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Table 1

Summary of NICE recommendations for referral for suspected renal or bladder
cancer (adapted from NICE NG12)15

Renal cancer
Refer people using a suspected cancer pathway referral (for an appointment
within 2 weeks) for renal cancer if they are aged 45 and over and have:
•Unexplained visible haematuria without urinary tract infection or
•Visible haematuria that persists or recurs after successful treatment of
urinary tract infection

Bladder cancer
Refer people using a suspected cancer pathway referral (for an appointment
within 2 weeks) for bladder cancer if they are:
•aged 45 and over and have:
o unexplained visible haematuria without urinary tract infection or
o visible haematuria that persists or recurs after successful treatment of
urinary tract infection, or
•aged 60 and over and have unexplained non visible haematuria and either
dysuria or a raised white cell count on a blood test  

Consider non-urgent referral for bladder cancer in people aged 60 and over
with recurrent or persistent unexplained urinary tract infection
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TREATMENT   
Treatment will be guided by disease
stage, tumour size, pathological
subtype, patient performance status
and comorbidities.5,6 Patients should be
actively involved in treatment decisions
and overall goals of management.

Localised disease
For patients with disease limited to 
the kidney there are a range of options.
In older patients, or patients with
significant comorbidities who have an
incidentally detected small RCC, a
surveillance approach may be adopted.5
In these patients RCC-specific mortality
is usually low and risk of progression to
metastatic disease is less than 2%.16
Patients can have surveillance via
ultrasound, CT or MRI imaging and only
in evidence of progressive disease will
intervention be considered. 

Radiofrequency ablation therapy
may be offered in elderly, comorbid
patients considered unfit for surgery
who have smaller tumours < 3 cm.5
This may also be offered to patients
with multiple tumours, chronic kidney
disease or patients with a single kidney. 

For patients on a palliative
management plan, symptoms such as
haematuria or loin pain are occasionally
treated with embolisation therapy.5

For the majority of patients with RCC
limited to the kidney the ultimate goal is
surgical intervention to achieve cure.
Partial nephrectomy is usually offered
as first line in T1 (tumours limited to the
kidney < 7 cm) and T2 (tumours limited
to the kidney > 7 cm) lesions where a

patient has a single kidney or chronic
kidney disease.17 This strategy is
‘nephron sparing’, limits the reduction in
overall renal function, and is now the
favoured approach. It is particularly
useful in cases of hereditary RCC where
multiple tumours are likely to occur
over a patient’s lifetime.5,6

In other patients with tumours > 7 cm
or those that extend into local structures
(adrenal tissue, inferior vena cava below
the diaphragm but not beyond Gerota’s
fascia) attempt at curative therapy is by
radical nephrectomy.5

There is no evidence of a difference in
survival outcomes between open and
laparoscopic nephrectomy in patients
with RCC and hence guidelines
recommend a laparoscopic technique
as it is associated with reduced
morbidity and shorter hospital stay.5,18

Interval radiological surveillance is
required post-surgical resection of RCC
as 20-30% will experience a relapse
(often in the form of pulmonary
metastases).19 Frequency of
surveillance is often based on
pathological subtype and whether
surgical margins are disease free.6
Despite these high rates of relapse
there are currently limited therapeutic
options for adjuvant chemotherapy or
immunotherapy. 

Only one immune checkpoint
inhibitor, pembrolizumab, has a
guideline recommendation for 
adjuvant use in aggressive ccRCC.5,20

Results of further studies of checkpoint
inhibitor use in adjuvant therapy are
awaited. 

Metastatic disease
Since the introduction of the first
targeted systemic therapy for
metastatic RCC in 2006, therapeutic
options have rapidly increased with
notable improvements in outcomes for
patients.1

Targeted systemic therapies are
designed to act on aberrant molecular
pathways which promote tumour
growth. Some malignancies such as
RCC develop mechanisms to dampen
or avoid the native immune response 
to a tumour by acting on immune
checkpoints. Immunotherapy, with
immune checkpoint inhibitors, blocks
the evasive behaviour of the tumour
cells and hence allows upregulation of
immune-mediated action against the
tumour. 

For naïve metastatic RCC, immune
checkpoint inhibitors that target PD-1,
such as nivolumab, are the backbone of
treatment. These immune checkpoint
inhibitors are often paired with either a
tyrosine kinase inhibitor such as axitinib,
which acts on vascular endothelial
growth factor to reduce angiogenesis,
or a second immune checkpoint
inhibitor which targets CTLA-4  such as
ipilimumab.5,21

There is growing evidence that
combined immune checkpoint inhibitor
regimens may result in a higher
proportion of patients achieving
durable remissions.21

Systemic targeted therapies that
were previously the mainstay of
treatment of metastatic RCC such as
sutinib (a tyrosine kinase inhibitor),
everolimus (an mTOR mammalian
target of rapamycin inhibitors which
prevent tumour cell division and
angiogenesis) and bevacizumab 
(a monoclonal antibody to vascular
endothelial growth factor) are now
more likely to be used in advanced
disease where other treatment options
have failed or are not tolerated.5,6,21

FUTURE CONSIDERATIONS:
IMPROVING OUTCOMES
Technological advances are rapidly
increasing the range of treatment
options available to patients with RCC.
Robotic surgical techniques hold the
promise of more refined operative
options for patients with larger or
anatomically complex tumours.22 

Results of multiple phase III trials are
awaited that will help inform optimal
systemic therapy and immunotherapy
regimens for patients with metastatic
disease and the use of systemic
therapies for adjuvant treatment.23

Furthermore, there are promising novel


