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Renal cell carcinoma (RCC) is the 7th most 
common cancer in the UK, with around 
13,000 new cases diagnosed each year. 
Although most patients have localised disease 
and undergo curative surgery, 25–40% later 
relapse with advanced disease.

The classic symptoms to look out for are 
haematuria, loin pain or mass, and fatigue. 
However, even large kidney tumours can be 
asymptomatic, meaning around 20% of 
patients present with metastatic disease. 
Fortunately, treatment developments over the 
past 10–15 years have greatly improved 
survival rates for patients with advanced 
RCC.

Targeted treatment

Improved understanding of the molecular 
biology of RCC has significantly influenced our 
ability to determine appropriate treatments. 
Because vascular endothelial growth factor 
(VEGF) is highly expressed in kidney 
malignancies, treatments targeting this 
molecule, such as VEGF receptor tyrosine 
kinase inhibitors (VEGFR TKIs) like sunitinib 
and cabozantinib have considerably improved 
patient outcomes.

Most recently, increased understanding of the 
interaction between the kidney cancer and 
immune system cells, such as T-cells and 
antigen presenting cells, 

Improved quality of 
life
Clinical trials have shown that SpaceOAR® can 
increase the space between the rectum and 
prostate from 1.6 mm to 12.6 mm. 

has driven the next wave of treatments in the 
form of checkpoint inhibitor immunotherapy 
(CPI), including nivolumab, ipilimumab and 
other new agents.

Standards of care in 
localised disease
For many types of cancer, adjuvant therapy 
with drugs or radiotherapy is routinely used 
after surgery for patients at higher risk of 
recurrence. However, no standard additional 
therapy is currently approved following 
kidney cancer resection, regardless of 
recurrence risk, because multiple trials with 
adjuvant VEGFR TKIs have not demonstrated 
an increase in overall survival. 

Several CPI trials are now underway in this 
setting, including the Renal Adjuvant 
MultiPle Arm Randomised Trial (RAMPART) 
– an international, investigator-led, multi-arm, 
multi-stage study in patients with resected 
primary RCC being run out of The Royal 
Marsden. One trial has recently reported 
showing that one year of the checkpoint 
inhibitor pembrolizumab reduces recurrences 
in patients who have had resection if 
intermediate and high-risk renal cancers. This 
is now licensed and is being considered by 
NICE for routine funding. 

Standards of care in 
advanced disease
Although some kidney cancers (even those 
with metastases) may not require any 
treatment initially and may be suitable for 
surveillance only if of small volume as some 
grow only very slowly over years. RCC is a 
classic example of a cancer where surgery can 
play an important role even in advanced 
disease. 



Classification of metastatic RCC (mRCC) as 
either favourable-, intermediate- or poor-risk 
helps to give newly diagnosed patients an idea 
of survival expectations and guide therapy 
choices. 

Recent studies have revealed that mRCC 
classification can also influence the likely 
benefits of CPI compared with VEGFR TKIs. 
For example, the CheckMate 214 trial 
demonstrated improved overall survival with 
nivolumab plus ipilimumab compared with 
sunitinib in intermediate- and poor-risk, but 
not favourable-risk, disease.

Treatment 
landscape
First-line combination therapy involving CPI 
is now transforming the treatment landscape 
in advanced RCC, increasing progression-
free survival by up to a year compared with 
sunitinib. 

With the approval of several 
immunotherapies (axitinib, everolimus, 
nivolumab and cabozantinib) for use after 
failure of first-line VEGF-targeted therapies, 
therapeutic options are now advancing to 
enable multiple treatment lines.

Toxicity management
GPs have an important role to play in helping 
patients manage the side effects of their RCC 
drug treatment, alongside specialist nurses, 
pharmacists and consultants. 
Hypertension and hypothyroidism are 
particularly common with TKIs, requiring 
medication and monitoring in primary care. 
Common immune-related adverse events 
seen with CPI include hepatitis, pneumonitis, 
skin rashes and diarrhoea; many of these are 
managed with the help of steroids and 
effective multidisciplinary team working.
Crucially, carefully considered treatment 
selection and risk profile management can 
now give mRCC patients the opportunity to 
realise the long-term benefits of the growing 
number of efficacious treatment options 
available to them in 2021 and beyond.






