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Aim: To study the correlation of pre-operative neutrophil to lymphocyte ratio (NLR) with pathological stage, Fuhrman grade,
sarcomatoid differentiation, tumor necrosis and lymph node positivity and its prognostic role in non-metastatic renal cell
carcinoma (non-mRCC). Materials and Methods: This retro-prospective, observational study was done at a tertiary care
center in Mumbai, India. All patients with non-mRCC from July 2015 to April 2018 were included. Patients with co-existing
systemic infection, prior immunotherapy, and long-term steroids were excluded. NLR closest to surgery, but within one
month prior to surgery was used. Patients were stratified as NLR > 3.0 or < 3. NLR was correlated with known prognostic
factors by Pearson’s correlation. Results: 113 patients, aged 18—81 years (83 males and 30 females) were included. 75% had
clear cell RCC. 62% had stage 1 disease. 58% patients had Fuhrman Grade 2. 10 patients had lymph node metastasis, 6 had
sarcomatoid differentiation, 40 had tumor necrosis. The NLR was < 3 in 72 patients. Statistically significant correlation
between NLR and tumor stage (p = 0.0054) as well as NLR and tumor necrosis (p = 0.0128) was shown. Conclusions: NLR
correlates significantly with higher T stage and tumor necrosis. NLR may be integrated with well-established prognostic

markers to improve the accuracy of prognostic scores.
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Renal cell carcinoma (RCC) is the most common
renal malignancy in adults and leads to a mortality
of over 100,000 patients per year worldwide [1].
In the USA, RCC accounts for 2.3% of all cancer
deaths [1]. The RCC incidence in Asian population
is between 1.1 t0 6.0/100,000 [2]. The worldwide
incidence of RCC has slightly increased in the last
three decades. However, because of the wide-
spread use of radiological imaging techniques,
a tendency towards diagnosing small and organ-
confined tumors has been observed [3].

It is essential to optimize decision-making
in the treatment of RCC to achieve a better prog-
nosis. Until now, many tumor characteristics and
a few patient characteristics have been suggested
as possible prognostic factors. However, only
a few, including pathological stage and Fuhrman
grade, are undisputed prognostic factors for RCC,
especially non-metastatic RCC (non-mRCC) [4].
The use of prognostic factors and models that
can accurately predict clinical outcomes of RCC
patients are of paramount interest, not only for
patients’ individualized risk assessment and opti-
mized treatment but also for the comparison of the
results from international clinical multicenter trials.
Several prognostic models have been established
to predict a patient’s clinical outcome. The Uni-
versity of California Integrated Staging System
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incorporated performance status, pTNM stage and
Fuhrman grade to predict overall survival in RCC
patients [5]. Leibovich prognosis score integrates
five clinicopathological features translated into
a score and categorizes patients into eight-score
categories, which are then assigned to one of three
different risk groups [6].

The systemic inflammatory response, which
is usually measured by surrogate blood-based pa-
rameters, such as erythrocyte sedimentation rate,
C-reactive protein, neutrophil count, lymphocyte
count and neutrophil to lymphocyte ratio (NLR) has
been shown to independently predict the clinical
outcome of various human cancer types. Of these
inflammatory parameters, an increased NLR has
been proposed as an easily accessible and reliable
marker to predict cancer patients’ survival [7].

Neutrophils represent the inflammatory re-
sponse, whereas lymphocytes reflect cell-mediated
immunity. It has been hypothesized that the synthe-
sis of inflammatory cytokines triggered by the tu-
mor microenvironment alters acute phase reactants
and hematological components including serum
neutrophil and leukocyte counts. Lymphocytosis
has been observed to be predictive of oncologic
outcomes in patients treated for advanced RCC [8].

The association between a host inflammatory
response and cancer-specific outcomes remains
complex. An elevated NLR reflects both a height-
ened neutrophil-dependent inflammatory reaction
and a decreased lymphocyte-mediated antitumor
immune response. Both of these factors may
be related to aggressive tumor biology and may
contribute to cancer progression, and poor prog-
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nosis. Circulating neutrophils have been shown
to produce cytokines, such as tumor necrosis fac-
tor, interleukins (IL-1 and IL-6), and to secrete the
proangiogenic factor vascular endothelial growth
factor [9]. A relative lymphocytopenia may reflect
alower count of CD4 T-helper lymphocytes, result-
ing in a suboptimal lymphocyte-mediated immune
response to malignancy. Thus, NLR may reflect the
combined prognostic information of these two pro-
cesses and be a stronger predictor of the outcome
than either of them considered alone [8].

Clear cell RCC is currently one of the few
malignancies in which immunotherapy has been
employed (high-dose IL-2), in some cases, with
remarkable responses. In fact, both lymphocy-
tosis and C-reactive protein have been observed
to be predictive of oncologic outcomes in patients
treated for advanced RCC [8].

Cumulative evidence in metastatic RCC sug-
gests that a high NLR might represent an inde-
pendent adverse prognostic factor in interferon-
treated, interleukin-2-treated, as well as in suni-
tinib-treated patients. However, data regarding the
prognostic significance of the NLR in non-mRCC
are sparse, and controversy still exists about how
significant is NLR as an independent risk factor
in non-mRCC.

We aimed to study the correlation of preop-
erative NLR with histopathological stage, Fuhrman
nuclear grade, sarcomatoid differentiation, tumor
necrosis and lymph node positivity and to evalu-
ate whether this parameter provides additional
prognostic information to already well-established
clinicopathological parameters for non-mRCC.

MATERIALS AND METHODS

This study was done at a tertiary care center
in Mumbai, India. The study was approved by the
institutional review board. Written consent was
obtained from all the participants.

This was a retro-prospective, observational
study. All the patients with non-mRCC who were
operated at our hospital from July 2015 to April
2018 were included in the study. Patients with co-
existing systemic infection, who had received prior
immunotherapy, and those on long-term steroids
were excluded from the study.

The demographic details, NLR, type of surgery
undertaken, the histopathology report and hos-
pital stay data were collected from the medical
records. The histopathology report included the
type of tumor, Fuhrman nuclear grade, sarco-
matoid differentiation, stage of tumor and lymph
node status. Neutrophil and lymphocyte count
closest to surgery, but within 1 month before the
surgery were used for analysis. When multiple val-
ues existed for a patient, the value closest to the
date of the surgery was utilized. The NLR was cal-
culated by dividing the absolute neutrophil count
by the absolute lymphocyte count. Patients were

also stratified according to NLR > 3.0 or < 3.0 The
ideal cut-off value for the continuous NLR was cal-
culated by testing all possible cut-offs that would
discriminate between survival and cancer related
deaths by Cox proportional analyses. The ideal
cut-off value was then rounded to clinically relevant
value. Regression tree analysis for censored data
was also used to find the best NLR cut-off value.
The best cut-off value was found to be < 3 and > 3.

TNM 2009 staging system was used to stage
the tumors. Fuhrman nuclear grading was used
to grade the tumors.

Data recording was done using MS Excel. De-
scriptive statistics for quantitative variables (age)
are represented as mean * standard deviation.
Qualitative variables (sex, presenting complaints —
symptomatic/asymptomatic, operative proce-
dure — radical nephrectomy/partial nephrectomy)
are represented as frequency & percentages. The
NLR is compared to T stage, Fuhrman nuclear
grade, lymph node status, sarcomatoid differentia-
tion and presence of necrosis by Pearson’s correla-
tion. P-value of < 0.05 was considered significant.
Graphical representations are done wherever appli-
cable. The Software used for analysis is MedCalc.

RESULTS AND DISCUSSION

A total of 116 patients were operated on during
the study period. However, out of these, three were
excluded as they were on long-term steroids. Thus,
113 patients were enrolled into analysis.

The age distribution is shown in Table 1.The
youngest patient in our study was 18 years old and
the oldest was 81 years old, the mean age (* stan-
dard deviation) was 55.12 £ 12.60 years.

Table 1. Age distribution of patients
Age group (years)

Number of patients (%)

<20 1(0.88)
21-40 17 (15.04)
41-60 59 (52.21)
> 60 36 (31.86)

In our study, 83 of the 113 patients were males
and 30 were females. The right kidney was af-
fected in 58 patients and the left side in 55 pa-
tients. 78 of the 113 patients underwent radical
nephrectomy and 35 patients underwent partial
nephrectomy. 59 of 113 patients studied were as-
ymptomatic, which means they were incidentally
diagnosed to have a renal tumor. 54 patients were
symptomatic, abdominal pain was the most com-
mon presenting complaint followed by hematuria.
Other uncommon presentations were anorexia,
loss of weight, pedal edema, abdominal lump, and
weakness.

The absolute neutrophil count ranged be-
tween 2100-11 300 cells per mm3, with a mean
of 6037.79 = 1544.67. The absolute lympho-
cyte count ranged between 600-4400 cells per
mm?3, with a mean of 2403.84 + 801.10. The NLR
was < 3.0 in 72 patients and > 3.0 in 41 patients.
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The histopathological type of tumors is shown
in Table 2.

Table 2. Type of tumor
Type of tumor

Number of patients (%)

Clear cell RCC 84 (74.34)
Papillary RCC 16 (14.16)
Chromophobe RCC 7(6.19)
Mixed types 3(2.65)
Multilocular clear cell RCC 1(0.88)
Carcinomas with Xp11 translocation 1(0.88)
Collecting duct or Bellini’s carcinoma 1(0.88)

Three patients were found to have a mixed type
of tumors, which showed features of two or more
different types of carcinomas. Out of these three,
one patient had features of carcinoma of collect-
ing ducts and papillary, one patient had a hybrid
tumor showing features of chromophobe RCC and
oncocytoma and the third patient had mixed clear
cell and papillary RCC features.

Stage distribution and Fuhrman grading of the
tumors is shown in Table 3. The majority of the pa-
tients (62%) had an earlier stage at presentation.
Only 10 patients of the 113 studied had lymph node
metastasis on final histopathology. Sarcomatoid
differentiation was found in 6 patients. Tumor
necrosis was found in 40 patients, i.e. 35.4%
of patients.

Table 3. Tumor stage and grade

Tumor stage Number of patients (%)
1a 42 (37.17)
1b 28 (24.78)
2a 10 (8.85)
2b 5(4.42)
3a 17 (15.04)
3b 5(4.42)
3c 2(1.77)
4 4 (3.54)
Fuhrman grade
1 13 (11.50)
2 66 (58.41)
3 29 (25.66)
4 2(1.77)
NA 3(2.65)

The NLR was correlated to various parameters
using Pearson’s correlation. NLR had a statistically
significant correlation with tumor stage (T Stage)
and tumor necrosis. NLR had a weakly positive
correlation with Fuhrman grade, lymph node me-
tastasis, and sarcomatoid differentiation, which did
not reach statistical significance. The correlation
of NLR with various parameters is shown in Table 4.

Table 4. Correlation of NLR with various parameters

Parameters r p-value
Tumor stage 0.2598 0.0054
Fuhrman grade 0.0181 0.8491
Lymph node 0.147 0.1202
Sarcomatoid differentiation 0.0527 0.5793
Tumor necrosis 0.2336 0.0128

Notes: calculated using Pearson’s correlation; p < 0.05 considered
significant; r — correlation coefficient wherein r = 1 means a perfect
positive correlation and r = —1 means a perfect negative correlation.
Prognostic factors are important for any malig-
nancy. They help in clinical decision-making and
in pre-treatment counselling of the patients. Vari-
ous decisions like whether to operate or not, wheth-
er to give neoadjuvant or adjuvant chemotherapy,
whether to treat with curative or palliative intent

depend upon the prognosis of the disease. There
are already well-established clinical, pathological
and molecular prognostic indicators in RCC. How-
ever, as science advances, new factors are being
studied and added to the existing parameters. NLR
is an easily measurable, simple to use, reliable and
reproducible factor.

In our study, we have correlated the preoperative
NLR with already established prognostic markers
like T stage, Fuhrman nuclear grade, tumor necro-
sis, sarcomatoid differentiation, and lymph node
metastasis. We briefly review our findings in com-
parison with other published series in the world.

The peak incidence of RCC is between 50 and
70 years of age [1]. However, diagnosis of renal
cancer has increased more rapidly in those less
than 40 years of age than any other age group.
In accordance with these statistics, in our study
too, the majority of the patients were between
40-60 years of age i.e. 52.21%, the next common
age group was > 60 years accounting for 31.86%
of the study population.

Siegel et al. [1] reported a male-to-female
predominance of 3:2. In the 192 patients of non-
mRCC studied by Ohno et al. [10], 149 were men
and 43 were females. In our study, 83 of the 113 pa-
tients were males and 30 were femalesi.e. 73.45%
were males.

In the study by Ohno et al. [10], 349 patients
of non-mRCC were retrospectively reviewed, the
majority of the patients were asymptomatic, only
16% of the patients had some symptoms. Viers
et al. [11] studied 827 patients who underwent
radical nephrectomy for RCC, out of these 518 i.e.
63% were symptomatic. In the study conducted
by Otunctemur et al. [12] only 84 of 432 patients
were symptomatic. These studies, however, did
not mention the different presenting symptoms;
all those patients that presented with abdominal
pain, lump in abdomen, hematuria or fever were
considered symptomatic. In our study, 59 (52.2%)
of the 113 patients were asymptomatic. Abdominal
pain was the most common presenting symptom,
followed by hematuria. Other less common symp-
toms were anorexia, weight loss and a lump in the
abdomen.

The median absolute neutrophil count was
5200 in the study [13]. The mean absolute neutro-
phil countwas 4210in [10],4230in [12], and in our
study 6037. The median absolute lymphocyte count
was 1700 in the study [13]. The mean absolute
lymphocyte count was 1840 in [10], 1610 in [12]
and in our study 2403. The NLR cut-off used for
computing the relationship between high NLR and
various parameters varied among different stud-
ies — 3.3in [3], 2.7 in [10], 1.7 in [11, 14], while
we used the NLR cut-off value of 3.0. The mean
NLR was 2.44 in [10], 2.2 in [15], 3.5in [3].

Vier et al. [11] retrospectively studied 827 pa-
tients of localized clear cell RCC using an NLR
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cut-off value of > 4 or < 4. Pathologically, patients
with an NLR > 4.0 had pathologically advanced
(pT3/4) tumors, level | to IV tumor thrombosis,
greater nuclear grade, and coagulative tumor
necrosis or sarcomatoid differentiation. However,
higher NLR was not associated with lymph node
positivity. Pichler et al. [3] retrospectively studied
678 patients of non-metastatic clear cell RCC using
an NLR cut-off value of 3.3. High NLR correlated
significantly with higher tumor stage and higher
Fuhrman nuclear grade, but NLR did not correlate
significantly with tumor necrosis or lymph node
positivity. Otunctemur et al. [12] retrospectively
studied all subtypes of non-mRCC (432 patients)
using NLR cut-off value of 3.01. They found a sig-
nificant correlation of NLR with T stage and higher
Fuhrman nuclear grade. De Martino et al. [16]
prospectively studied 281 patients with non-clear
cell RCC, mostly of papillary and chromophobe
subtype, using NLR cut-off value of 3.6. They found
a statistically significant correlation of NLR with
positive lymph nodes but no correlation with T stage
or Fuhrman nuclear grade. We studied 113 patients
of all RCC subtypes using an NLR cut-off value
of 3 to study the correlation of NLR with various
parameters. 72 (63.72%) of the patients had NLR <
3 and 41 (36.28%) patients had NLR > 3. NLR corre-
lated significantly with a higher T stage (p = 0.054)
and presence of tumor necrosis (p = 0.0128), but
showed no correlation with Fuhrman grade, lymph
node positivity, and sarcomatoid differentiation.

Byun et al. [15] studied the prognostic role
of NLR in the three major subtypes of RCC, i.e.
clear cell, papillary and chromophobe RCC using
NLR cut-off 3.7 High NLR correlated significantly
with a higher T stage, presence of sarcomatoid
differentiation and presence of tumor necrosis, but
not with Fuhrman nuclear grade.

Our study did have some limitations. Be-
ing a retro-prospective non-randomized study,
limitations are inherent to the study design. The
study includes data from a single tertiary referral
institute, therefore external validation is required.
The sample size is relatively small and cannot
be representative of the entire population. Differ-
ent pathologists of the same institute evaluated the
specimen, no central pathology review was used.
Multivariate analysis was not done because of the
small sample size.

Nevertheless, we managed to show that high
NLR correlates significantly with higher T stage and
tumor necrosis. NLR may help in pre-treatment pa-
tient risk stratification and patient counseling. NLR
may be integrated into the already well-established
prognostic markers and staging systems, improving
their accuracy.
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IHOEKC CNIBBIAHOLWEHHSA HEUTPO®JIB A0
NIM®OLUUTIB 9K MPOrHOCTUYHUA MAPKEP
HEMETACTATU4YHOI0O HUPKOBO-KJIITUHHOIO
PAKY — Y/ AOro BUSHAYEHHS MICTUTb
AOOATKOBY NPOrHOCTUYHY IHOOPMALLIIO?

C. Pasym, K. Ilynamap*, B. Cinex, A. Anano, b. Illax,
C. Hazaouxap, B. Jncowi

Hauionanvra aikapus ma meouunuil 00CAiOHUUbKUL YeHMD IM.
I1.11. Xindyoxca, Mymoai 400016, Indis

MeTta: Bu3Ha4ynTn KOpensauilo Mix oonepauinHuM 3Ha4YeH-
HAM iHOEKCY CniBBigHOWEHHA HenTpodinie Ao nimdounTis
(ICHN) Ta cragieto, cTtyneHem audepeHLuitoBaHHa 3a Dyp-
MaHOM, CapkOMaTOigHUM ANdEPEHLIIOBAHHAM, HEKPO30OM
NyXJIMHW Ta 3a/ly4eHHSIM 0 npouecy NiM$poBy3NiB, a TakoX
NMPOrHOCTUYHUM 3HAYEHHSAM Y XBOPUX HA HEMETACTaTUYHWIA
HUPKOBO-KNiITUHHUI pak (HMHKP). Marepiann Ta metoam:
PeTpocnekTuBHO-NpocnekTuBHe obcepBaLiiHe OOCHioXeH-
HA Oyno BMKOHAHO B creuianisaoBaHOMY MeOWYHOMY LIEH-
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Tpi M. Mymbai, IHais. Y gocnigxeHHs Oynn BKIOYEHi XBopi
Ha HMHKP, aki nikysanucs B nepiog 3 nunHsa 2015 p. o keiT-
Ha 2018 p. MauieHTiB i3 CynyTHIMM CUCTEMHUMM iHDEKLiaMN,
XBOPUX, IKMM MonepenHbo NpoBoauav imyHoTepanito abo ski
ojepxysanu TPMBaJNN H4ac KOPTUKOCTEPOIAN, Y AOCAIAXEH-
HA He Bkoyanu. ICHJ1 Bu3Hayvanm He nisHiwe, Hix 3a 1 mic
[0 onepauji. XBoOpuX PO3AINANN 3anexHo Bif, KPUTUHHOrO
3Ha4yeHHs ICHJ1, ake BcTaHOBNOBaNW Ha piBHi 3. BuaHavann
Kopensauito 3a MipcoHom mixx ICHJT Ta BigoOMMMN NPOrHOCTUY -
HUMKU dakTopamun. PeaynbtaTu: Y nocnigxeHHs 6yno BkIto-
yeHo 113 xBopux BikoMm 18-21 pik (83 yonogikiB Ta 30 XiHOK).
Y 75% naujenTiB 6yno AiarHOCTOBaHO CBITAOKNITUHHUIA HUP-
KOBO-KNiTUHHUIA pak, Y 62% xBopux 6yno BM3HA4YeHO 1-wly
cTafilo 3axBoploBaHHS, Y 58% xBopux O6yno BU3HAYEHO CTy-
niHb 2 andepeHuioBaHHsa 3a dypmaHom, y 10 xBopux BuU-
SABMAW MeTacTa3yBaHHs B NiMdOBy3nu, y 6 — capkomaroif-
He andepeHLuitoBaHHS, y 40 — HEKpo3 NyxJIMHWU. Y 72 XxBOpUX
ICHJ1 6yB MeHLwe 3. Byno BUSIBNIEHO BipOrifiHY KOPENSLL0 MixX
ICHJ1 Ta cTagjieto nyxnuHHoro npouecy (p = 0.0054), a Takox
Hekpo3oM nyxnuHu (p = 0.0128). BucHoBku: [JoonepaliiHe
3HayeHHs ICHJ1 kopentoe 3i cTagieo NyxANHHOIO NPoLEecy Ta
HasABHICTIO HEKPO3Y NYX/IMHU. Buxoasa4m 3 Lboro, BUSHa4YeHHs
ICHJ1 MOXe LOMOBHUTY HU3KY BU3HAHUX MPOrHOCTUYHUX Map-
KEPIB, O MOXeE MiABULLUNTYN TOYHICTb MPOrHO3YBaHHS.
Kmoyosi cnoBa: cniegigHOWEHHA HenTpodiniB 4o nimpoum-
TiB, NPOrHOCTUYHI PpaKkTOPW, HUPKOBO-KNITUHHUI PaK.



