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RESUME

Contexte: les traitements anti-angiogéniques ont radicalement modifiés la prise en

charge thérapeutique des patients atteints de cancer du rein métastatique. Le but de ce
travail est de déterminer dans la pratique clinique quotidienne I'impact de ces nouvelles

thérapies sur la survie globale.
Methodes: Etude rétrospective, mono-centrique, non interventionnelle incluant les

patients porteurs d’un cancer du rein métastatique a cellules claires diagnostiqués depuis
2000 au Centre Hospitalier Universitaire de Grenoble. Les 2 cohortes ont été déterminées
en fonction de la premiere ligne thérapeutique recue (thérapies ciblées ou autres

traitements).
Résultats: Quatre-vingt dix-huit patients ont été inclus entre le 1ler Janvier 2000 et le 31

Decembre 2010. Les caractéristiques démographiques et pathologiques des 2 cohortes
étaient comparables, en particulier la distribution des profils pronostiques. En premiere
ligne, 58 patients ont recus une thérapie ciblée dont 71% ont été traités par sunitinib,
21% par bevacizumab, et 8% par temsirolimus. Dans 'autre cohorte (n=40), 37,5% des
patients ont recus des cytokines, 15% une chimiothérapie cytotoxique ou une
hormonothérapie. La médiane de survie globale des patients traités par thérapie ciblée
est significativement augmentée (30 mois contre 13 mois; p<.003, log-rank test). Le
Hazard Ratio (HR) de déces a 3 ans entre les deux groupes de traitement est de 0.53
(intervalle de confiance 95%, 0.33-0.85; p=.008, log-rank test). Le HR de déces a 3 ans

ajusté sur le profil pronostique est de 0.43 (1C95%,0.27-0.71).
Conclusion: Cette étude rétrospective objective I'amélioraton de survie globale des

patients atteints de cancer du rein métastatique, quelque soit le groupe pronostique,

grace a 'apport des thérapies ciblées.. Le nombre croissant de ces dernieres et |'extension



des indications thérapeutiques ont radicalement modifié la stratégie thérapeutique dans

le cancer du rein métastatique, pour le bénéfice des patients.



Abréviations



ABREVIATIONS

95%CI: 95% Confidence Interval

FGI: French Group of Immunotherapy
HR: Hazard Ratio

mRCC: metastatic Renal Cell Carcinoma
mTOR: mammalian Target Of Rapamycin
0S: Overall survival

PDGF: Platelet-Derivated Growth Factor
PFS: Progression Free Survival

VEGF: Vascular Endothelial Growth Factor
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ABSTRACT:

Introduction: Anti-angiogenic treatment had radically modified therapeutic strategy in

metastatic renal cell carcinoma (mRCC). This study is aimed to determine the overall

survival (0OS) improvement in clinical practice.
Patients and methods: Retrospective, monocentric and non-interventional study in

mRCC diagnosed since 2000 with 2 cohorts of patients determined according to the first

line treatment (targeted therapy or others treatment).
Results: Between 1 January 2000 and 31 December 2010, 98 patients were included.

The 2 cohorts were balanced with regard to baseline disease and demographic
characteristics in particular for prognosis profiles distribution. As first line, 58 patients
received targeted therapy whose 71% were treated by sunitinib, 21% by bevacizumab
and 8% by temsirolimus. In non-targeted therapy cohort (n=40), 37.5% were treated by
cytokines, 15% by cytotoxic chemotherapy or hormonal therapy. Patients treated with
targeted therapy had a significantly longer median OS (30 months vs 13 months; p<.003,
log-rank test). The Hazard Ratio (HR) of death at 3 years was 0.53 (95% Confidence
Interval, 0.33-0.85; p=.008, log-rank test). When adjusted to the prognosis profile, the HR

of death was 0.43 (95%ClI, 0.27-0.71).
Conclusions: This retrospective study demonstrated the improvement of OS due to

targeted treatments, for all prognostic risk groups. This result supported the complete
change of care of mRCC patients with extension of therapeutic indications and efficient

therapeutic lines.
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INTRODUCTION

In the 1990s, immunotherapy was approved for treatment of metastatic renal cell
carcinoma (mRCC) by using mainly a-interferon or interleukin-2 alone or a combination
of both. Cytokines were effective on few patients and complete response was obtained in
less than 15% of cases after 25 weeks of combined therapy. The impact on overall
survival (OS) was small. Median survival time was 12 months for single therapies rising
to 17 months with combined therapy.! Toxic side effects like hypotension, fever,
performance-status impairment and nausea or vomiting were frequently the limiting
factor of these strategies in particular for interleukin-2. High resistance to conventional
chemotherapy, significant toxicity of cytokines and lack of alternative treatment when

resistance to immunotherapy was achieved limited survival of mRCC.

Oncogenesis of mRCC is supported by inactivation of the Von Hippel-Lindau (VHL)
pathway that increased production of vascular endothelial growth factor (VEGF) and
platelet-derived growth factor (PDGF). A better comprehension of the neo-angiogenesis
mechanism has led to the emergence of new therapeutic agents: tyrosine kinase
inhibitors (sunitinib, sorafenib), monoclonal antibody anti-VEGF (bevacizumab) or
mammalian Target Of Rapamycin (mTOR) inhibitors (temsirolimus, everolimus). Since
2006, therapeutic strategies include anti-angiogenic treatment and therefore reduce use
of immunotherapy. The first approved drugs were sunitinib and sorafenib. As first line,
sunitinib increases Progression Free Survival (PFS) from 5 months with a-interferon to
11 months.?2 A phase III study demonstrated a statistically significant benefit in PFS for
sorafenib (5,5 months) versus placebo (2,8 months) in second line.? With acceptable

toxicities, VEGF-targeted agents are now the cornerstone in mRCC.
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The effect of anti-angiogenic treatment on OS is partially established. Only temsirolimus
has demonstrated a statistically significant lowering risk of death of 27% for poor
prognosis patients with mRCC versus interferon alone.* Pivotal trials of first VEGF-
targeted agents (sunitinib, bevacizumab) were initially designed to prove such benefit.
But when pre-planned interim analysis was conducted, the important benefit in PFS led to
amendment of the protocol. Subsequent lines of targeted therapy available during on-
going trials and the possibility of crossover had strongly confounded the OS results.
However, sunitinib showed a trend toward improved survival versus interferon (HR for

death = 0,65; p=0,02).2 Survival data are missing to justify this change in clinical practice.

We reported the results of a retrospective, monocentric and non-interventional study
using data from adult kidney cancer database. The aim of this study was to determine in
clinical practice whether anti-angiogenic agents improve overall survival of mCCR

compared with former therapeutic strategies.
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PATIENTS AND METHODS

Renal tumour database

All patients aged 18 years or older with renal tumours recorded on the Grenoble
University Hospital database. This database was retrospectively populated since 1
January 2000. Completeness of database was assured by crosschecking of three
information sources: the Medical Information Department (request using Disease
International classification v10), patient records (paper and digital with CristalNet
Software v04) and the anatomopathologic database. Since 01 June 2009, the database was
prospectively completed. In accordance with French data protection legislation, the
database was declared to the “Commission Nationale de I'Informatique et des Libertés”
and identified under number: 1500484 v 0. The database was designed according to the
ethical principles of the Declaration of Helsinki and received approval from an

independent ethics committee (Institutional Review Board 5891).

Inclusion criteria

Only patients aged 18 years and older with metastatic renal clear cell carcinoma were
identified. Others histologic types were excluded. The 2 cohorts of patients were
determined according to the first line treatment: one anti-angiogenic targeted group
(including bevacizumab, sunitinib or temsirolimus) and another group treated otherwise
(including cytokines, cytotoxic chemotherapy and others treatment). Patients were
classified into poor, intermediate and favorable prognosis according to the French Group
of Immunotherapy (FGI) classification (considering performance status index, number of

metastasis, liver metastasis and time to recurrence).
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Objective study

The primary end-point was overall survival defined as the time between the date for
diagnosis of mRCC and death due to any cause. Patients without an event were censored
at the last follow-up assessment (31 October 2012). Subgroup analyses according to
prognostic factor were planned. The secondary end-point was to assess the impact of
anti-angiogenic treatment sequence on OS. Data on the use in clinical practice of targeted
therapies was also collected: number of cycles of treatment, reason for stopping

(progression or toxicity), dosage adjustment.

Statistical analysis

Data were summarized by size and frequency for categorical data and by mean scores *
standard deviation or by median and 25t-75t percentiles when normality was rejected
for quantitative data. Comparison of categorical parameters was performed using Chi2
test, or Fisher exact test if needed. Comparisons of continuous parameters were
performed using an unpaired Student t-test or Mann-Whitney test if necessary. Normality
was tested by the Shapiro-Wilk, and variance homogeneity by Levene tests. Survival
analysis was performed using Kaplan-Meier curves, log-rank univariate test and the Cox
model for prognosis adjustment. The statistical analysis was performed using Stata® 12.1
(StataCorp LP, College Station, TX) PC-Software. All data was analyzed independently in

the Grenoble Clinical Research Center.
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RESULTS

Cohort characteristics

Between 1 January 2000 and 31 December 2010, 766 patients with kidney cancer were
identified of whom 124 were metastatic. Nineteen tumours were not clear cell carcinoma
and 7 had an unknown histology. Ninety-eight patients with mRCC were included: 58
received an anti-VEGF or m-TOR targeted therapy as first line and 40 received other
treatments. At the time of analysis, 71 patients (72%) were dead. The median follow-ups
for targeted therapy treated patients and for non-targeted therapy treated patients were
27,5 months (range, 1-127) and 10,5 months (range, 1-124) respectively. The 2 cohorts
were balanced with regard to baseline disease and demographic characteristics in
particular for prognosis profiles distribution (table 1). A greater percentage of a poor
prognosis patient in the non-targeted therapy group was observed (43% vs 30%) without

difference statistically significant (p=.21).

Overall survival

The median survival of all patients was 23.1 months (range, 16.1- 30) (fig 1). When
stratified by FGI risk categories (fig 2), patients with poor risk had a significantly shorter
overall survival (11 months; range, 5.8-19.6) than patients with intermediate risk (29.7
months; range, 19.4-30) or good prognostic patients (median overall survival not
reached). Patient treated with targeted therapy as first line had a significantly longer
median OS (30 months vs 13 months; p<.003, log-rank test) (fig 3). The Hazard Ratio (HR)
of death at 3 years was 0.53 (95% Confidence Interval, 0.33-0.85; p=.008, Cox

Proportional Hazards Model). When adjusted to the prognosis profile, the HR of death for
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patient treated with targeted therapy as first line versus without was 0.43 (95%CI, 0.27-

0.71, log-rank test).

Outcome in targeted therapy group

In the cohort treated by anti-angiogenic therapy, patients received a median of 2
therapeutic lines (range 1 to 5). As first line, 71% of patients had received sunitinib
(n=41), 21% bevacizumab (n=12), and 8% temsirolimus (n=5). The average duration of
treatment as first line was 9, 10.5 and 4 months respectively for bevacizumab, sunitinib
and temsirolimus. Dosage had been modified for 65% of patients treated by sunitinib: 21
patients with 25% of reduction and 6 with at least 50% of reduction. In 18% of cases
(n=9), first line therapy had to be interrupted due to toxic effects. Only 3 long-term
stabilities (defined as non-progressive disease during more than 2 years) and 2 complete
responses had been observed. As second line, 12% of patients (n=4) received a
monoclonal antibody, 59% received TKI (n=13 for sorafenib, n=7 for sunitinib) and 29%
mTOR inhibitor (n=2 for temsirolimus, n=8 for everolimus). When stratified by anti-
angiogenic treatment sequence, 23% (n=8) of patients received a monoclonal antibody-
TKI sequence, 29% (n=10) a TKI-mTOR inhibitor sequence and 35% (n=12) a TKI-TKI
sequence. Four patients were treated by TKI-monoclonal antibody or mTOR inhibitor-TKI
sequence (fig 4). The median overall survival was not statistically different between these

targeted therapy sequences.

Outcome in non-targeted therapy group

In the non-targeted therapy cohort, patients received a median of 1 therapeutic line:
37.5% were treated by cytokines, 15% by cytotoxic chemotherapy or hormonal therapy.

Two patients showed a complete response after surgery whose one was still alive at the
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time of clinical data cut-off (93 months survival). Forty two percent of patient (n=17) did
not receive active treatment: 8 patients had a poor prognosis profile and 6 where under
observation during more than a year (survival ranging from 12 to 27 months). In this
cohort, 7 patients received a targeted therapy during evolution: 4 as second line and 3 as

third line or more.
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DISCUSSION

This monocentric review of mRCC over the 11 past years demonstrates the significant
improvement in OS by using targeted first line treatment (bevacizumab, sunitinib or
temsirolimus) in routine clinical practice. This study among an unselected population of
mRCC supports the profound modification of therapeutic strategy with the adoption of
anti-angiogenic treatment since 2006. This improvement was not demonstrated in the
pivotal study of sunitinib or bevacizumab, but temsirolimus achieved a significant HR for

death of 0.73 (95%CI, 0.58-0.92; p=.008) versus placebo in poor prognostic population.*

Some others publications support the hypothesis of a benefit in OS. A population-based
study in British Columbia, Canada reported a significant improvement of median survival
of 8.6 months for patients treated by sunitinib compared with cytokines (17.3 vs 8.7
months; p=.004).> Less than 10% of 200 patients included received a second line therapy
and unsuitable patients for treatment were excluded. This study demonstrated the
superiority in OS of sunitinib as exclusive first line treatment without highlighting
profound modification of clinical practice: extending therapeutic indication and
increasing number of therapeutic lines. A Swedish population-based study sought to
demonstrate the improvement in OS using a large dataset of 3 243 patients.® The
RENCOMP analyses reported a HR for death of 0.76 (95%CI; 0.69-0.83, p<.001) in mRCC
patient diagnosed in the period 2006-2008 versus 2000-2005 with respectively median
survival of 17.7 months (95%; 14.9-20.5) and 10.2 months (95%CI; 9.1-11.2).
Nevertheless, important prognostic factors were not analysed such as risk group
classification or histology data. Despite 40% of treatments having been omitted from the
register, the authors’ conclusions suggested a high probability of contribution of targeted

therapy in increasing OS without concluding what the best treatment sequence should be.
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In our study, because of retrospective data, patients could not been classified according to
the MSKCC or Heng's classification risk. The FGI classification is an effective prognostic
model in predicting OS in mRCC patients treated in the era of targeted therapy.” OS
observed in each FGI’s prognostic group are consistent with OS formerly reported in the
corresponding prognostic group among Heng's classification: 44 months for favorable-

risk, 27 months for intermediate-risk and 8.8 months for poor-risk.?

The OS improvement is constant whatever the prognostic profile according to FGI
classification with adjusted HR of death statistically significant (0.43; 95% CI, 0.27-0.71).
Particularly in poor prognosis patient group, targeted therapy led to an increase OS of 7
months. In our study, poor prognosis patients seemed to be overrepresented in the non-
targeted therapy cohort but it was not statistically significant. The OS observed for poor
prognosis treated by targeted therapy (13,5 months, data not shown) was concordant
with median OS reported in same population treated by temsirolimus.* Immunotherapy
or chemotherapy abstention for unsuitable patients was formerly standard practice and
represented by 1 case per 5 patients. Even in the era of targeted therapy, there is still a
small percentage of unfit patients who are not candidates for an active and potentially

toxic treatment (less than 10% in our study).

This retrospective study could not grade adverse events. Clearly, toxicity limits had been
approached since dosage modifications were frequently reported in patient records. Sixty
five percent of sunitinib treated patients had a dosage reduction. Dosage modifications
seem to be more frequent in usual clinical practice (32% of dose reduction was reported

in the pivotal trial of sunitinib).2 Comorbidity could explain part of this reduction. The
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Common Toxicity Criteria scale used in randomised studies was not designed for the
assessment of toxicities in continuous therapy. Symptomatic toxicity (asthenia, mucosistis
and diarrhoea) could be under-estimated in an over-selected population.? Even if
toxicities could imply efficacy, the management of chronic adverse events are a challenge

in an unselected population of mRCC.10

The number of patients collected does not allow a conclusion on the better therapeutic
sequence. VEGF combinations do not improve OS but exacerbate toxicities.11.12 Recent
guidelines recommend sequential treatment with several options for second or third-line
drug.l3 New drugs are available: pazopanib as first line for good or intermediate
prognosis, axitinib for second line.1#1> New options (e.g. tivozanib) are expected to be
approved in near future.l® Nevertheless, the immune pathway is not definitively
abandoned. Anti-PD-1 and anti-PD-L-1 antibodies recently demonstrated in phase 1

studies up to 27% of cumulative response in renal cell cancer population.17.18

Beyond the effect of one single agent, the improvement of OS may be increased by
introduction of new efficient therapeutic agents which multiple the number of available
therapeutic lines. As in other metastatic disease (e.g. breast or colon cancer), defining the
best therapeutic sequence is challenging. In the absence of the necessary strategic trials,

clinicians must select treatment based on efficacy and toxicity of previous lines.

In conclusion, this retrospective study demonstrated the improvement of OS due to
targeted treatments, for all prognostic risk groups. These results support the complete
change of care in patients with the adoption of mRCC since 2006. In the era of targeted

therapy, therapeutic indications are extending even to poor prognostic patients and the
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number of therapeutic lines with efficient therapeutic agents for other patients is

increasing. Each step of progress contributes to improve overall survival.
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Table 1- Baseline demographic and clinical characteristics

Targeted therapy Non-targeted therapy

n=58(%) n=40 (%) p values
sex
male 38 (66) 33 (82) .06
female 20 (34) 7(17)
age years (range) 61 (39-83) 63 (41-84) .25
performance status '
0 20 (37) 8 (26) .28
1 25 (46) 13 (42) .69
2 and more 9(17) 10 (32) .09
prior nephrectomy 46 (80) 28 (70) .28
metachronous metastasis 26 (45) 10 (25) .04
Median time of delayed metastasis months
(25-75 percentil) 46 (12-82.5) 43.5 (4-79) .67
number of disease sites
1 24 (41) 17 (42) .91
2 and more 34 (59) 23 (58)
Sites of metastasis
bones 24 (41) 16 (40) .89
lung 40 (69) 22 (55) .16
liver 17 (29) 8 (20) .29
nodes 20 (34) 12 (30) .64
French Classification risk score i
favorable 10 (18) 7(19) .90
intermediate 29 (52) 14 (38) 18
poor 17 (30) 16 (43) .21

i n=54 in targeted therapy group and n=31 in non-targeted therapy group;
ii: n=56 in targeted therapy group and n=37 in non-targeted therapy group
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Fig. 1 - Kaplan - Meier estimates of OS at 3 years follow - up
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Fig. 2 - Kaplan - Meier estimates of OS at 3 years follow - up according to FGI risk
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Fig. 3 - Kaplan - Meier estimates of OS at 3 years follow - up
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Fig. 4 - Flow Chart
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ANNEXE 1: masque de saisie des données

NOM | | PrRENOM |
DATE DE NAISSANCE | ] Acepecouverte ]
SEXE | | CHIRURGIEN |

MUMERO DOSSIER : COMMUNE DE NAISSANCE

2 @D USIE EXPLOITABLE

EPIDEMIOLOGIE

surPoIDS -osesITE [ ] BMi=25) s [

=y . | TapacacTFousevRe [ ]
ATCD FAMILIAUX CANCERDUREIN ] syNDROME GENETIQUE [
remunioue [ plaLyse -GReFFE [ ]

cancer assoce ] | 1

b SERVICE D'UROLOGIE ET DE TRANSPLANTATION RENALE
PR JJ RAMBEAUD, PR JL DESCOTES
CHU CHU DE GRENOBLE
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DATE DE NAISSANCE | | AceDpecouvertE ]
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G A p f A ) ) f
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TRAITEMENT | |
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NOM | | PRENOM | |
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ANNEXE 2: Déclaration Commission Nationale de I'Informatique et des Libertés

‘ N I L n Récépissé de déclaration normale

Commission Naotionale de Ilnformatique et des Libertés

Monsieur ARNOUX Valentin

CENTRE HOSPITALIER UNIVERSITAIRE DE
GRENOBLE

UROLOGIE ET TRANSPLANTATION RENALE
CHU DE GRENOBLE

38043 GRENOBLE CEDEX 9

Numéro de déclaration
1500484 v 0

Conformément & la loi du 6 janvier 1978 relative a l'informatique, aux fichiers et aux libertés, modifiée en aout 2004,

CENTRE HOSPITALIER UNIVERSITAIRE DE GRENOBLE
DIRECTION DE LA RECHERCHE CLINIQUE

BP 217 PAVILLON ST EYNARD 338043 GRENOBLE CEDEX 9
Tél : 476767575 Fax :

A déclaré 4 la Commission Nationale de l'informatique et des libertés un traitement de données personnelles dont la
finalité principale est :

CREATION D'UNE BASE DE DONNEES SUR LES TUMEURS DU REIN L'OBJECTIF PRIMAIRE EST LA CREATION
D'UNE BASE DE DONNEES CLINICO-BIOLOGIQUE CONCERNANT LES PATIENTS PRESENTANT UNE TUMEUR DU
REIN ET ADMIS AU CHU DE GRENOBLE. IL SAGIT D'UNE ETUDE OBSERVATIONNELLE CHEZ LES PATIENTS ADMIS
AU CHU ET PRESENTANT UNE TUMEUR DU REIN. TOUS LES ACTES SONT PRATIQUES ET LES PRODUITS UTILISES
DE MANIERE HABITUELLE. LES PRELEVEMENTS REALISES CORRESPONDENT A CEUX COURAMMENT
PRESCRITS CHEZ CE TYPE DE PATIENTS. LA STRATEGIE THERAPEUTIQUE RELEVE DE LA PRATIOQUE COURANTE.

La délivrance de ce récépissé atteste que vous avez effectué une déclaration de votre traitement & la CNIL et que votre dossier est
formellement complet. Vous pouvez mettre en ceuvre votre traitement. Cependant, la CNIL peut & tout moment vérifier, par courrier
ou par la voie d'un contréle sur place, que ce traitement respecte |'ensemble des dispositions de la loi du 6 janvier 1978 modifiée en
2004. En tout état de cause, vous étes tenu de respecter les obligations prévues par la loi et notamment :

1) La définition et le respect de la finalité du traitement,

2) La pertinence des données traitées,

3) La conservation pendant une durée limitée des données,

4) La sécurité et la confidentialité des données,

5) Le respect des droits des intéressés : leur information sur leur droit d"accés, de rectification et d"opposition.
Pour plus de détails sur les obligations prévues par la loi « informatique et libertés ». consultez le site internet de la CNIL :
« www.cnilfr »

Fait & Paris, le 18 avril 2011

Par délégation de la commission
Alex Turk

8, rue Vivienne — C530223 - 75083 Paris Cedex 02 Tél : 0153732222 Fax : 0153732200 Site : http://ww w.cnil.fr
REPUBLIOUE FRANCAISE
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ANNEXE 3: Accord Comité d’Ethique

Comité d’Ethique des Centres d'Investigation Clinique
de l'inter-région Rhone-Alpes-Auvergne

Ov Chrisitan Duaké Dr Jean-_ue Cracowskl Or Betwouz Kassal  Pr Hervé Decousts
Chair Chair CIC Lyon CIC Saint Eflenne

Cenire de Clarmant Fermand Centre de Grenoble bh@upcluniviyon it clogohustetenne
IRE NPO0005851 IRE N"D0005821 T, D4 72 35 72 31 Tel 04 72 12 06 26

couale@chu-clemmontfemand ft clogbchu-grenobie fr Fax 04 77 12 TE 20

Tel 4.73.17.84.18 Tel. 04 76 76 52 60

Fax 4.73.17.84.12 Fax 04 76 76 92 62 e, _
& Emd
e - rigaics (ialms ‘t ‘._
Inserm
PLERHUSHT FERRAHD :ﬂ'ﬂl“ﬂl"'.rll I-m.
"' An Aarsan W An 2 mec-acrhamaiira s e
Clermont-Ferrand, le 28/09/2011

Chére Madame,

Nous vous prions de prendre connaissance de 1'évaluation de votre projet présenté an Comité
Technigque du CIC en date du 26/092011. Cette décision a été rendue aprés revue de voftre
projet selon la loi Frangaise sur la Recherche Biomedicale [1] et la déclaration de Déclaration
dHelsmki de I'Association Médicale Mondiale [2].

[1] Chagpdirs Iar du titre I do Evre Iar de Ia presviées partie da Code de Ia Santd Poblique relatif aex recharches hicesddicales.

[2] Dclamation dHalbizki de DAssociation Madiale Mondisle Principes athiques appicables anx recharches medimales sr des apjes
Ieving, [hitpe!wrerw. wrmaunet Fpalicy b3, bim].

Avec nos sentiments les meilleurs.

Dr Christian DUALE, Médecin Délégué Pr Clande DUBEAY, Médecin Coordommateur

T G e

Date de la réunion 26/00/2011

N°IEB 3801

Membres du CT présents Drgle C, Dubmay C, Laclaure I, Merlin E, Ouchchane L,
Pereira B, Ughetto 5.

Membres du CT excuses Anbles-Cuvelier B, Cano M, Perron D

Expertise exténeure

Titre du projet sounmns Base de données sur les tumenrs du rem.

Nom de I'investizateur principal Amoux V.

N* de dossier [RB 2011-13

Service Service d Urologie et Transplantation Rénale

CHU de rattachement Grenohle

Autres destinatamres du cowmier CECIC
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THESE SOUTENUE PAR: Mélanie TAD]
TITRE: Amélioration de la survie globale des patients porteurs de cancer du rein

métastatiques grace aux thérapies ciblées: revue monocentrique depuis 2000.

CONCLUSION

La prise en charge du cancer du rein métastatique a été radicalement modifiée par l'introduction
des thérapies ciblées anti-angiogéniques alors que ces nouveaux traitements n’avaient prouvé
qu'un bénéfice en survie sans progression lors des études pivotales. Dans cette étude
monocentrique et rétrospective depuis 2000, la survie globale d’'une population non sélectionnée
de 98 patients porteurs d'un cancer du rein métastatique est passée de 13 mois a 30 mois grace a
I'apport des thérapies ciblées. Cette augmentation de survie est constante quelque soit le groupe
pronostique. L'extension des indications thérapeutiques et le nombre croissant de traitements
efficaces sont les probables facteurs de cette amélioration. Cette étude propose également un
reflet de la pratique clinique quotidienne ou les nombreuses toxicités induites par ces traitements
peuvent engendrer des réductions de posologie sans pour autant nuire a la survie des malades.
Cette étude appuie donc le changement drastique de prise en charge des patients atteints de

cancer du rein métastatique induit par I'émergence des thérapies ciblées anti-angiogéniques.

VU ET PERMIS D’IMPRIMER

Grenoble,Le 20|31

LE DOYEN LE PRESIDENT DE LA THESE

o« vom

Madame le Professeur M. MOUSSEAU

Mr le Professeu
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SERMENT D' HIPPOCRATE

Quidissmemorem faudes, repetimquefideles
Ingenij dotes, Hippocratisque decus.

Democritianditor Phesbea, 6, Goé propago,

Certiusan quiste tradiditartisopes?

En présence des Maitres de cette Faculté, de mes chers com[iscip[es et devant
Peffigie £ HIPPOCRATE,
je promets et je jure détre fideéle aux lois de [honneur et de la probité dans
Cexercice de la Médecine.

Je donnerai mes soins gratuitement a lindigent et n’exigerai jamais un salaire au
dessus de mon travail. Je ne participerai a aucun partage clandestin d’honoraires.
Admis dans Cintimité des maisons, mes yeux n’y verront pas ce Qui s’y passe ; ma
[an_que taira les secrets Qui me seront cor_afie’s et mon état ne servira pas a corrompre

les meeurs, ni d favoriser le crime.

Je ne permettrai pas que des considérations de reﬁgion, de nation, de race, de parti
ou de classe sociale viennent s'interposer entre mon devoir et mon pc‘ztiént.

Je garderai le respect absolu de [a vie humaine.

Meéme sous la menace, je nadmettrai pas de faire usage de mes connaissances
médicales contre les lois de [humanité.

Respectueux et reconnaissant envers mes. Maitres, Jje rendrai a leurs enfants
Pinstruction que j'ai recue de leurs péres.

Que les hommes m’accordent leur estime si je suis  fidele a mes promesses.

Que je sois couvert d’opprobre et méprisé de mes confréres si j’y mangue.
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