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The headlines are clear: “No patient who presents with metastatic kidney can-
cer benefits from surgical removal of their primary kidney tumour.” This dra-
matic statement was the conclusion of the CARMENA trial findings presented 

at the American Society of Clinical Oncology (ASCO) meeting in June 2018, stating 
that cytoreductive nephrectomy should no longer be part of the standard of care for 
patients with metastatic renal cell carcinoma (mRCC). This trial randomized patients 
with mRCC with intermediate- and poor-risk criteria to one of two arms — sunitinib 
alone or cytoreductive nephrectomy followed by sunitinib. In the final analysis, the 
median overall survival (OS) was longer in the sunitinib alone arm. As a result of this 
trial conclusion, which spread quickly throughout the kidney cancer community, the 
rates of cytoreductive nephrectomy have plummeted across Canada. But are these 
conclusions absolute? Are there any patients with mRCC who would benefit from 
surgery on their kidney tumour?

In this issue of the CUAJ, Mason et al provide guidance to answer these questions 
through the The Kidney Cancer Network of Canada (KCRNC) consensus statement on 
the role of cytoreductive nephrectomy for patients with mRCC. The KCRNC, founded 
by Dr. Michael Jewett from the University of Toronto, is a network of researchers 
committed to the facilitation of kidney cancer research in Canada, and includes clini-
cal experts, researchers, and patients. The KCRNC works closely with Kidney Cancer 
Canada to promote and fund kidney cancer research across Canada, and produces 
periodic consensus statements to guide clinicians in the management of their kidney 
cancer patients.

The role of cytoreductive nephrectomy has become controversial in the manage-
ment of mRCC; however, it is clear that selected patients with mRCC would certainly 
benefit from nephrectomy; this KCRNC consensus provides that guidance. Not all 
patients should be painted with the same brush that nephrectomy is not indicated. 
Patients that may benefit from cytoreductive nephrectomy include those patients with 
good performance status, young age, no systemic symptoms, relatively limited burden 
of disease, favourable-risk status, and select intermediate-risk patients. Patients with 
poor-risk status probably would not benefit from cytoreductive nephrectomy.

An important caveat in this controversy is that the current systemic management has 
evolved quickly such that tyrosine kinase inhibitors (TKIs), like sunitinib, are no longer 
the standard treatment for intermediate- and poor-risk patients; the immuno-oncology 
(IO) class of therapies is the new standard, either in combination with another IO drug 
or a TKI. (Stay tuned for an upcoming updated KCRNC consensus on these new thera-
pies.) So is this new CARMENA study already irrelevant? The KCRNC recommends that 
such patients be discussed in multidisciplinary clinics (urologist, medical oncologist, 
radiation oncologist, nursing, radiologist, and pathologist) if possible to optimize care 
for your kidney cancer patient. 
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When bone metastases from
prostate cancer put
his bones at risk1
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Demonstrated superiority vs. zoledronic acid (ZA) in reducing the risk of developing first and 
subsequent SREs* in patients with bone metastases from CRPC:†,1,2

• Risk of developing SREs reduced by 18% vs. ZA (mean number of SREs per patient: 0.52 vs. 0.61; 
RR: 0.82; 95% CI: 0.71–0.94; superiority p-value:‡ p=0.0085; secondary endpoint)

Indication and clinical use:
XGEVA® (denosumab) is indicated for reducing the risk of 
developing skeletal-related events (SREs) in patients with 
multiple myeloma and in patients with bone metastases from 
breast cancer, prostate cancer, non-small cell lung cancer, 
and other solid tumours.
Not indicated for reducing the risk of developing SREs in 
pediatric patients.

Contraindications:
XGEVA is contraindicated in patients with pre-existing 
hypocalcemia, which must be corrected prior to 
initiating therapy.

Most serious warnings and precautions:
Osteonecrosis of the jaw (ONJ): In clinical trials, the 
incidence of ONJ was higher with longer duration of exposure. 
In patients with risk factors for ONJ, an individual risk-benefit 
assessment should be performed before initiating therapy 
with XGEVA. An oral exam should be performed, and a dental 
exam with appropriate preventive dentistry is recommended 
prior to treatment with XGEVA, especially in patients with risk 
factors for ONJ. Avoid invasive dental procedures while 
receiving XGEVA. In patients who develop ONJ during 
treatment with XGEVA, a temporary interruption 
of treatment should be considered based on individual 

risk-benefit assessment until the condition resolves.

Other relevant warnings and precautions:
- Do not use concurrently with Prolia®.
- Do not use concurrently with bisphosphonates.
- Hypocalcemia has been reported (including severe 

symptomatic hypocalcemia and fatal cases). Monitor 
calcium prior to the initial dose, within two weeks after the 
initial dose, and if suspected symptoms of hypocalcemia 
occur. Administer adequate calcium, vitamin D, and 
magnesium, as necessary. If hypocalcemia occurs while 
receiving XGEVA, additional short-term calcium 
supplementation and additional monitoring may 
be necessary.

- Caution on risk of hypocalcemia and accompanying 
increases in parathyroid hormone in patients with 
renal impairment.

- Clinically significant hypercalcemia has been reported in 
XGEVA-treated patients with giant cell tumour of bone and 
in patients with growing skeletons weeks to months 
following treatment discontinuation. Monitor patients for 
signs and symptoms of hypercalcemia, consider periodic 
assessment of serum calcium, and reevaluate calcium and 
vitamin D supplementation requirements. Manage 
hypercalcemia as clinically appropriate. 

- Skin infections.
- Hypersensitivity reactions, including anaphylaxis.
- Atypical femoral fractures.
- Multiple vertebral fractures, not due to bone metastases, 

may occur following discontinuation of treatment with 
XGEVA, particularly in patients with risk factors such as 
osteoporosis or prior fracture. Advise patients not to 
interrupt XGEVA therapy without their physician’s advice.

- Not recommended for use in pregnant women. Women 
should not become pregnant during treatment and for at 
least five months after the last dose of XGEVA. 

- For nursing women, it is not known whether XGEVA is 
excreted into human milk. 

For more information: 
Please consult the Product Monograph at 
http://www.amgen.ca/Xgeva_PM.pdf for a full list of the 
approved indications and clinical use, and important 
information relating to adverse reactions, drug interactions, 
and dosing information that has not been discussed here.
The Product Monograph can also be obtained by calling 
Amgen Medical Information at 1-866-502-6436.

Take on his risk of SREs.
Take action with XGEVA®.1

SRE: skeletal-related event; CRPC: castrate-resistant prostate cancer; RR: rate ratio; CI: confidence 
interval; SC: subcutaneous; IV: intravenous
*SREs were defined as pathological fracture, radiation therapy to bone, surgery to bone, and spinal 
cord compression.1

†Results of a Phase 3, randomized, double-blind, double-dummy, active-controlled study. Patients with 
CRPC and bone metastases (n=1,901) received either 120 mg XGEVA SC Q4W (once every 4 weeks) 
(n=950) or 4 mg ZA IV Q4W (n=951). The primary outcome measure was to demonstrate non-inferiority   

of time to first on-study SRE as compared to ZA. The secondary outcome measures were superiority 
of time to first on-study SRE and superiority of time to first and subsequent SREs.2

‡p-value adjusted for multiplicity.1
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