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Αντιμετώπιση καρκίνου νεφρού

Τοπική νόσος

 Τ1-4Ν0Μ0

Μεταστατική νόσος

 N+

 M1



ΤΟΠΙΚΗ ΝΟΣΟΣ



Αντιμετώπισης μάζας νεφρού

 Κλινικό στάδιο Τ1

Surveillance

Non surgical procedures

RFA

Cryoablation

Surgical procedures

Partial nephrectomy

Open

Laparoscopic

Traditional

Robotic



Αντιμετώπισης μάζας νεφρού
Κλινικό στάδιο Τ2

Radical nephrectomy

Partial nephrectomy

Κλινικό στάδιο Τ3-4

Radical nephrectomy

Removal of thrombus

No routine LND

No adrenalectomy

No adjuvant

Neoadjuvant-Downsizing



Θεραπεία των ασθενών με 

μεταστατικό καρκίνο νεφρού

Χειρουργική αντιμετώπιση?

Συστηματική θεραπεία?



Watchful waiting

Slow progression

Selection criteria undefined



CN-Prognostic features

Nephrectomy No-nephrectomy p

n G I P n G I P

Choueiri 201 12% 58% 30% 113 1% 37% 62%

Bamias 186 24% 56% 20% 36 9% 48% 43% 0.027

Heng 935 9% 63% 28% 676 1% 45% 54% <0.0001 



CN-Αποτελέσματα

Nephrectomy No-nephrectomy HR p

n OS n OS

Choueiri 201 19.8 113 9.4 0.68 0.04

Ασθενείς κακής πρόγνωσης είχαν οριακό όφελος (p=0.06)

Bamias 186 24.9 36 9.0 0.54 <0.001

Δεν αναγνωρίσθηκε κάποια ομάδα με μεγαλύτερο όφελος από την 

νεφρεκτομή

Heng 935 20.6 676 9.5 0.60 <0.0001 

Ασθενείς με προσδόκιμο επιβίωσης κάτω του έτους είχαν οριακό όφελος 



Μεταστασεκτομή

 Αρχική θεραπεία

 Για επίτευξη ΠΥ

 Σε διαφορετική ανταπόκριση

 Πρέπει να επιδιώκεται

 Καλύτερη η χειρουργική έναντι της ΑΚΘ

 Απουσία κριτηρίων επιλογής

 Όχι pseudo-adjuvant



Επιλογή θεραπείας 1ης γραμμής



P

P

EC, endothelial cell; Erk, extracellular signal-regulated kinase; MAPK, mitogen-activated protein kinase; MEK, mitogen-

activated protein/extracellular signal-regulated kinase; PI3K, phosphatidylinositol 3-kinase; Akt, protein kinase B

Modified with permission from: Garcia JA, Rini BI. CA Cancer J Clin. 2007;57:112-125.

VEGF Signaling Pathway Inhibitors:

Approved and Investigational Agents
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EGFR, epidermal growth factor receptor; HER2, human epidermal growth factor receptor 2; HIF-1α, hypoxia-inducible factor 

1α; IGF-1R, insulin-like growth factor receptor; PDGFR, platelet-derived growth factor receptor; PTEN, phosphatase and 

tensin homolog; TSC1/2, tuberous sclerosis type 1/2; VHL, Von Hippel-Lindau

mTOR Signaling Pathway Inhibition



Πρόσφατες εξελίξεις
ΑΝΟΣΟΕΠΙΤΗΡΗΣΗ ΤΟΥ ΟΓΚΟΥ



Immunosuppressive tumor microenvironment

Inhibited
T cell

Tumor cell
Death

Tumor cell
or

Dendritic cell

MHC + 
tumor 

antigen

PD-L1

TCR

PD-1

PD-L2

PD-1
Nivolumab

PD-L1 expression 
provides
immune escape 
mechanism

PD-1 expression on TILs 
impairs 

T cell function

PD-1, programmed death-1; PD-L1, programmed death ligand-1. 
Gabrilovich D, et al. Nat Med. 1996;2:1096-103; Gabrilovich D, et al. Nat Rev Immunol. 2009;9:162-74; Bronte V, et al. J Immunother. 2001;24:431-
46; Finke JH, et al. Clin Cancer Res. 2008;14:6674-82; Ko JS, et al. Clin Cancer Res. 2009;15:2148-57; Thompson RH, et al. Clin Cancer Res. 
2007;13:1757-61; Thompson RH, et al. Proc Natl Acad Sci U S A. 2004;101:17174-9.

Nivolumab

A. Amin, ASCO 2014



RECORD-3: PFS results

 Non-inferiority of PFS for 1st line everolimus compared with sunitinib was not 

achieved in this randomized phase II trial of mRCC patients 

RECORD-3 Everolimus 1st line
(n=238)

Sunitinib 1st line   
(n=233)

Median PFS

(95% CI)

7.9 months

(5.6-8.2)

10.7 months

(8.2-11.5)

HR

(95%CI)

1.43 

(1.15-1.77)

RECORD-3 EVE→SUN SUN→EVE

Median OS

(95% CI)

22.4 months

(17.9-NA)

32.0 months

(20.5-NA)

HR 

(95%CI)

1.24 

(0.94-1.64)





Guidelines Treatment

1st-line 2nd-line 3rd-line
Post cytokines Post anti-VEGF 

therapy

Post 

temsirolimus

Any prior 

therapy

Post anti-

VEGF therapy 

Post 

everolimus

CC NCC CC NCC Any histotype
Favourable-

Intermediate

Poor Any risk Any risk Any risk

EAU Sunitinib (1b,A)

Pazopanib (1b,A)

BEV+IFN (1b,A)

Temsirolimus (1b,A) 

Sunitinib (1b,A)

Pazopanib (1b,A)

Sunitinib (2a)

Temsirolimus (2b) 

Everolimus (2b)

Sorafenib (1b)

Axitinib (2a)

Pazopanib (2a)

Axitinib (2a,A)

Everolimus (2a,A)

Sorafenib (2a)

Any targeted 

agent

Any targeted 

agent (4)

Everolimus 

(2a)

Sorafenib 

(1b)

ESMO Sunitinib (1,A)

Pazopanib (1,A)

BEV+IFN (1,A) 

Sorafenib (2,B)

BEV+LD IFN (3,A)

HD IL2 (3,C)

Temsirolimus (2,A) 

Sunitinib (2,B)

Sorafenib (3,B)

Temsirolimus (3,B)

Sunitinib (3,B)

Sorafenib (3,B)

Sorafenib (1,A)

Axitinib (1,A)

Pazopanib (2,A)

Sunitinib (3,A)

Axitinib (1,B)

Everolimus (2,A)

Sorafenib (2,A)

Everolimus 

(2,A)

Sorafenib 

(1,B)

Other TKI 

(4,B)

Rechallenge 

(4,B)

NCCN Sunitinib (1)

Temsirolimus (2B)

BEV + IFN (1)

Pazopanib (1)

HD IL-2 (2B)

Axitinib (2B)

Sorafenib (2B)

Clinical trial (2B)

Sunitinib (1)

Temsirolimus (1)

BEV + IFN (1)

Pazopanib (1)

HD IL-2 (2B)

Axitinib (2B)

Sorafenib (2B)

Clinical trial (2B)

Temsirolimus (2A)*

Temsirolimus (1)#

Sorafenib (2B)

Sunitinib (2B)

Pazopanib (2B)

Axitinib (2B)

Everolimus (2B)

BEV (2B)

Erlotinib (2B)

Clinical trial (2B)

Axitinib (1)

Sorafenib (1)

Sunitinib (1)

Pazopanib (1)

Temsirolimus 

(2B)

BEV (2B)

Everolimus (1)

Axitinib (1)

Sorafenib (2B)

Sunitinib (2B)

Pazopanib (2B)

Temsirolimus 

(2B)

BEV (2B)

Clinical trial (2B)

HD IL-2 (2B)

Current guidelines



mTORI in 1st-line

TEM EVE

IMDC 2% <1%

UK 0.8% 6.4%

HGUCG 3.5% 4.4%





clinicaloptions.com/oncology

ASPEN: Everolimus Vs Sunitinib in Non-Clear Cell RCC

ASPEN: Everolimus vs Sunitinib in 

NCRCC 

 Primary endpoint: radiographic PFS

 Secondary endpoints: OS; PFS at 6, 12, 24 mos; ORR; CBR; time to 
metastasis; QoL

Everolimus 10 mg QD

daily in 6-wk cycles

(n = 57)Untreated pts with 

metastatic NCRCC, 

KPS ≥ 60

(N = 108)
Sunitinib 50 mg QD

Days 1-28 in 6-wk cycles

(n = 51)

Stratified by histology (papillary vs 

chromophobe vs unclassified), 

MSKCC risk group

Armstrong AJ, et al. ASCO 2015. Abstract 4507.



clinicaloptions.com/oncology

ASPEN: Everolimus Vs Sunitinib in Non-Clear Cell RCC

ASPEN: Progression-Free Survival 

 Median OS: sunitinib vs everolimus: 32 (95% CI: 15-NR) vs 13 mos (95% CI: 
10-38) (HR: 1.12; P = .60)

Armstrong AJ, et al. ASCO 2015. Abstract 4507. Reprinted with permission.

1.0

0.8

0.6

0.4

0

0.2

0 6 12 18 24 30 36

Mos
51

57

26

21

17

8

10

4

8

3

4

2

1

1

Sunitinib

Everolimus

Pts at Risk, n

P
ro

b
a

b
il

it
y
 o

f 
P

F
S

Sunitinib, median PFS 8.3 mos

Everolimus, median PFS 5.6 mos

Stratified log-rank HR 1.41, P = .16  

< 0.20 boundary P value



Time (months) 

PFS in First-Line

Stratified logrank P-value = 0.25 

0 5 10 15 20 20100 5 15 25

Time (months) 

2nd Interim Analysis (11/2013) Final Analysis (05/2014)

Sunitinib Median (95% CI)= 
6.1 mos  (4.2, 9.4)

Everolimus Median (95% CI)= 
4.1 mos  (2.7, 10.5)

P
ro

b
a
b
ili

ty
0
  
  
  
  
  
  
 0

.2
  
  
  
  
0
.4

  
  
  
  
  
0
.6

  
  
  
  
  
 0

.8
  
  
  
  
 1

.0

Sunitinib Median (95% CI)= 
6.1 mos  (4.7, 10.8)

Everolimus Median (95% CI)= 
4.1 mos  (2.7, 7.4)

Sunitinib (Events 25/33) 
Everolimus (Events 26/35)

P
ro

b
a
b
ili

ty
0
  
  
  
  
  
  
 0

.2
  
  
  
  
0
.4

  
  
  
  
  
0
.6

  
  
  
  
  
 0

.8
  
  
  
  
 1

.0

Stratified logrank P-value = 0.6

Sunitinib (Events  25/33)

Everolimus (Events  26/35)



PFS in Second-line

Sunitinib (Events 17/20); Median (95% Cl): 1.8 mos ( 1.4, 10.6)
Everolimus (Events 16/24); Median (95% Cl): 2.8 mos (1.4, NA)
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Overall Survival

Second Interim Analysis 11/2013 Final Analysis 05/2014

Sunitinib Median (95% 
CI):  16.2 mos (14.2, NA)
Everolimus Median (95% 
CI): 14.9 mos (8.0, 23.4)
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Primary Endpoint: Progression-free Survival 

(independent review) 

Pazopanib

Sunitinib

N Median PFS (95% CI)

Pazopanib 557 8.4 mo (8.3, 10.9)

Sunitinib 553 9.5 mo (8.3, 11.1)

HR  (95% CI ) = 1.047 (0.898,1.220)



PISCES: Patient Preference Between 

Pazopanib and Sunitinib

28

QD, once daily; CI, confidence interval.

Escudier B, et al. ASCO 2012. Oral presentation CRA4502.

Patient
preference
of further
treatment

Sunitinib
50 mg 4/2a

Period 2

Pazopanib
800 mg OD

Period 1

Sunitinib
50 mg 4/2a

Pazopanib
800 mg QD

1:1

n=169
R

10 weeks 10 weeks2-week
washout

Double-blind phase

Time (weeks)
100 12 22

End of study

Difference 49.3%
(pazopanib vs sunitinib)

90% CI for difference (37.0%-61.5%)

P value <.001

70%

22%
8%
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Hair color change

Weight decreased

Serum ALT increased

Alopecia

Upper abdominal pain

Serum AST increased

Fatigue

Rash

Pain in extremity

Constipation

Taste Alteration

LDH increased

Serum creatinine increased

Peripheral edema

Hand-foot syndrome

Dyspepsia

Pyrexia

Leukopenia

Hypothyroidism

Epistaxis

Serum TSH increased

Mucositis

Neutropenia

Anemia

Thrombocytopenia

Relative Risk in Adverse Events
AE occurrence ≥10% in either arm; 95% CI for RR does not cross 1

Favors pazopanib Favors sunitinib



Επιλογή θεραπείας 2ης γραμμής



Motzer R, et al. Cancer 2010*Central radiology review

RECORD-1: PFS and OS results
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AXIS: Axitinib significantly prolonged PFS vs sorafenib

Updated data cut-off requested for SmPC June 03, 2011
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Overall survival
Median OS, months  (95% CI)

Nivolumab 25.0 (21.8–NE)

Everolimus 19.6 (17.6–23.1)

HR (98.5% CI): 0.73 (0.57–0.93)

P = 0.0018
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Minimum follow-up was 14 months.

NE, not estimable.



Progression-free survival

No. of patients at risk
Nivolumab 410 230 145 116 81 66 48 29 11 4 0
Everolimus 411 227 129 97 61 47 25 16 3 0 0
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Nivolumab

Everolimus

Median PFS, months (95% CI)

Nivolumab 4.6 (3.7–5.4)

Everolimus 4.4 (3.7–5.5)

HR (95% CI): 0.88 (0.75–1.03)

P = 0.1135

 In a post-hoc analysis of patients who had not progressed or died at 6 

months, median PFS was 15.6 months for nivolumab vs 11.7 months for 

everolimus (HR (95% CI): 0.64 (0.47–0.88))





clinicaloptions.com/oncology

Phase II Study: Lenvatinib ± Everolimus vs Everolimus in RCC 

Lenvatinib ± Everolimus in mRCC: 

Randomized, Open-Label Phase II Study

 Primary endpoint: PFS with lenvatinib ± everolimus vs everolimus alone

 Secondary endpoints: PFS with combination vs lenvatinib alone, ORR, OS, 
safety/tolerability

Lenvatinib 18 mg QD +

Everolimus 5 mg QD 

(n = 51)

Measurable metastatic or 

advanced RCC; 

following progression

≤ 9 mos after 1 prior 

VEGF therapy 

(N = 153)

Stratified by hemoglobin (low vs 

normal) and corrected serum calcium 

(≥ vs < 10 mg/dL)

Lenvatinib 24 mg QD

(n = 52)

Motzer R, et al. ASCO 2015. Abstract 4506.

Everolimus 10 mg QD 

(n = 50)

Treated until PD or 

unacceptable toxicity



clinicaloptions.com/oncology

Phase II Study: Lenvatinib ± Everolimus vs Everolimus in RCC 

Lenvatinib ± Everolimus in mRCC: 

Efficacy

Response Lenvatinib/

Everolimus

(n = 51)

Lenvatinib

(n = 52)

Everolimus

(n = 50)

Median PFS, 

mos 

14.6

HR: 0.40; P < .001 

vs everolimus

7.4

HR: 0.61; P = .048 

vs everolimus

5.5

ORR, % 43

P < .001 vs everolimus

27

P = .007 vs everolimus

6

Median OS,* mos 25.5

HR: 0.51; P = .024 

vs everolimus

19.1

HR: 0.68; P =.118 

vs everolimus

15.4

Motzer R, et al. ASCO 2015. Abstract 4506.

*Updated analysis.



Hypertension

Dysphonia

Hand–foot syndrome

Weight loss

Constipation

Axitinib2Everolimus1

Stomatitis

Infections

Cough

Rash

Peripheral oedema

Dyspnoea

Pyrexia

Fatigue

Diarrhoea

Nausea

Anorexia

Vomiting

Frequent all-causality AEs (≥20%)*

1. Escudier B, et al. Cancer 2010:4256–65; 2. Rini BI, et al. Lancet 2011;378:1931–9

*Outcomes from different clinical trials should not be compared directly due to differences in trial design and patient populations



EAU guidelines



COMBO VS MONO ?



Σημασία της προηγούμενης ανταπόκρισης 

στην επιλογή της 2ης γραμμής

• Αντικρουόμενα αποτελέσματα

• Βασικό μειονέκτημα: οι early progressors 

συμπεριλαμβάνονται στις περισσότερες αναλύσεις





Change from baseline in quality of life 

scores on FKSI-DRS 

Questionnaire completion rate: ≥80% during the first year of follow-up.
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▪ Mean change from baseline in the nivolumab group increased over time 

and differed significantly from the everolimus group at each assessment 

through week 76 (P<0.05)



Overall survival by PD-L1 expression

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

Median OS, months (95% CI)

Nivolumab 21.8 (16.5–28.1)

Everolimus 18.8 (11.9–19.9)

No. of patients at risk

Nivolumab 94 86 79 73 66 58 45 31 18 4 1 0

Everolimus 87 77 68 59 52 47 40 19 9 4 1 0
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PD-L1 ≥1% (n = 24%)

Median OS, months (95% CI)

Nivolumab 27.4 (21.4–NE)

Everolimus 21.2 (17.7–26.2)

276 265 245 233 210 189 145 94 48 22 2 0

299 267 238 214 200 182 137 92 51 16 1 0

Nivolumab
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HR (95% CI): 0.79 (0.53–1.17) HR (95% CI): 0.77 (0.60–0.97)



• Μελέτες: until PD or intolerance

• Real world: ?safe interruption after achieving CR (with or 

without surgery)

Treatment holidays



ΣΥΜΠΕΡΑΣΜΑΤΑ

• Ο μεταστατικός καρκίνος νεφρού είναι χρόνια νόσος με 

πολλές θεραπευτικές επιλογές

• Η επιλογή της θεραπείας βασίζεται σε κλινικά κριτήρια και 

στα δεδομένα τοξικότητας, τα οποία, όμως, δεν επαρκούν για 

αποτελεσματική επιλογή των ασθενών.

• Η σύγχρονη έρευνα εστιάζεται στην ιδεατή διαδοχική χρήση 

των στοχευμένων θεραπειών και στην ανεύρεση βιολογικών 

και κλινικών παραμέτρων για την επιλογή ασθενών που 

μπορεί να έχουν μεγαλύτερο όφελος από τον ένα η τον άλλο 

παράγοντα


