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Editorial Commentary

Is active surveillance an option for metachronous metastatic renal 
cell carcinoma?
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About 30% of patients treated with partial or radical 
nephrectomy for localized renal cell carcinoma (RCC) 
develop nodal or distant metastases during the follow-up (1). 
According to the time of recurrence, relapses are classified 
into early or late if occurring before or after 5 years from 
surgery (2). Early recurrences seem to be associated with a 
worse prognosis in comparison with late ones (3,4). Indeed, 
risk stratification according to the International Metastatic 
Renal Cell Carcinoma Database Consortium (IMDC) 
currently represents the most relevant prognosticator for 
patients with metastatic renal cell carcinoma (mRCC) (5).  
In details, patients with mRCC can be classified into 
good, intermediate or poor prognosis according to (I) 
time from diagnosis to treatment <1 year; (II) Karnofsky 
performance score <80%; (III) anemia; (IV) hypercalcemia; 
(V) thrombophilia; and (VI) neutrophilia. The absence of 
all previous parameters identifies patients included in the 
favorable-risk group. Conversely, the presence of one or 
two, and ≥3 prognostic factors identifies intermediate, and 
poor-risk categories, respectively (5). 

Surgical metastasectomy, ablative techniques and/or first-
line targeted therapies are the most recommended options 
to treat patients with single metastasis or low burden 
tumor (6,7). However, in 2016 the European Society for 
Medical Oncology guidelines introduced the possibility 
to manage well-selected patients with favorable disease 
using an active surveillance (AS) protocol (8). Postponing 

an active systemic treatment may avoid, or reduce, drug-
related toxicity and costs of treatment without affecting its 
potential efficacy. Chest, abdominal and pelvic computed 
tomography (CT) scan at baseline, and then every 3 months 
during the first year, every 4 months during the second year, 
and every 6 months thereafter, represent the most used 
follow-up schedule for mRCC patients on an AS protocol. 
Furthermore, an annual central nervous system imaging is 
recommended. 

In the last years, few studies analyzed the efficacy of AS 
in patients with mRCC. Most of them were retrospective 
and included a heterogeneous, small and well-selected 
cohort of patients followed with different schedules and 
criteria triggering an active treatment. Consequently, only 
limited evidence does exist on optimal criteria to select 
candidates for an AS protocol and to switch to deferred 
active treatment without jeopardizing cancer control.

Currently, the best available evidence is represented by a 
prospective phase II trial published in 2016 by Rini et al. (9).  
In this study, the Authors analyzed 48 patients with 
treatment-naïve, asymptomatic mRCC who underwent a 
surveillance protocol for a median time of 14.9 months. 
Multivariable analysis showed that a higher number 
of IMDC risk factors and a high number of metastatic 
sites predicted a short surveillance period. Of note,  
22 (46%) patients died of disease during the study 
period. Interestingly, when investigating the potential 
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biological basis for the good outcome of mRCC patients, 
Rini et al. observed that patients on AS had significantly 
fewer immunosuppressive cells and a higher number of 
interferon-γ-producing T cells than the cohort of patients 
who began systemic therapy immediately. This phenotype, 
which would favor an anti-tumor immune response, could 
be postulated to contribute to the relatively indolent nature 
of tumor growth in patients on AS.

Recently, Bimbatti et al. published a retrospective analysis 
of 52 patients with mRCC managed with AS in a period of 
about 9 years assessing whether IMDC risk class, number of 
metastatic sites and tumor burden (TB) changed over time, 
and how these changes impacted on survival (10). Obviously, 
the practical objective was to identify which factor may 
help clinicians make decisions about the early termination 
of AS and the start of systemic therapy. While IMDC 
classes were assigned according to the Heng criteria (5)  
and the modified Rini et al. criteria (9), TB was defined as 
the sum in millimeters of the longest tumor diameter of 
each measurable lesion.

Twelve patients were metastatic at diagnosis and 40 
showed a distant progression 36 months after nephrectomy. 
Interestingly, at the beginning of AS, 69% of patients belonged 
to the good-risk IMDC class, 25% to the intermediate-risk 
class and only 6% to the poor-risk class. Notably, 94% of 
the primary tumors were clear cell RCC. Lung (56%), nodes 
(23%), pancreas (19%) and adrenal glands (8%) were the most 
commonly affected metastatic sites. Median TB was 20 mm 
(interquartile range, 13–44 mm). 

At a median follow-up of 38.5 months, 38/52 patients 
(73%) stopped AS. Among these patients, 36 (69%) started 
a systemic therapy and two (4%) died without treatment. 
The median time on AS was 18.3 months. Overall, 18 (35%) 
patients died during the study period, and the median 
overall survival was 80 months.

According to the IMDC prognostic classes, the median time 
on AS was 20.4 months in favorable-risk group, 17.8 months  
in the intermediate-risk group and 5 months in the poor-
risk group. Baseline IMDC class turned out to be the only 
independent predictor of time on AS [hazard ratio (HR) 
2.15; 95% confidence interval (CI), 1.19−3.87; P=0.011]. 
Conversely, an increased number of metastatic sites during 
AS (HR 2.86; 95% CI, 1.29−6.34; P=0.01) and an increase 
in TB (HR 1.16; 95% CI, 1.02−1.31; P=0.02) were negative 
predictors of overall survival in this patient cohort.

Looking at the post-surveillance phase, among the 36 patients 
who began first-line therapy, 29 (80.5%) received sunitinib 
or pazopanib, 3 (8.5%) sorafenib and 4 (11%) cytokines. 

The median progression-free and overall survival were 16.6 
and 42.7 months, respectively. Change in TB (HR 1.26;  
95% CI, 1.07−1.48; P=0.005) and IMDC classes at the start 
of systemic therapy (HR 0.07; 95% CI, 0.01−0.53; P=0.01 
for good- vs. poor-risk class) were independent predictors of 
post-surveillance overall survival. 

According to these results, the Authors concluded that 
AS could be considered a safe option in the management of 
selected patients with asymptomatic good- or intermediate-
risk mRCC. Moreover, they suggested that the increase in 
TB during the AS period must be considered as a key factor 
to start first-line systemic therapy according to its strong 
negative correlation with post-surveillance overall survival. 
From a practical point-of-view, each incremental millimeter 
in TB seems to be associated with an increased risk of post-
surveillance death by 21%.

Although the Authors must be congratulated for their 
original contribution supporting the use of AS as an option 
to manage well-selected patients with early (<5 years)  
relapse after nephrectomy, the study deserves some 
considerations.

As reported by the Authors, the retrospective study 
design and the wide timespan could have introduced 
important selection bias. Moreover, the termination of AS 
was not established according to the Response Evaluation 
Criteria In Solid Tumors rules alone, but it was also 
determined by physician’s choice. 

Moreover, other aspects should be considered to evaluate 
the exportability of this study to the current clinical practice. 
First, natural history and clinical behavior of synchronous 
metastases are quite different from those observed for 
metachronous metastases. Interestingly, the patients analyzed 
by Bimbatti et al. (10) should be considered as having an early 
relapse after nephrectomy, according to the most used cut-off 
value of 60 months (2). Patients experiencing early relapse 
usually exhibit different clinical and pathologic characteristic, 
worse response to first-line targeted therapies and worse 
survival than patients who develop late recurrences (4). 
Large multicenter studies showed that early relapses are 
usually characterized by multiple metastases, with single 
metastasis being detected only in 27% of cases (3). Sites of 
early relapses reported in two large retrospective studies 
are quite different in comparison with those reported in the 
Bimbatti et al.’s study (10) (Table 1). As expected in an AS 
series, liver metastases were absent, and the percentage of bone 
metastases was significantly lower in comparison with other 
series undergoing first-line systemic therapies. Interestingly, 
lung metastases were present in 56% of patients included in 
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the University of Verona study. Patients with subcentimeter 
pulmonary nodules are ideal candidates for a surveillance 
program because they are less likely to experience disease 
progression (11). Patients evaluated in the University of Verona 
study showed a significant rate of adrenal and pancreatic 
metastases, which are usually more frequent in patients with 
late (>5 years) relapses. Both adrenal and pancreatic sites could 
be the expression of an indolent course of the disease with an 
estimated overall survival higher than 40 months (12,13).

After a median follow-up of 38.5 months, 27% of 
patients remained in the AS program and 73% started a 
first-line systemic therapy after a median time of 18 months 
without active treatment. Interestingly, median overall 
survival in the subgroup of patients undergoing deferred 
systemic therapies was 42.7 months, i.e., significantly higher 
than that reported in the COMPARZ study in the sunitinib 
(29.3 months) and pazopanib (28.4 months) arms (14).  
These data suggest that selected patients with good- and 
intermediate-risk class can be safely included in an AS 
program without compromising the efficacy of first-line 
targeted therapy.

Consistent results supporting AS in well-selected mRCC 
patients have been recently reported by Woldu et al., who 
analyzed retrospectively a series of 2,176 mRCC patients 
receiving an initial cytoreductive nephrectomy. In this study, 

the delayed start of targeted therapy failed to independently 
predict worse overall survival (15). However, in this 
retrospective study, delayed and late time to initiation of 
systemic therapy was defined as 4–6 months and >6 months, 
respectively. 

Patients with solitary relapse after a prolonged disease-
free survival after nephrectomy represent the ideal 
candidates for surgical metastasectomy with curative 
intent. Moreover, radiotherapy, ablative treatments and 
surgical metastasectomy could also be considered in the 
context of a multimodal approach in patients with favorable 
characteristics and low metastatic TB (16). In their original 
study, Bimbatti et al. included patients who received 
radiotherapy to targeted lesions or surgery with residual 
measurable disease (10). Unfortunately, the Authors did not 
report specific information about this interesting subgroup. 
According to Capitanio et al., it is possible that patients who 
might be candidates for AS might be those who receive the 
greatest extent of debulking on initial management (17).

Notably, a recent randomized, open-label, phase II trial 
(RESORT trial: NCT01444807) is comparing the oncologic 
outcomes of patients who were randomized to surveillance 
versus sorafenib after complete metastasectomy (18).  
Preliminary data presented during the 2018 American 
Society of Clinical Oncology Annual Meeting showed 

Table 1 Metastatic sites reported in patients with early (<5 years) relapse after nephrectomy treated with systemic therapies or surveillance

Sites of 
metastasis 

CORONA/SATURN project (3)  
(N=1,402 cases, %)

IMDC database study (4)  
(N=897 cases, %)

Rini et al.’s study (9)  
(N=48 cases, %)

Bimbatti et al.’s study (10)  
(N=52 cases, %)

Brain 32 (2.3)* 66 (7.4) – 4 (7.7)

Liver 12 (0.9)* 156 (17.4) 2 (4.2) –

Lung 122 (8.7)* 507 (56.5) 34 (70.8) 29 (55.8)

Bone 52 (3.7)* 237 (26.4) 10 (20.8) 3 (5.8)

Lymph nodes 34 (2.4)* 318 (35.5) 12 (25.0) 12 (23.1)

Adrenal gland 10 (0.7)* – 6 (12.5) 4 (8.0)

Abdomen 17 (1.2)* – – –

Thyroid gland 2 (0.1)* – – –

Dermis 3 (0.2)* – – –

Pancreas 0 – – 10 (19.2)

Other 339 (24.2)** 240 (26.8) – 13 (25.0)

Solitary 283 (20.2) 270 (30.1) – –

Multiple 759 (54.1) 627 (69.9) – –

*, solitary metastasis; **, distant metastasis with not specified localization.
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that median recurrence-free survival was 29 months in the 
sorafenib arm vs. 35 months in the surveillance one. 

In conclusion, few studies currently support the use 
of AS in a well-selected subset of patients with indolent, 
asymptomatic, and good-risk mRCC. Although delaying 
systemic treatment in this selected category of patients does 
not seem to have negative consequences on overall survival, 
the dilemma persists as to whether cancer control in patients 
managed with an initial AS in comparison to immediate 
systemic therapy is compromised, and how critical the 
extent of initial debulking is. Indeed, metastasectomy, 
before or during AS, for a new small metastasis or for a 
low burden/low proliferating disease, should be considered 
within a multimodal approach in order to potentially limit 
the extent of progression and postpone the initiation of 
systemic therapy, thereby reducing toxicity and costs.

While we await further well-conducted studies to clarify 
the benefits and risks of AS in mRCC, the issue of whether 
this treatment modality is an option or an exception remains 
open (17).
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