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CARMENA investigated the role of CN
SURTIME the sequence of CN

SURTIME and CARMENA included 
patients who require sunitinib 

N=28 from an institutional 
database of 202 primary 
mRCC patients

Bex et al., GU ASCO, J Clin Oncol 34, 2016 (suppl 2S; abstr 604)

Median timo to TT
14 months

Time to targeted therapy in patients with low-volume but non-resectable metastatic 
disease after CN

Study	design
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Progression status 
at week 16

Progression status 
at week 28
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Progression
status every 

12 weeks

Cycle 4 Cycle 5Cycle 1 (6 wk) Cycle 2 Cycle 3 (4 wk)

R

Immediate	
Nephrectomy

Deferred
Nephrectomy

=	Progression	status	4	weeks	after	CN

=	Sunitinib

Baseline	characteristics
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Immediate
nephrectomy

(N=50)

Deferred
nephrectomy

(N=49)

Median	age	(years) 60														 58														

Performance	status	(WHO)

- WHO	0 36	(72.0%)	 31	(63.3%)	

- WHO	1 14	(28.0%) 18	(36.7%)

Male	 41	(82.0%) 39	(79.6%)

MSKCC	intermediate	risk 43	(86.0%) 44	(89.8%)

≥	2	measurable	metastatic	sites 43	(86.0%) 46	(93.9%)

Mean	(SD)	primary	tumor	size	
(mm)

93.1	(37.8) 96.8	(31.3)
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Progression-free	survival	(ITT)
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Progression-free	status	
at	w28	(±15	days)	

Immediate
nephrectomy

(N=50)

Deferred
nephrectomy

(N=49)

Progression-free	
at	week	28	

21	(42.0%)																																																																																								21	(42.9%)																																																																																								

[95%	CI] [28.2%	– 56.8%] [28.8%	– 57.8%]

p-value	(one-sided	Fisher	
exact	test)

0.61

Progression	≤	week	28	or	
treatment	failure	

25	(50.0%)																																																																																								24	(49.0%)

Not	assessable	 4	(8.0%)																																																																																									4	(8.2%)																																																																																									

HR	(95%CI)=0.88	(0.56,	1.37),	p=0.569
Stratified	by	WHO	performance	status	(0	versus	1)

W
ee

k 
16

 e
va

lu
at

io
n

(+
/-1

5 
da

ys
 w

in
do

w
)

W
ee

k 
28

 e
va

lu
at

io
n

(+
/-1

5 
da

ys
 w

in
do

w
)

Immediate

Deferred

Overall	Survival	(ITT)
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HR	(95%CI)=0.57	(0.34,	0.95),	p=0.032
Stratified	by	WHO	performance	status	(0	versus	1)

Immediate
nephrectomy

(N=50)

Deferred
nephrectomy

(N=49)

Survival	status
Dead 35	(70.0)																																																																																								28	(57.1)																																																																																								

Reason	of	death
Progression 30 25
Surgery	related	toxicity 1 0
Progression	and	surgery	related	
toxicity																								

1 0

Cardiovascular	disease	
(not	due	to	toxicity	or	progression)																																															

1 0

Other	(not	due	to	toxicity	or	
progression)

1 0

Unknown																		 1 3

Immediate

Deferred

Overall	Survival	– Landmark	analysis	at	week	16
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Assessment	of	progression	status	at	week	16	prior	to	planned	CN	in	the	deferred	arm
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Patients-at-Risk
13 2 1 0 0 0 0 0 0 0
12 8 6 2 1 1 0 0 0 0
10 8 4 3 3 2 1 1 1 1
27 26 21 15 12 10 8 4 2 1
32 31 26 23 19 17 12 8 6 3
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Patient disposition 

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting

Patient characteristics (1)

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting

What is the percentage of MSKCC poor risk among 

patients undergoing CN in the real world setting ?

N=1108, 33%

N=190, 23.9%

N=298, 9.4%

N=201, 25%
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Was there selection at the ‘front door’ ?

Did physicians recruit poorer candidates because 
they were aware that their patients stood a 50% 
chance not to undergo CN ?

Overall <br />survival (ITT) 

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting

Overall survival (ITT) 

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting

Overall survival by patient population

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting

Secondary nephrectomy in Arm B (sunitinib alone)

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting

The median time to secondary 
nephrectomy was 11.1 months

At +/- 12 months 128 patients in 
the sunitinib-alone arm are still alive

Substract 41% poor risk patients  = 
76 intermediate at this point in time

50% of those alive had a 
secondary CN

A different perspective on the 17% CN rate
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Updated EAU guidelines for cytoreductive nephrectomy in 
patients with synchronous metastatic clear-cell RCC

Bex et al., Eur Urol. 2018 Aug 31. doi: 10.1016/j.eururo.2018.08.008.   

Leuven-Undine metastasectomy score

Tosco	et	al.	Eur	Urol	4:646-652,	2012
Leibovich	et	al.,	J	Urol	174(5),	2005

Developed from 150 metastasectomies in two European Centres

More	contemporary	than	the	Leibovich	metastasectomy	score	
developed	from	727	metastasectomies	in	the	period	1970-2000

How to select patients for metastasectomy 
?

• Multiple factors 
are associated 
with a favorable 
outcome 

An oncological ‘uncertainty 
principle’ 

We can know the position of the metastasis 
but the momentum of metastatic progression 

is uncertain

Surveillance as selection 

Rini et al., Lancet Oncol 2016

• Median time to progression 9.4 months (95% CI 
7.4-13.4)

• 47% of RECIST progressing patients continued 
surveillance

• Time to targeted therapy was 14.9 months (95% 
CI 10.0-25.0)

Surveillance for 3 months may help to select 
rapidly progressing patients 

Finally, open questions remain

• Should CN be performed at a later stage in all patients 
except those who progress (SURTIME) or only when 
necessary (CARMENA)?

• First-line therapy with nivolumab plus ipilimumab will 
replace sunitinib for intermediate and poor risk patients.

• Will we need new studies or treat patients with primary 
metastatic RCC with the tumour in place followed by 
resection when necessary ?


