L1 Nivolumab + ipilimumab 100 NR (NE-NE)

114 19.6 (14.8-NE)
|Hazard ratio, 0.45|(95% Cl, 0.29-0.71)

I T I T T T T T
12 15 18 21 24 27 30 33

Months

Enrichment for
responders but both
groups do better
regardless of PD-LI
expression

Motzer et al. NEJM 2018; 378:1277-90



Updated exploratory data continues to suggest that ICl doublets
improve outcomes regardless of PD-L| expression

Trial Experimental arm PFS benefit OS benefit PD-L1 assay Benefit limited
to PD-L1+ only

Dako PD-L1 IHC

CheckMate 214 Ipilimumab + nivolumab Yes (int/poor) 28-8 pharmDx No
CheckMate 9ER Cabozantinib + nivolumab Yes Yes Lelo PLALL IHe No
28-8 pharmDx
CheckMate 025 Nivolumab Yes Yes SELE e RS No
28-8 pharmDx
JAVELIN Renal 101  Axitinib + avelumab Yes No Ventana PD-L1 No
IMmotion151 Atezolizumab + bevacizumab Yes No Ventana PD-L1 No
o : Agilent PD-L1 IHC
CLEAR Lenvatinib + pembrolizumab Yes Yes 22C3 pharmDx No
o : Agilent PD-L1 IHC
KEYNOTE-426 Axitinib + pembrolizumab Yes Yes 22C3 pharmDx No

Table Adapted from:
Motzer et al., Cancer 2022; Choueiri et al., NEJM 2021; Motzer et al., Cancer 2020; Haanen et al., ESMO Open 2023; Motzer et al., JAMA Onc 2021; PD-L1 assay data compiled by Rashad Nawfal, MD.

Atezolizumab + bevacizumab is not licensed for the treatment of aRCC in the UK

This table has been included for the purpose of summarising results. Direct cross trial
comparisons should not be made and conclusions should not be drawn W. Xu et al ASCO 2024



FIRST LINE RANDOMISED STUDY PLATEFORM TO OPTIMIZE
TREATMENT IN PATIENTS WITH METASTATIC RENAL CELL
CARCINOMA

PD- L1(+) ~25%

Treatment-naive
clear cell PrimaryEndpoint:
mRCC e PD-L1(+): 0S
o PD-L1(-): PFS,0S

Intermediate/poor
IMDC risk group

Pl: Laurence ALBIGES . - o . m
PD-L1(-) ~75%




Tumor mutations
(WES)

Do specific tumor mutations predict benefit from
sunitinib versus |10+TKI combination therapy?




Exploratory analysis suggests ICl combination therapies may

improve outcomes regardless of RCC gene mutation status

ORR by treatment in mutant and wildtype subgroups
VHL PBRM1 SETD2 BAP1 KDM5C

MUT WT

0= MUT wT

MUT WT MUT WT MUT WT

Adapted from Motzer 2024

ORR (95% CI), %

100 =

Mutant Wild type

VHL

71.4% vs 52.3%
P =0.002

U ELDERLY. n=193n=189

Mutant  Wild type

PBRM1

LC RN =257 n=254

Pembrolizumab + axitinib
Sunitinib

n=275n=287

Mutant Wild type

SETD2

Mutant Wild type

BAP1

Adapted from Rini 2024

Results from subgroup analyses should be interpreted with caution due to modest patient numbers and potential imbalances in p atient characteristics

These graphs have been included for the purpose of summarising results. Direct cross trial comparisons should not be made and

conclusions should not be drawn

W.Xu et al ASCO 2024

*Lenvatinib + Pembrolizumab

TSunitinib



Gene expression
changes (RNA-seq)

Do transcriptomic signatures and molecular subgroups
predict for benefit from sunitinib vs |O+TKI
combination therapy?

W.Xu et al ASCO 2024



Exploratory analyses - ORR by molecular subtype in CLEAR and
KEYNOTE-426

*Lenvatinib + Pembrolizumab

100 T Sunitinib 109 B Pembrolizumab + axitinib
Il sunitinib
80+
X
14 O 60+
& 2
(@] )
2
14
oy 404
o
20+
Adapted from .
Motzer 2024
0: giogeni Angiogeni Other Immunelproliferative  Proliferative stromal/proliferative
(cluster 1) (cluster 2) (cluster 3,7) (cluster 4) (cluster 5) (cluster 6)

Adapted from
Rini 2024

While some clusters appear to benefit more, these data don’t justify denying 10+TKI combination to any subgroup in routine clinical practice

W.Xu et al ASCO 2024



OPtimal Treatment by Invoking biologic clusters in renal cell carcinoma
(OPTIC RCCQC)

Phase Il, open-label, parallel single-arm study using tumor RNAseq cluster to assign protocol treatment

Eligibility

ECOGOor1

Newly diagnosed metastatic clear-cell renal cell
carcinoma

No prior systemic therapy

Available tumor tissue for RNA-sequencing/cluster
prediction
Patients with clusters 3/6 will be excluded

Clusters 1/2

Clusters 4/5/7

Simon’s MinMax Two-Stage
Design

Nivolumab/Cabozantinib (N=26) Ipilimumab/Nivolumab (N=28)
* Hp. ORR=55% * H,. ORR =40%
* Hu: ORR > 75% *  Ha: ORR > 60%

Stage | (N=12) Stage Il (N=14) Stage | (N=16) Stage Il (N=12)

27/12 responders 218/26 responders 27/16 responders 215/28 responders




Should non-clear cell RCC be treated differently?

Glomerulus

70%-80% >

Clear cell renal cell
carcinoma

epithelium

_ | Proximal | Tubular _| Xp11 translocation
" | convoluted tubule epithelium " | renal cell carcinoma
Papillary renal cell
N carcinoma
Distal convoluted Intercalated |35%| Chromophobe renal
tubule cells cell carcinoma
Principal Collecting duct
cells >| renal cell carcinoma
Collecting duct
Calyceal Renal medullary

cell carcinoma




ESMO and NCCN guidelines for nccRCC

Advanced and metastatic pRCC

National = . .
comprehensive NCCN Guidelines Version 2.2025 %
Preferred: ORSAT Sgp\,ﬁﬁ:kr@ Kidney Cancer

Cabozantinib [ll, B]

PRINCIPLES OF SYSTEMIC THERAPY FOR STAGE IV

Altemativse sinigli-;?eg options: (M1 OR UNRESECTABLE T4, M0)' OR RELAPSED DISEASE
unitinib [II,
Pembrolizumab* [, B] SYSTEMIC THERAPY FOR NON-CLEAR CELL HISTOLOGYY

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances

Alternatives to single-agent therapy: » Clinical trial » Erlotinib + bevacizumab® + for selected « Axitinib

Lenvatinib—pembrolizumab [lll, B] » Cabozantinib patients with advanced papillary RCC including * Everolimus + bevacizumab®
Cabozantinib—nivolumab [Ill, B] « Cabozantinib + nivolumab® hereditary leiomyomatosis and renal cell cancer *Everolimus

* Lenvatinib + pembrolizumab®  (HLRCC)-associated RCC (HERED-RCC-D » Ipilimumab® + nivolumabP (category 2B)

* Everolimus + lenvatinib
« NivolumabP

* Pembrolizumab®

* Sunitinib

A systemic therapy that has not been given previously [IV, C]
Cabozantinib [1V, C]
Sunitinib [IV, C]
Everolimus [IV, C]
Pembrolizumab? [IV, C]




>

100%
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40%

20%

Progression-Free Survival (%)

0%

MNo. at risk:
Cabozantinib
Crizotinib

Sunitinib

80% —

PAPMET trial in papillar

targeted therapy

RCC: MET vs VEGF

= Median 100% Median
At Risk Event in Months At Risk Event in Months
Cabozantinib a4 a1 7 ) Cabozantinib a4 31 22
Crizotinib 28 28 3 80% — Crizotinib 28 19 20
Sunitinib 46 43 6 § Sunitinib 46 35 17
— S 0%
=
=
7
= ¢=g 40°/o =
| .
(<)
>
o
- 20% —
| E—
I I . | 0% T T T T T T T T |
0 36 a8 60 0 12 24 36 48 60
Time Since Random Assignment (months) Time Since Random Assignment (months)
No. at risk:
44 1 3 1 0 Cabozantinib 44 28 21
28 5 . 0 0 Crizotinib 28 19 13 5 0 0
46 7 0 0 0 Sunitinib 46 29 15 5 0 0

Cabozantinib is better than sunitinib in terms of PFS and ORR — but not OS

Pal et al. Lancet 2022; Barata et al JCO 2024



1O/TKI combinations in nccRCC

Phase Il KEYNOTE-B61 (Len + Pem) Phase Il (Cabo + Nivo)

Parameter Line of treatment Renal cell carcinoma histology
All patients Papillary Chromophobe  Unclassified Translocation Other histology
(N=158) histalogy histology histology histology (n=9) istline  2ndline  Papillary UCP TA-RCC
(n=93) (n=29) (n=21) (n=6)
Confirmed objective response [ 78 (49%:41-57)  50(54%:43-64)  8(28%:13-47) 11(52%;30-74) 4 (67%22-96)  § (56%;21-86) (n=26) (n=14) (n=32) (a=6) (n=2)
Confirmed disease controlt 130 (82%;75-88) 79 (85%;76-92) 20 (69%;49-85) 19 (90%;70-99) 5 (83%;36-100) 7 (78%; 40-97) ORR, % (95% C1) 54(33-73) 36(13-65) 47(30-64) 50(12-88) 50 (1-99)
Confirmed clinical benefitt 113 (72%; 64-78) 69 (74%; 64-83) 18 (62%; 42-79) 15(71%; 48-89) 5(83%;36-100) 6 (67%;30-93)
Best overall response Complete response, n (%) 1(3.8) 0(0) 1(3.1) 0(0) 0(0)
Confirmed complete response 9 (6%) 8 (9%) 0 0 0 1(11%)
Confirmed partial response 69 (43%) 42 (45%) 8 (28%) 11 (52%) 4 (67%) 4 (44%) Partial response, n (%) 13(50) 5(36) 14(44) 3(30) 1(50)
Stable disease 52 (33%) 29 (31%) 12 (41%) 8 (38%) 1(17%) 2228 Stable disease, n (%) 12 (46) 7(50) 16 (50) 2(33) 1(50)
Progressive disease 17 (11%) 9 (10%) 4(14%) 2 (10%) 1(17%) 1(11%)
Not evaluable§ 1(1%) 0 1(3%) 0 0 0 Progressive disease, n (%) 0(0) 2(14) 1(3.1) 1(17) 0(0)
Not assessedql 10 (6%) 5(5%) 4 (14%) 0 0 1(11%)

Median PFS, mo (95% CI) 11(7-19)  13(5-16) 13(7-16)  8(1-NE) 14 (5-23)

Dataare n (%; 95% Cl) or n (%). RECIST=Response Evaluation Criteria in Solid Tumours. *RECIST (version 1.1) was adjusted to allow a maximum of ten target lesions in total

and five per organ if a larger number of target lesions was needed to adequately represent tumour burden. TConfirmed complete response, partial response, or stable disease
of any duration. $Confirmed complete response, partial response, or stable disease for at least 6 months. §Post-baseline assessment available but not evaluable. ilNo post-

Cl = confidence interval; ORR = objective response rate; NE = not estimable; PFS =
baseline assessment available.

progression-free survival; TA-RCC = translocation-associated renal cell carcinoma; UCP =
Table 2: Best overall response per adjusted RECIST (version 1.1),* by independent central review, with histology determined by investigator assessment

unclassified without papillary features.

Data for the combinations are limited to single arm studies in nccRCC. But they are clearly active

Albiges et al Lancet Oncol 2023; Fitzgerald et al Eur Urol 2024



SUNNIFORECAST - IPI + NIVO in nccRCC

En AT, | SUNNIFORECAST - Study design

Key Inclusion Criteria (KIC)
* Metastatic or locally advanced Arm A
9

nccRCC (>50% ncc component) Nivolumab 3 mg/kg IV

necRCC subtypes: papillary, chromophobe, + Ipilimumab 1 mg/kg IV q3w

collecting duct carcinoma (CDC), renal 4 times

medullary carcinoma (RMC), unclassified, etc., o unth .

or sarcomatoid* Followed by e

Nivolumab unacceptable toxicity, or

* No prior systemic therapy for RCC 240 mg flat IV q2w or 480 mg flat gdw withdrawal of consent
* Tumor material available + pts. may be treated
* Measurable disease as per RECIST beyond progression

vil ArmB under protocol-defined

Stratification S nstaces

. i 9

Karnofski performance status > 70% ¢ i Standard of Care agent(s)
* No active CNS metastases (papillary vs non-papillary)

¢ IMDC score
Besnirenbdosliloneliabidaded N=306 pts. (planned) ]
. Central pathological review
Follow-up (median, range):
22.3 mos (0.5-70.2)
T Primary Endpoint: OS rate at 12 months

Principal Investigator and Coordinator: Kev S o Ea e SEO e s g 2 ths: PFS, ORR, TTP, Safety, QoL
Prof. Dr. L. Bergmann, Med. Klin. Il, By SACONCALY. =CRONINS S5 TOIEAELAn MONYN; : 4 ALYy 0
Goethe University, Frankfurt, Germany Exploratory Endpoints: predictive biomarkers ( e.g.PD-L1 expression)

* Study was positive based on landmark 12m OS
* BUT - all histologies lumped together
 Signal in chromophobe ??
* Applying same principles as in ccRCC, seems a reasonable option (vs |[O/TKI
Bergmann et al. ESMO 2024



CASE |1

62 yr old female

Presents with frank haematuria

Left heterogeneous Il x I1.5x 8.6
cm interpolar/lower pole renal mass
with tubular areas of calcification,
extending into medulla displacing but
not overtly invading renal vessels and
subsequent upper calyceal dilatation
in keeping with renal RCC.



CASE 2

21 Oct 2020 — Left Laparoscopic Radical Nephrectomy
pT3a NO (0/2) MO
Grade 4
Clear Cell RCC
120mm

Necrosis present
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21 Oct 2020 — Left Laparoscopic Radical Nephrectomy
pT3a NO (0/2) MO
Grade 4
Clear Cell RCC
120mm

Necrosis present

What is the risk of relapse over next 5 years?




CASE 2

21 Oct 2020 — Left Laparoscopic Radical Nephrectomy
pT3a NO (0/2) MO
Grade 4
Clear Cell RCC
120mm
Necrosis present

Leibovich score = 9 = high risk

What is the risk of relapse over next 5 years?

Scoring Algorithm to Predict Metastases after Radical Nephrectomy
in Patients with Clear Cell Renal Cell Carcinoma

Feature

Primary tumar status (pathologic T stage)®

plla
pTlb
pl2

[pTa

pTib
plic
plT4

Regional lymph node status {N stage)*

phlx

[ pNo

phl
pi2

Tumaor size (cm)
<10

|.:_-IIZI

Nuclear grade
1
2
3

4

Histologic tumor necrosis
No

|‘fﬁs

Leibovich et al 2003



MFS RATES BY LEIBOVICH SCORE

US Single Centre - 1970-2000 147 centres/7 countries — 2007- UK Il Centres-2011-2014
Estimated Metastases-Free Survival after Radical Nephrectomy 2013
for Clear Cell Renal Cell Carcinoma by Risk Group Contemporary UK
. . _ . Leibovich Risk Group n=1384
B it tia foes : Five-Year Survival Probabilities for Metastasis-Free Survival 5 s o
Rate (%) SE, No. at risk SORCE Validation Cohort Lgf:ar e 99 + 1
- ~ Patient Population (clear-cell), % (95% CI) Fotenmedati 98 + 1
Risk group No. (%) Year 1 Yeard |VYear5 | Year7  Year 10 Derivation, intermediate risk High 7T+5
Intermediate risk 78 (75 to 81) P MES A (O
Low GRO(412) D45 079 97.] 054 025 Low 97 +1
03,621 06518 Jo7.4551 09,357 13,243 Derivation, high risk Intermediate o1 +2
2 . : o T2 s L — High 62+6
Intermediate  G0B (36.4) 904 .-EI_.H ] i34 f0.1 64.3 ’ High risk 52 (48 1o 56) 5-year MFS rate (%) SE
. i ]1._492 LT, 367 |20, 292 2._'2.21"} 24, 147 e Y]
High W@y 527 Wl |mz2 | w3 ms e hartis a5 1 3
26,12 2T 106 (27,70 ) 23,51 27,03 High 5O LT

Outcomes have altered over time....

Leibovich et al 2003; Oza et al 2022; Vasudev et al 2019



KEYNOTE-564: ADJUVANT PEMBRO

Disease-free Survival in the Intention-to-Treat Population
12 Mo 24 Mo 36 Mo 48 Mo

100~ : : : :
90 : : ; :
L 2 | |
2 804 : : .| |
5 1 ' |
a 704 |7 ; H l
.2 ! ' ) -
E 60 ' ' . % e P + . Pembrolizumab
% 50 : - : '56 6 Placebo
[ 1 [ ' |
on 404 1 1 1 1
g : : ! :
L 30" | [ ' '
4 : | l I
a 204 : : : !
of 44 b
0 'Y]li["![li[‘1‘]Tl'II]l"]I']IIYIIIITY]'I]'I]TI]
0 S5 10 15 20 25 30 35 40 45 50 55 60 65 70 75
Months
No. at Risk
Pembrolizumab 496 458 416 388 370 355 337 327 307 284 221 160 65 19 S5 O
Placebo 498 438 390 357 333 320 307 292 282 254 210 139 62 16 2 0

Choueiri et al NEJM 2024



KEYNOTE-564: ADJUVANT PEMBRO

Disease-free Survival in the Intention-to-Treat Population

Percentage of Participants

No. at Risk
Pembrolizumab
Placebo

100+
904
804
70+
60
504
40+
304
204
104
0

12 Mo 24 Mo 36 Mo

|
'
!
|
1
|
!
|
. I
—
|
1

e e -{'—-;--

e - -

48 Mo

+..a Pembrolizumab

Placebo

0

496 458 416 388 370 355 337 327 307 284 221 160 65
498 438 390 357 333 320 307 292 282 254 210 139 62

'Y]li['![l![‘1]'!'1']11111111

40 45

5 10 15 20 25 30 35

Months

L3 TR T A AR T LY R R L

50 55 60 65 70 75

19 5 0
16 2 0

Choueiri et al NEJM 2024



1.0

IMPROVE RISK STRATIFICATION?

0.8

0.6 1

0.4

Survival probability

0.2

0.0

At risk, n

Low 20
Intermediate 28
High 42

5-yr Risk (85% Cl), % HR (95% CI)* P
11.1 (2.9-37.6) Reference
— Intermediate 29.6 (16.1-50.8) 3.43(0.74-159) 0.78
58.8 (43.0-75.4) 9.18 (2.15-39.2) <0.001
T T T T T

36 48 60 72 84
Time (months)

18 16 14 6 2
20 18 13 3 1
14 14 9 3 1

(=R =
ooo

Figure 4.
A

Disease Free Survival

1.00

0.751

0.251

0.004

Eligible {n=196)
Ineligible (n=397)

1 2 3
Time (Years)

Eligible for adjuvant therapy

S-year DFS rate = 63.6%

n=196 ="

DNA

B
1.001 =
iy
_ B St e e
Sors{ | L, T =
E L .
= L
2 S
- — VHL+0 (n=56) |
@ 1 = WHL#1 (p=TT)
§ D261 — VHL+2 (n=46)
a = WHL+23 (n=17)
0.004 Eligible (n=196)
0 1 2 3 4 5
Time (Years)
VHL+0

‘5-year DFS rate = 79.3%

VHL#1
n=77
5-year DFS rate = 69.4%

VHL+2
n
5-year DFS rate = 45.6%

Patients potentially spared
adjuvant therapy

Patients counselled
appropriately

VHL+23
- n=17

S-year DFS rate = 35.3%

Patients prioritized for
adjuvant therapy

Rini et al CCR 2018; Vasudev et al CCR 2023



2024 ASCO

ANNUAL MEETING

Circulating kidney injury molecule-1 (KIM-1) biomarker
analysis in IMmotion010, a randomized Phase 3 study of
adjuvant atezolizumab vs placebo in patients with renal cell
carcinoma at increased risk of recurrence after resection

Laurence Albiges,! Axel Bex,? Cristina Suarez,® Robert Uzzo,* Xiaobin Tang,” Zoe June Assaf,’
Sarita Dubey,® Erik Goluboff,®> Corey Carter,> Romain Banchereau,®> Mahrukh Huseni,?
Sumanta Pal,® Brian Rini’

'Department of Cancer Medicine, Gustave Roussy, Université Paris-Saclay, Villejuif, France. 2Department of Urology, The Royal Free London NHS Foundation
Trust, University College London Division of Surgery and Interventional Science, London, UK & The Netherlands Cancer Institute, Amsterdam, Netherlands.
3Medical Oncology Department, Vall d"Hebron Institute of Oncology (VHIO), Hospital Universitari Vall d"Hebron, Vall d'Hebron Barcelona Hospital Campus,
Barcelona, Spain. Department of Urology, Fox Chase Cancer Center, Philadelphia, PA, USA. °*Genentech, South San Francisco, CA, USA. Medical Oncology
and Therapeutics Research, City of Hope Comprehensive Cancer Center, Duarte, CA, USA. "Division of Hematology Oncology, Vanderbilt University Medical
Center, Nashville, TN, USA.

L. Albiges et al 2024 ASCO Atezolizumab is not licensed in the UK as atreatment for adjuvant aRCC



Key Messages

«  We performed exploratory proteomic analyses using the IMmotion010 trial to identify
circulating prognostic and predictive biomarkers

«  KIM-1 was identified as the most differentially expressed circulating protein in paired serum
samples at disease recurrence vs post-nephrectomy

« Circulating KIM-1 is a potential non-invasive biomarker for prognostic and predictive value in
adjuvant RCC :

= High baseline KIM-1 was associated with worse DFS
= On-treatment increase in KIM-1 was associated with worse DFS

= Atezolizumab showed improved DFS vs placebo in patients with high baseline KIM-1

L. Albiges et al 2024 ASCO



KiIM-1 (Kidney injury molecule-1) is a tumor associated protein and

may be a useful circulating biomarker in RCC

KIM-1, a type 1 membrane glycoprotein, has been
identified as a marker of unresected clear-cell RCC
and as a marker for early detection of RCC'.2.3

In the ASSURE trial of adjuvant sunitinib, sorafenib,
or placebo, higher levels of KIM-1 in post-
nephrectomy, pre-treatment plasma samples were
associated with worse DFS and OS*

KIM-1 can be measured in plasma or serum and is
stable under different storage conditions, suggesting
suitability to serve as a peripheral blood
circulating biomarker®

L. Albiges et al 2024 ASCO

RCC Primary Tumor
~ ||KIM-11HC ﬂ
AL A A

*

Azl o -
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KIM-1High status at baseline was associated with worse DFS -

in IMmotion010

— KIM-1tow
— KIM-1Hin

Median DFS HRa (95% ClI)

(months)
KIM-1High 300 35.88
KIM-1Low 452 57.23

1.75 (1.40, 2.17)

DFS %

0 - 35.88 57.23

! rrrrrrryryrrirorvrirrvrvrrvrrororuond

)
8 12 16 20 24 28 32 36 40 44 48 52 56 60

TTT
0 4

Time (months)

3 HR stratified by pathologic disease stage and geographic region.

L. Albiges et al 2024 ASCO



Atezolizumab improved DFS vs Placebo in the .

baseline KIM-1High subgroup

Fn

KIM-1High subgroup

- Placebo
- Atezolizumab

0.9+
0.8+
0.7 -
0.6
054 ~-=-=u-a-1

DFS %

0.4~

0.3+
0.24
0.1+ :
04 1 21.16

LI O
8 12 16 20 24 28 32 36 40 44 48 52 56

Time (months)

TTT
0 4

Median DFS HR2 (95% CI)
Atezolizumab 151 NE
0.72 (0.52, 0.99)
Placebo 149 21.16

3 HR stratified by pathologic disease stage and geographic region.

L. Albiges et al 2024 ASCO

DFS %

KIM-1-°¥ subgroup

14 ”‘ ==+ Placebo

0.9+ ==« Atezolizumab

0.84

0.74

0.6- \'\.‘___
0

0.4 g

0.34

0.2+

0.1+ ;
i 57.23

LNLINL I IO L O
8 12 16 20 24 28 32 36 40 44 48 52 56 60

Time (months)
Median DFS HR2 (95% CI)
Atezolizumab 229

Placebo 223

1.12 (0.88, 1.63)




In the KIM-1High subgroup, patients were less likely to experience an

18

on-treatment increase in KIM-1 levels with atezolizumab vs placebo treatment

On Treatment

100 -
80 -

S 60 -

¥]

o

- 40 T

[}

o

3Increase in KIM-1 was defined as a 230% increase from baseline to Cycle 4 Day 1 value.

L. Albiges et al 2024 ASCO
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P < 0.0001
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)
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16% 14%

60 -

40 A

KIM-1Low

P=0.57

84% 86% Increasez [H H

No increase [] []
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(n=213) (n=207)



CAN WE IMPROVE IMAGING/STAGING!?

Carbonic anhydrase IX (CAIX)

Expressed in >90% of clear cell renal Transaxial PET ’ : Exceptional tumour
0 ‘ .
cancer (ccRCC) cases: ﬁ ' Uptake: average SUV,,, of|
7))
Lo
<

contributes to tumorigenesis 64.6 in 36 lesions
(range 6.8-211.6)

Theranostic, radiolabeled, o _ .
CAIX-binding peptide, DPI-4452 | Fused PET/CT | p Identification of

17 lesions not found with
DPI-4452 < 68Ga conventional imaging
Therapeutic

@ No clinically

significant toxicity

First-in-human evaluation of
diagnostic [48Ga]Ga-DPI-4452
in three patients with ccRCC

Upper thoracic vertebra lesion
imaging 1 h after
[*®*Ga]Ga-DPI-4452 administration

Encouraging findings for
planned therapeutic
| ['77Lu]Lu-DPI-4452
application

Hofman et al | Nuc Med 2024



Proportion progression free
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MODIFYING THE GUT MICROBIOME

- Nivolumab-pilimurmab with CBMS88 12 7
- Nivolumab-pilimumab 25
HRO.15

P <0.001

3 6 9 12 15 18
Months

IPI/NIVO +/- CBM-588

i

Median (months)

(95% CI 0.05-0.47),

21

24

Tumor Response* ] Placebo
£ N=25 (%) N=25 (%)

Overall Response Rate 13 (52.0%) 7(28.0%)
Complete response 0 0
Partial response 13(52.0%) 7(28.0%)

Stable disease 9 (38.0%) 11 (44.0%)

Progressive disease 2 (8.0%) 7 (28 0%)

Not evaluable 1(4.0%) 0

PEMBRO AXI +/- FMT

Dizman et al. Nat Med 2022; Ciccarese et al. ESMO 2024



THANK YOU!
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