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Inflammatory lymphadenopathies predicting renal cell carcinoma
prognosis: association not so convincing yet
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Renal cell carcinoma (RCC) is the most common cancer
originating from the kidneys and is the most lethal
genitourinary cancer (1). It is the ninth most common cancer
worldwide (2). Almost 65,000 cases of RCCs are diagnosed in
the United States annually (3). RCC is further classified into
four independent entities based on histology i.e., clear cell
carcinoma, papillary and chromophobe RCC and collecting
duct RCC (4,5). Tumor node metastasis (TNM) system by
American Joint Committee on Cancer (AJCC) is the most
commonly used cancer staging system for RCC. This system
was revised in 2010 for the last time and contains three
components. T donates the size and extent of the invasion
of the primary tumor, N shows extent of spread to local
lymph nodes and M donates if there is metastasis (6). Based
on information from the TNM system, RCCs are assigned
from stage I to stage IV anatomically. Overall prognosis of
the patients with RCC depends on the stage of the disease.
5 years disease specific survival rates in patients with stage
I RCC is around 80-95% where as in patients with stage
IT RCC is approximately 80% (7). Five-year survival in
stage III RCC is 60% (7). Several other factors also play a
significant role in prognosis. Invasion of urinary collecting
system in stage I-II RCC is associated with a worse prognosis
decreasing the five-year survival to about 60% compared to
90% in patients without invasion of urinary system (8).

The first step in the diagnosis of RCC is the imaging of
the abdomen in the form of CT scan or ultrasonography.
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Ultrasonography is usually helpful in differentiating benign
cyst from a complex cyst or malignancy. If ultrasonography
is inconclusive, CT scan of the abdomen with contrast is
the imaging of choice. CT scan also helps in establishing
the staging of malignancy. There are several other benign
entities and premalignant conditions that mimic RCC
on imaging. Such conditions include angiomyolipoma
and oncocytomas (9). The definite diagnosis is made by
histological examination of the tissue specimen obtained
by complete or partial nephrectomy. Tissue diagnosis is
necessary to obtain the tissue classification, and analysis of
molecular and genomic markers which can help establish
disease specific individualized approach for management.
Tissue sampling is also necessary in differentiating RCC
from metastasis of any distant malignancy into the kidneys,
abscess, lymphoma or any other benign cyst (10). A study
was conducted in Norway which revealed that the number
of people diagnosed with RCC have increased from 21% in
1978-1987 to a 57% in 2005-2010 (11,12). Most obvious
reason explained for this trend is the more frequent use
of imaging for other comorbid conditions which leads to
incidental diagnosis of RCCs. It was also shown that the
chances of mortality in such patients was higher due to their
comorbid conditions and other malignancies rather than
directly from RCC (12).

Recently, an article published by Muttin ez a/. investigated
the role of inflammatory lymphadenopathies in the
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predictiveness and prognosis of RCC (13). They studied
719 patients who underwent radical or partial nephrectomy
and lymph node dissection between 1987 and 2015.
The aim of their study was cancer specific mortality
and other cause mortality. They compared the patients
with and without lymphadenopathy seen on CT or MRI
preoperatively. All patients had pathologically no lymph
node involvement. Their results revealed that patients
who had lymphadenopathy seen on imaging (cN1) had
larger tumors, higher tumor stage, more necrosis and
distant metastasis compared to patients who had no
lymphadenopathy seen preoperatively (¢cNO). At univariate
analysis, inflammatory lymphadenopathy was seen to
increase cancer specific mortality. However, in case of
multivariate analysis, the inflammatory lymphadenopathy
failed to reach the independent predictor status.

Although this study had a very long follow up of almost
29 years, it is a proven fact that the prognosis of RCC itself
has improved a lot over the years which was not adjusted
in this study. 1980s to 2005 was labelled as the cytokine
era. Patients with stage IV RCC had a five-year disease
specific survival rate of almost 10% with a median survival
of 10-15 months (14,15). With the advancement in target
organ therapy and more effective arsenal to tackle RCC,
the medial overall survival in patients with stage IV RCC
has been extended beyond two years (16). Secondly, this
study itself did not include inflammatory indices into
consideration. There are several causes of inflammatory
lymphadenopathy which include infectious mononucleosis,
anthrax, mesenteric lymphadenitis, AIDS, cat scratch
disease, sarcoidosis, systemic lupus erythematosus (SLE) and
rheumatoid arthritis (17). Several medicines like allopurinol,
cephalosporins, sulfonamides, phenytoin, carbamazepine
and several other drugs are also responsible for causing
inflammatory lymphadenopathy (17). There is hardly any
study in the literature that discussed the mortality rates
associated with inflammatory lymphadenopathy in chronic
medical conditions like sarcoidosis, SLE, rheumatoid
arthritis, and other systemic infections. It is a known fact
that mortality rates in patients with co-morbid conditions
depend on their health status, aggressiveness of the disease
and extent of complications from the comorbid conditions.
This information is vital in order to access predictiveness
and prognosis of RCC with the help of inflammatory
lymphadenopathy. This information was missing from
the study. Inflammatory lymphadenopathies include both
infections and non-infectious granulomatous disorders (18).
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Non-infections cause like sarcoid have a relatively better
prognosis compared to infectious causes which include
a wide range of disorders like suppurative and non-
suppurative lymphadenitis. Considering this fact, it is true
that inflammatory lymphadenopathies may have a greater
risk of morbidity but the effect of predictiveness and
prognosis in patients with RCC cannot be established (18).
One major limitation to this study in our point of view
included that lack of information regarding types of RCC.
As we discussed above, prognosis and predictiveness of RCC
varies depending on the histological subtype of cancer. This
information is necessary to accurately access the role of
inflammatory lymphadenopathies in RCC patients. Lastly,
an important point to take into consideration is that most of
the patients in the study had pathologically pT1-T2 stage
compared to advanced stage like pT3-T4. The fact that
mortality was not found associated with the inflammatory
lymphadenopathy can be related to the earlier stage of the
disease itself.

Conclusively, in order to truly access the role of
inflammatory lymphadenopathies in predictiveness and
prognosis of RCC, a large-scale study is required with a
limited time span with the use of recent technology which
can consider the different type of lymphadenopathies and
its associated morbidity and mortality. It should specifically
focus equally or more in patients who have advanced stage
of lymphadenopathy. Clinicians must always consider
the nodal status based on pathology rather than on
imaging in order to make the treatment directed decision
for treatment of patients with RCC. It is true that with
underlying inflammatory lymphadenopathy, the morbidity
in patients with RCC will increase depending on the type
of RCC. With the advancement in technology, the overall
prognosis of conditions like RCC and inflammatory
lymphadenopathies have both increased. So, a prospective
study should be designed which should cover large number
of patients over a limited number of years in order to truly
depict the predictiveness and prognosis of inflammatory
lymphadenopathies in RCC patients.
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