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Approved and reimbursed therapies:

+ VEGFR-TKIs: sunitini

, pazopanib, a

+ ICls: nivolumab,

imumab/nivolumab

+  mTORIi: everolimus, temsirolimus
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Prof Dr Benoit Beuselinck

BAU Oostende 29/11/2019

IMDC score is related to molecular characteristics

Correlation between ccrecl to ~4 molecular
subtype and IMDC risk group

Good [ Important neo-angiogenesis Explains good response
Allmost all cerce? tumors on VEGFR-TKls

Interm

Poor | Low neo-angiogenesis Explains poor response
Few corec2 tumors. on VEGFR-TKls.
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RISK GROUPS
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IMMOTION 150/151 (sunitinib vs atezolizumablbevacizumab): angiogenesis correlated to better outcome on sunitinib and to MSKCC score

Angiogenesis Sunitinib

08 (047,079)

MSKCC favorable risk pts:
More angiogenesis

Angiogenesis Gene Signature
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ccA AND ccB EXPRESSION PROFILES PROGNOSIS AFTER METASTASECTOMY

Two main clusters with a prognostic impact post-nephrectomy
+ 43 coRCC pts UZLeuven: Metastasectomy with curative intent

% . 4 prog and
o5 allows patient selection for metastasectomy
220

tro survival

Time to systemic therapy

o m W w om0

Impact o S postnephrectomy
Sunvalat 5 yoars:
Whovesis23% -—
Srannon et l. Genes & Cancer 2010 R

Verbiest A, Beuseinck et L. Eur Uro 2018

IMMUNE MARKERS

IMMOTION 150/151 (suni

ib vs atezolizumab/bevacizumab): Teff signature correlated to better outcome on atezo/bev
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IMMUNE MARKERS

Cerce-1 to -4 EXPRESSION PROFILES

Subgroup characteristics: Cytokine analysis.

=> corcod: strong inflammatory, Thi-oriented but suppressive immune microenvironment.
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IPIINIVO versus SUN as 1st line therapy in intermediate/poor risk pts
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IMMUNE MARKERS

IPIINIVO versus SUN as 1st line therapy in intermediate/poor risk pts
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FINALLY: A VALIDATED PREDICTIVE BIOMARKER?
NEO-ANGIOGENESIS => VEGFR-TKIs

IMMUNE MARKERS => ICls?

HOWEVER: ICls Al

'WORK IN IMDC GOOD RISK PTS

Phase lll study ipi/nivo versus sunitinib in 1L: 30 months follow up
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Better RR and PFS does not translate into better OS ...
CR rate is double in ipi/nivo in IMDC good risk patients
Ipi/nivo only available in 1L ... an opportunity not to miss?

HOWEVE Is ALSO WORK IN IMDC GOOD RISK PTS

PDL1 expression or immune signature are present in ALL IMDC risk groups ...
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HOWEVER: ICIs ALSO WORK IN IMDC GOOD RISK PTS

THERE IS OVERLAP ... NOT ANGIO HIGH OR IMMUNE HIGH ...
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ccRCC: IMDC RISK GROUPS: CABOS|

ET STATUS

B

CABOSUN phase |l trial in IMDC it risk pts — AXL exprossion in primary tumors. AXL
T 104s i i " ) arumor 3"
H JP— correlates with aggressive tumor nooe = s
+ 157 m-ccRCC pts IMDC intermediate or poor risk = 08 ‘Sunitinib behavior and patient lethality ») g7 -
+ Sunitinib 50 mg/d 4W/6W vs cabozantinib 60 mg/d 2= E 3 |= '
+ PFS 5,6 vs8,2M (HR 0,66 95%CI 0,46-0,95) (p=0,012) 2= 06 reatinis E 0 gw‘ + 7 =
Table 2 Tumor Response 55 04 - HIF1A and HIFZA directy activate. ) 3'
Cabozantinid Suritin 25 expression of AXL by binding fo G e o .
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i S 2 o, lative histogram of the RNAseq rsem normalized gene expression (102
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EFFICACY OF VEGF!

IMDC Good Risk |—

Nivolumab

Axitinib

IMDC
Intermediate
IPoor Risk

Cabozantinib

Asitinib notonly 1L |40 | s [ 0% . Lancet 20

VEGFRTKI [ 70 | eam e ™ Shah et al, £46 2018

VEGFRTKI et % s e [we W R Dudani, Beuselinck st a. Eur Uro 2010
VEGFRTKI [ 3 [som X e 5% Auvray otal. 4G 2019

VEGFRTKI WCinotony 1L |47 | aam % N e ED Nadal et al. Annals of Oncology 2016

YES! VEGFR-TKIs are efficient after ICIs!
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Seuselnc et . ClnicalGenfouriary Cancer 2010

11. SARCOMATOID DEDIFFERENTIATION
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11. SARCOMATOID DEDIFFERENTIATION

11. SARCOMATOID DEDIFFERENTIATION

IMMOTION 151: SARCOMATOID TUMORS: Baseline Factor " e CA209-214 30 MONTHS FOLLOW UP
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15. HISTOLOGY: PAPILLARY RCCs 15. HISTOLOGY: PAPILLARY RCCs
Papillary RCC : displays a papillary growth pattern Cabozantinib retrospective analysis e T e
22 centers (USA 21; Belgium 1) et sl
« 15%ofal RCCs . o woma
Omicion s B eI T T LR e
+ 5%type 1 papRCC: basophiia oo
. 100 et s as ey s g
0% type 2 papRCC: easinophiia, usually more aggressive - [P O )
Often GMET driven oo W S gum ewe
oyt zr< s o "
MET copy number gain | MET kinase domain mutation Seemedietes .
- o o 7w sasen  meg)
"~ 53 B e

PAPT | 72% 15%

PAP2 | 46% 2%

Phase Il studies.

foretinib (cMET-and VEGFR-TKI)

- R  improved PFS or

ib (cMET-TKI), crizotinib

+ However, these compounds are not available.

Choueriet i 1c0 2017

Cabozantinib is the only available cMET-TKI ...

15. HISTOLOGY: PAPILLARY RCCs

KEYNOTE 427 COHORT B:

RETROSPECTIVE ANALYSIS:

treated in 1L

« Papilary 71% (n=118)
+ Chromophobe 13% (n=21)

* Uncassified 16% (n=26).

+ 68% intermediate/poor IMDC risk
- 62%PDL1+

OUTCOME:

+ ORR 24.8% global (8 CR and 33 PR)
25.4% for paplllary
+ 9.5% for chromophobe
+ 34.6% for unclassified non-ccRCC

- mPFS41M
.+ 08 72% 1Y

+ 33.3% for CPS21
+ 10.3% for CPS<1

50 m-pap 15 centers
with anti-PD-1/PD-L1

+ 28%type 1 pRCC
+ 60%type 2 pRCC

+ 12% unclassified pPRCC

+ ALin 10%, 2L in 58%, 3L+ in 32%

« IMDC risk group: 22% good, 4% intermediate and 33% poor
« PD-1 inhibitors in 47 pts (34%), most in monotherapy

« PD-L1 inhibitors in 3 pts (6%)

* CRIPR 16%; SD 26%; PD 48% (unknown 10%)
* RR: 25%in type 1 pRCC and 15% in type 2 pRCC

+ Median TTF: 3.7 months (7.1 months for ype 1 and 3.2 months
fortype 2)

+ Median O: 17.6 months

De Uries W, Beussinck B, ot al, ASCO.GU 2015, manuscriptsubmited

THUS: for pa

PRCC:
1L ipilimumab/nivolumab
2L cabozantinib

10 MET-altered papRCCs: 4 PR (40%)

e 019

ot e

AGE AND ANTECEDENTS

Elderly/frial pts:

+ Take the risk of ipi/nivo ... with 40% chance of HD corticoster
« Orrather nivo in monotherapy or pazopanib followed by nivolumab?

Antecedents of severe auto-immune diseases:

« Avoid ipi/nivo
Antecedents of liver dysfunction:

- Avoid pazopanib




Patient selection for systemic therapy in mRCC

Sensitivity to ICIs
Which VEGFR-TKI?

TAKE HOME MESSAGES

Reimbursement criteria => “Once in a life-time opportunity” to receive the doublet ICls in 1L
VEGFR-TKIs work well in 2L after ICls

Should be treated ASAP with ICIs

Severe auto-immune diseases, liver diseases,

Cabozantinib is first choice VEGFR-TKI in papRCC
But after ICls in 1L

Indolent tumors, IMDC good risk, no inflammation (CRP), no sarcomatoid component
Important neoangiogenesis (evaluable on CT???)

Agressive tumors, IMDC poor risk, inflammation (CRP), sarcomatoid component
Immune markers (PDL1 or experimental)

c-MET-inhibitor beside VEGFR-TKI =

cabozantinib is probably among the stronger VEGFR-TKIs
Consider specific toxicity profile




