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Epidemiologia 

Renal cell cancer represents 2-3% of all cancers, with the highest incidence in Western countries.

Due to increased detection of tumours by ultrasound (US) and computed tomography (CT), the number of incidentally diagnosed
RCCs has increased (more than 50%).

25-30% of patients initially present with metastatic disease, while approximately 30% of patients who are treated for local RCC will
relapse.

The classic triad of flank pain, visible haematuria, and palpable abdominal mass is rare (6-10%) and correlates with aggressive
histology and advanced disease.

Paraneoplastic syndromes are found in approximately 30% of patients with symptomatic RCCs. Some symptomatic patients present
with symptoms caused by metastatic disease, such as bone pain or persistent cough.
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Siti di metastasi

One of the most widely cited studies of RCC metastasis distribution.

11,157 patients with mRCC were identified from 1998 to 2007.

Mean age was 64 years (median 64 years; IQR: 55–74 years). The majority were male (64%) and white (57%).

The most common sites of metastases were lung (45%), following by bone (30%) and lymph node (22%). Liver metastases were
noted in 20% of patients and adrenal metastases were noted in 9% of patients. Brain and pancreatic metastases occurred in
approximately 9% and 10% of patients.

The rate of single site metastases was 61% versus 39% for metastases at two or more sites.

Young age is inversely related to the number of site-specific metastases.



Retrospective study

2027 patients of all ages with metastatic RCC who received
first-line targeted therapy between 2003 and 2012

Patients with BMs had a significantly shorter median OS (14.9
vs 25.1 mo) and TTF (5.7 vs 7.6 mo than those without BMs.

Similarly, patients with LMs compared with those without LMs
had a worse median OS (14.3 vs 22.2 mo) and TTF (5.5 vs 7.3
mo).
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Local therapy of metastatic RCC

Cytoreductive nephrectomy

Tumour resection is curative only if all tumour deposits are excised. This includes patients with the primary tumour in place and
single- or oligo-metastatic resectable disease. For most patients with metastatic disease, cytoreductive nephrectomy (CN) is
palliative and systemic treatments are necessary.

Cytoreductive nephrectomy is currently recommended in mRCC patients with a good PS, large primary tumours and low
metastatic volume. In patients with poor PS or Metastatic Renal Cancer Database Consortium (IMDC) risk, small primaries and high
metastatic volume and/or a sarcomatoid tumour, CN is not recommended.
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Local therapy of metastatic RCC

Two prospective randomized trials1,2 with metastatic RCC showed that the addition of cytoreductive nephrectomy (CN) improves
overall survival (OS) as compared to interferon-alpha (IFN-a) alone (13.6 months vs. 7.8 months; Hazard ratio=0.69, p=0.001).

IFN-a is a historic standard of care.

Patients were enrolled between 1991-1998.



Local therapy of metastatic RCC

The benefit of cytoreductive nephrectomy (CN) for overall survival (OS) is unclear in patients with synchronous metastatic renal cell
carcinoma (mRCC) in the era of targeted therapy.

Retrospective data from patients with synchronous mRCC (n=1658) from the International Metastatic Renal Cell Carcinoma
Database Consortium (IMDC) were used to compare 982 mRCC patients who had a CN with 676 mRCC patients who did not.

Patients who had CN had better IMDC prognostic profiles versus those without (favorable, intermediate, or poor in 9%, 63%, and
28% vs 1%, 45%, and 54%, respectively). The median OS of patients with CN versus without CN was 20.6 versus 9.5 mo (p<0.0001).

CN is beneficial in synchronous mRCC patients treated with targeted therapy, even after adjusting for prognostic factors. Patients
with estimated survival times <12 mo or four or more IMDC prognostic factors may not benefit from CN.



Local therapy of metastatic RCC

314 patients treated with anti-vascular endothelial growth factor.

On univariable analysis cytoreductive nephrectomy was associated with a median overall survival of 19.8 months compared to 9.4
months for patients who did not undergo cytoreductive nephrectomy (HR 0.44; 95% CI 0.32, 0.59; p < 0.01).

On multivariable analysis and adjusting for established prognostic risk factors the overall survival difference persisted (adjusted HR
0.68; 95% CI 0.46, 0.99; p = 0.04) in favor of the cytoreductive nephrectomy group.

In subgroup analyses stratified for favorable/intermediate/poor risk criteria, patients in the poor risk group had a marginal benefit
(p = 0.06).



Local therapy of metastatic RCC

Retrospective study (to analyze the functional and oncologic outcomes of minimally invasive cytoreductive nephrectomy (CN) in three high-
volume cancer centers.

120 patients underwent minimally invasive surgery (laparoscopic, hand-assisted laparoscopic, or robotic) partial or radical CN between May
2001 and May of 2013.

Most of the surgeries were radical (93.3 %) and performed laparoscopically (96.6 %).

Median operative time was 210 min, with a median estimated blood loss of 150 cc, and 11 (9.2 %) patients received blood transfusions.

Four (3.3 %) patients were converted to open surgery due to locally advanced disease and/or bleeding.

Minimally invasive cytoreductive nephrectomy is feasible and safe in experienced hands with acceptable morbidity and oncological
outcomes.



Local therapy of metastatic RCC

Cytoreductive radical nephrectomy (cRN) improves survival in select patients with metastatic renal cell carcinoma (mRCC).

To compare overall survival (OS) in patients who underwent cRN or cPN for mRCC.

A total of 10,144 patients met inclusion criteria, with 9,764 (96.2%) undergoing cRN and 381 (3.8%) undergoing cPN.

cPN was associated with improved OS compared with cRN (log rank, P = 0.001). This effect was limited to primary tumors < 4cm.

The use of cPN in patients with mRCC is increasing. cPN is associated with improved OS in patients with mRCC, although this effect is
limited to patients with primary tumors < 4cm.



Local therapy of metastatic RCC

Embolisation of the primary tumour

In patients unfit for surgery, or with non-resectable disease, embolisation can control symptoms, including visible haematuria or
flank pain.



Local therapy of metastases in mRCC

Complete versus no/incomplete metastasectomy

Eight studies on RCC metastases in various organs compared complete vs. no and/or incomplete metastasectomy.

Six studies reported a significantly longer median OS or CSS following complete metastasectomy (the median value for OS or CSS
was 40.75 months, range 23-122 months) compared with incomplete and/or no metastasectomy (the median value for OS or CSS
was 14.8 months, range 8.4-55.5 months).

Of the two remaining studies, one showed no significant difference in CSS between complete and no metastasectomy, and one
reported a longer median OS for metastasectomy albeit no p-value was provided.



Local therapy of metastases in mRCC

887 patients who underwent nephrectomy for RCC between 1976 and 2006 who developed multiple metastatic lesions.

Of 887 patients, 125 (14%) underwent complete surgical resection of all metastases.

Complete metastasectomy was associated with a significant prolongation of median cancer-specific survival (CSS) (4.8 years vs 1.3
years; P < .001).

Patients who had lung-only metastases had a 5-year CSS rate of 73.6% with complete resection versus 19% without complete
resection (P < .001).

A survival advantage from complete metastasectomy also was observed among patients with multiple, nonlung-only metastases.

Complete resection of multiple RCC metastases may be associated with long-term survival.



Local therapy of metastases in mRCC

Local therapies for RCC bone metastases

Of the three studies identified, one compared single-dose image-guided radiotherapy (IGRT) with hypo-fractionated IGRT in patients 
with RCC bone metastases.

Single-dose IGRT (> 24 Gray) had a significantly better three-year actuarial local PFS rate, also shown by Cox regression analysis.



Local therapy of metastases in mRCC

Local therapies for RCC bone metastases

A study compared the efficacy and durability of pain relief between single-dose stereotactic body radiotherapy (SBRT) and 
conventional radiotherapy (CRT) in patients with RCC bone metastases to the spine.

Pain, objective response rate (ORR), time-to-pain relief and duration of pain relief were similar.



Local therapy of metastases in mRCC

Local therapies for RCC brain metastases

Two studies on RCC brain metastases were included. A three-armed study compared stereotactic radiosurgery (SRS) vs. whole brain 
radiotherapy (WBRT) vs. SRS + WBRT.

Two-year OS and intracerebral control were equivalent in patients treated with SRS alone and SRS + WBRT.

Both treatments were superior to WBRT alone in the general study.



Local therapy of metastases in mRCC

Local therapies for RCC brain metastases

The other study compared fractionated stereotactic radiotherapy (FSRT) with metastasectomy (MTS) + CRT or CRT alone.

One-, two- and three-year survival rates were higher but not significantly so for FSRT as for metastasectomy + CRT, or CRT alone.

Fractionated stereotactic radiotherapy did not result in a significantly better two-year local control rate compared with MTS + CRT.



Local therapy of metastases in mRCC

Embolisation of metastases

Embolisation prior to resection of hypervascular bone or spinal metastases can reduce intra-operative blood loss. In selected
patients with painful bone or paravertebral metastases, embolisation can relieve symptoms.
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