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Many sweeping 
generalisations can 
be made about the 

natural history and management 
of cancers, in particular solid 
tumours. For instance, patients of 
cancer do not make spontaneous 
recovery. Or, surgery to remove 
the primary tumour in stage 4 
metastatic disease my sometimes 
help alleviate symptoms but will 
not contribute to prolonging the 
patient’s overall length of survival.

However, there is an odd ball 
amongst solid tumours that do 
not follow conventions, that defies 
the rules and that goes against 
established norms – renal cell 
carcinoma – what I would call, the 
'Donald Trump' of cancer. 

Not following cancer 
conventions
Spontaneous remission of 
metastatic renal cell cancer is 
not an old wives’ tale. It is well 
documented in the medical 
literature, although its occurrence 
is a lot less frequent than we would 
have liked. But it happens. 

Spontaneous remission of 
metastatic disease occurs in 
about 1% of renal cell cancers. The 
histological subtype is usually clear 
cell and the metastatic site is most 
frequently pulmonary metastases. 
The underlying mechanism for 
such an occurrence is not well 
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understood. That it is an immune related phenomenon is the most common 
speculation. An equally common speculation in this controversy is that such 
metastases are cases of misdiagnosis. 

Surgery to remove the primary site of cancer is generally not considered 
to be of priority in stage 4 metastatic cancers since a systemic disease 
should call for a systemic solution, frequently chemotherapy. Unless, of 
course, if the primary site of disease is causing a crisis and surgery is done 
to palliate the local symptoms. 

And yet, patients with metastatic renal cell cancer are wheeled into 
operating rooms daily to undergo nephrectomy. 

Renal cell cancer is the one and only cancer where large scale 
randomised trials have demonstrated that patients managed with a 
combination of nephrectomy and systemic treatment have a longer survival 
than patients treated with systemic therapy alone. Most of these trials 
were done during the era where the systemic treatment of choice was 
either interleukin-2 or interferon. The standard of care has since moved 
on to targeted therapy with anti-vascular endothelial growth factor (anti-
VEGF) inhibitors or anti-mTOR inhibitors, but by and large, the assumption 
that cytoreductive surgery carries added survival benefit held firm and 
the oncology community continues to extrapolate the experience from an 
earlier era and recommends to patients the procedure of cytoreduction 
through nephrectomy. 

Curiously, one strange practice sometimes leads to another strange 
phenomenon. The occurrence of spontaneous regression of metastatic 
disease described in the medical literature sometimes follows the resection 
of the primary kidney tumour. 

For many decades past, metastatic renal cell cancer is a tough 
nut to crack. By and large, it is fairly resistant to all forms of cytotoxic 
chemotherapy. No large-scale clinical trials, to this date, have shown a 
survival benefit of cytotoxic chemotherapy in the management of renal 
cell cancer. 

And yet, extreme pessimism coexists with extreme optimism in 
metastatic renal cell cancer where the Holy Grail of treatment can 
sometimes be found – permanent cure of advanced stage cancer. 

Potential cure in immunotherapy
Patients with metastatic renal cell cancer can potentially be cured through 
immunotherapy with interleukin-2. Treatment with interleukin-2 induces 
complete remission in less than 10% of patients. However, 4 out of 5 of 
such fortunate patients remain in remission for extended periods reaching 
10 years and beyond. These patients are essentially – dare we use the 
word – cured. 

Good as that may be, if there is any truth to the saying that the cure is 
worse than the disease, treatment with interleukin-2 would come close. 

The toxicity associated with interleukin-2 treatment is severe. 
Hypotension, cardiac arrhythmias, renal failure, fever, dyspnea and edema 
are common adverse events associated with a not insignificant risk of 
treatment related deaths. 

This is a classic case of: what doesn’t kill you makes you stronger. 
Even in terms of manifestation, renal cell cancer is kind of a weirdo. 
Paraneoplastic syndromes, while known to be associated with cancer, 

are usually fairly rare. In renal cell cancer, this is anything but rare. About 
20% of patients suffer from paraneoplastic syndromes. Patients frequently 
develop anaemia that is disproportionally severe, recurrent fever and 
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cancer may sometimes be purely lytic in nature with no blastic component. 
Since bone scans essentially picks up blastic bony metastases, these lesions 
do not even show up. 

The future of treatment
The treatment of advanced renal cell cancer is undergoing a sea change in 
recent years. 

While cytotoxics are largely impotent is the face of renal cell cancer, 
targeted therapies may yet bring it to heed. Anti-VEGF inhibitors such as 
sunitinib, pazopanib, axitinib and lenvatinib now form the mainstay of our 
attack. Everolimus, an mTOR inhibitor, plays a rear-guard role in subsequent 
line treatment. 

Immunotherapy in renal cell cancer, too, has evolved. The US FDA has 
recently approved a new form of immunotherapy – nivolumab, working 
through the blockade of the immune checkpoint PD-1- for the treatment of 
advanced renal cell cancer. In terms of side effects, nivolumab is a gentle 
lamb compared with the wolf that is interleukin-2. In terms of efficacy, it 
beats another older immunotherapy – interferon – hands down. 

These important changes upturned the old conventions in the 
management of the rebellious 'Donald Trump' of cancer. These changes, to 
my mind, are undoubtedly for the better. 

Will a potential Trump presidency be a change for the better? Of that, I 
am more circumspect. 

sweats, hepatic dysfunction 
without liver metastases and 
hypercalcaemia. These syndromes 
are sometimes the result of ectopic 
production of hormones. But 
in most instances, the scientific 
community hasn’t a clue as to what 
is the underlying cause. Renal cell 
cancer is – to paraphrase Winston 
Churchill – a riddle wrapped in a 
mystery, inside an enigma. 

Diagnostic 'issues'
The diagnostic workup of renal 
cell cancer, too, often defies 
conventional wisdom. 

Typically, treatment of 
cancer is preceded by a biopsy 
for histological confirmation 
of malignancy. This follows the 
oncology axiom: no meat, no treat. 
Oncologists often work hard to 
overcome the reluctance of patients 
to undergo a biopsy fueled by the 
urban myth that a biopsy would 
lead to serious complications and – 
heaven forbids – dissemination of 
the cancer. 

For renal cell cancer, the 
reluctance to biopsy comes not 
from the patients, but from the 
oncologists. Biopsy of a renal cell 
cancer primary does lead to serious 
complication of uncontrolled 
bleeding and dissemination of 
cancer – a nightmare of an urban 
myth coming true. The diagnosis 
of renal cell cancer, therefore, is 
made on clinical grounds based on 
radiological imaging using contrast-
enhanced CT or MRI. The patient 
then proceeds to nephrectomy and 
the histological diagnosis comes 
after the surgery, not before. 

Radiological diagnosis and 
staging of renal cell cancer, as well, 
sometimes comes up short. Bony 
sites are amongst the commonest, 
and often only, areas of metastatic 
disease. And yet, bone scan, our 
mainstay of diagnosis of bony 
metastases in cancer, has a certain 
false negative rate in renal cell 
cancer. Metastases from renal cell 
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