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Table 5. Median overall survival estimates in first- and second-line

according to IMDC risk groups

Number of Risk category  First-line [8] Second-line [9]
risk factors median OS median OS
(months) (months)

. Karnofsky performance status (PS) <80%
+ Haemoglobin <lower limit of normal
+ Time from diagnosis to treatment of <1 year
+ Corrected calcium above the upper limit of normal
+ Platelets greater than the upper limit of normal

Favourable 432 35.3
Intermediate 225 16.6
Unfavourable 7.8 5.4

» Neutrophils greater than the upper limit of normal

IMDC, International Metastatic RCC Database Consortium; OS, overall

survival; RCC, renal cell carcinoma.




Cancer du reintraitements enregistres
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Clear cell histology

v
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[ (Good or intermediate risk ]

\/

Standard:
Sunitinib 1, A]
Bevacizumab + IFN [1, A]
Pazopanib [1, A]

Option:

High dose IL2 [Ill, C]
Sorafenib (Il B]
Bevacizumab + low dose IFN
(Il B]

v

v
Poor risk

\/
Standard:
Temsirolimus [Il, A]

Option:
Sunitinib [I1, B]
Soratenib [1Il, B]
Pazopanib [Il, B]

Escudier et al. Renal cell carcinoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Annals of oncology (2016)

Standard:
Sunitinib [1, B]

Option;
Temsirolimus [IIl, B]

Sorafenib [Ill, B]
Pazopanib (1Il, B]
Everolimus [IIl, B]
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VEGHFE: facteur de eroissaitedunioial

Dans lecancer du reina cellulesclaires, les
agentsanti-angiogeniques ont urdouble
impact :

A Sur lescellulesendothéliales

A Sur lescellules tumorales+++ parce que

V' Lesrécepteurs PDGF eWVEGFsont surexprimés
V' VEGFestun facteur fort de croissancetumoral
Sécrété parlatumeur
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TKlanti-VEGFr

Inhibition de la
prolifération
tumorale

Inhibition de
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Etude comparative de Phase lll (COMPARZ)

® OS medianes supérieures a 2 ans a la fois pour le pazopanib et le sunitinib

1.0
0.9
0.8 A
0.7 o
0.6 A

OS

OS médiane (IC 95% )
== Pazopanib  28.3 mois (26.0i1 35.5)
= Sunitinib 29.1 mois (25.47 33.1)

HR=0.92 (95% CI=0.79i 1.06); p=0.24

0.5
0.4 A
0.3

0.2 1
0.1 o

Probability of Overall Survival

Nombretotald 6 ®v ne:B6Ont s

0

Nombre arisque

1
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64

Time, months

Pazopanib 557 521 462 409 360 320 284 243 221 197 169 99 51 21 4 1
Sunitinib 553 501 435 377 339 304 281 237 211 180 153100 45 20 4 1

Motzer RJ, et al. N Engl J Med 2014;370:1769i 1780.



PISCES Study Physician and patient Preference

ACompleted while patient still blinded
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Recoglet Q9 PEH.H
lesstandards

2emeligne

Post
cytokines

Axitinib Sorafenib Nivolumab Cabozantinib

Post2 TKIs PostTKland PostTKI/ PostTKI/
mMTOR nivolumab cabozantinib

Nivolumab Nivolumab Nivolumab

VEGFKI mTORnNhibitor
VEGF MAB-IFNa I PD-1 inhibitor

Escudier B, et ahnn Oncol2016;27(suppb):v58v68.
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2 emeligne: lesoptions

[ Post cytokines ]

v

Standard:
Axitinib [Il, A]
Sorafenib [l, A]

Pazopanib [lI, Al

Option:
Sunitinib [lll, A]

Second line
treatment:
[ Post 2 TKIs J
Third line :
treatment: Standard:

Nivolumab [Il, A]
Cabozantinib [Il, A]

Option:
Everolimus [I, B]

N\

{ Post TKl and mTOR ]

v

Sorafenib [1, B]
Nivolumab [V, A]
Cabozantinib [V, A]

Option:
Other TKI[IV, B]
Rechallenge [IV, B]

raitementsystémiquedes CRm

Post TKIs ]

[ Post TKI / nivolumab J

(. R

Standard:
Cabozantinib [V, A]

Option:

Axitinib [IV, C]
Everolimus [IV, C]

-

v

Standard:
Nivolumab [I, A; MCBS 5]
Mahnzantinih [l Al

Option:
Axitinib [II, B]
Everolimus [Il, B]
Sorafenib [lll, B]

[ Post TKI / Cabozantinib J

v

———
Standard:
Nivolumab [V, A]

Option:
Everolimus [V, B]
Axitinib [V, B]

Escudier B, et ahnn Oncol2016;27(suppb):v58v68.




The NEW ENGLAND

JOURNAL of MEDICINE

Checkmatdd25

ORIGINAL ARTICLE ‘

Nivolumab versus Everolimus in Advanced
Renal-Cell Carcinoma

R.J. Motzer, B. Escudier, D.F. McDermott, S. George, H.). Hammers, S. Srinivas,
S.S. Tykodi, J.A. Sosman, G. Procopio, E.R. Plimack, D. Castellano, T.K. Choueiri,
H. Gurney, F. Donskov, P. Bono, J. Wagstaff, T.C. Gauler, T. Ueda, Y. Tomita,
F.A. Schutz, C. Kollmannsberger, J. Larkin, A. Ravaud, J.S. Simon, L.-A. Xu,
|.M. Waxman, and P. Sharma, for the CheckMate 025 Investigators*

September 26th, 2015 =



Study design

~

Previously treated Nivolumab
3 mg/kg intravenously

mRCC -
; every two weeks
Stratification factors >-E
Region ()
MSKCC risk group = Everolimus
Number of prior anti- @ 10 mg orally

angiogenic therapies once daily

\ /

« Patients were treated until progression or intolerable toxicity occurred

« Treatment beyond progression was permitted if drug was tolerated and
clinical benefit was noted

MSKCC, Memorial Sloan-Kettering Cancer Center.



Motzer, NewEnglJ Med 2015

SurvieGlobale Surviesans Progression




