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Abstract

Introduction: Although demographic heterogeneity in the management of patients with non-muscle invasive bladder tumor (NMIBT)
is an important factor, there are only minimal evidence-based recommendations that adjust for patient age and gender. The relationship
and impact of age and gender on the recurrence in NBIMT is poorly investigated and understood.

Aim: The aim of the study was to evaluate the impact of age and sex on the recurrence of non-muscle invasive bladder cancer.

Materials and methods: Patients treated with transurethral resection (TUR) of primary NMIBT were included in the study. Risk
calculation was made according to the European Organization for Research and Treatment of Cancer (EORTC) risk tables. Prognostic
factors for predicting tumor recurrence up to 5 years including age and sex were analyzed. The Mann-Whitney U test was used for
comparison of non-parametric variables in independent groups. Kaplan-Meier method, with log rank (Mantel-Cox) analyses applied
for comparison of mean duration of remission by sex and age, was used to calculate mean duration of remission.

Results: A total of 81 patients, 68 males (mean age 59.03 years) and 13 females (mean age 58.13 years) were eligible for final analysis.
Mean survival time of patients <60 years old and older was 17.3+2.1 months (13.2-21.3) and 17.9+2.8 months (12.4-23.4), respectively
(p=0.6). Mean survival time was 17.3+2.1 months for females and 15.4+2.1 months for males (p=0.08). However, 1-year tumor-free rate
of female patients (53.8%) was not much different from that of males (31%) (p=0.11). Although considerable difference was observed
between recurrence rates of patients according to sex, it failed to reach statistical significance.

Conclusions: The results of the present study suggest that the recurrence of NMIBT is not associated with age or gender.
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INTRODUCTION

and progression and require frequent cystoscopy, which
increases costs and hinders patient compliance. The high

Bladder tumor is the 10th most common cancer in the
world.! World Health Organization estimated 549,000
new cases diagnosed in 2018, and new cases is projected
to reach more than 670,000 by 2025.2 Non-muscle invasi-
ve bladder tumor (NMIBT) has a high rate of recurrence

risk of recurrences is a cause of high costs which make
NMIBT an expensive diseases to treat.’ In addition, the-
re may be unnecessarily frequent monitoring of low-risk
patients and insufficient surveillance of high-risk
patients.?
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Most bladder cancers are transitional cell cancer and
70% of them are disease confined to the mucosa (stage Ta
and Tis) or submucosa (stage T1).> This patient group is
monitored via cystoscopy 2-3 times during the first year.®
Due to high recurrence rates, intensive control strategies
should be performed.” The European Organization for Re-
search and Treatment of Cancer (EORTC) created short-
and long-term risk tables for recurrence and progression
of NMIBT.®

Several studies evaluated sex-specific discrepancies in
the epidemiology, diagnosis, and clinical outcomes of most
of non-gender specific cancers.”!? The genders may affect
the incidence and severity of diseases.!! It might be related
to differences in carcinogenic exposures, routes of entry,
enzymatic processing of environmental substances, and
cellular and physiological responses.!! A sex-related differ-
ences were observed in bladder cancer, with about 3-fold
higher incidence in men compared to women.? Further-
more, Horstmann et al. reported that bladder cancer was
diagnosed at a significantly younger age in men than in
women (mean age: 62 vs. 67 years).!?

AIM

The aim of the study was to examine the impact of age and
gender of patients on the recurrence of NMIBT.

MATERIALS AND METHODS

This study included 81 patients with newly diagnosed
NMIBC at the Department of Urology from January 2012
to December 2015. The 5-year follow-up data of 81 pa-
tients, 68 males and 13 female were analyzed in this study.
The patients were included in the study if they met all the
following criteria: presence of primary NMIBC; no pre-
vious history of TURBT or bladder intracavitary chemo-
therapy; had a complete and detailed clinical, pathological,
follow-up data record. Patients were excluded if they had
metastatic/secondary bladder cancer; patients with Tis
stage; any incomplete clinical, pathological, or follow-up
data. The medical records of the patients were reviewed
retrospectively. The size of tumor was <3 cm and the stages
of all tumors were Ta according to the 2017 TNM classi-
fication of urinary bladder cancer.!® Associations between
time to recurrence and sex and also age were examined.
Follow-up cystoscopies were done every 3 months for the
first 2 years, at 6-month intervals in the third year and once
per year in the fourth and fifth years in all of the patients.

Statistical analysis

Data were checked for suitability of normal distribution
using the Shapiro-Wilk test and expressed as mean (SD) or
median [interquartile range (IQR)] values when they did
not show normal distribution or percentage for continuous
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and categorical variables, respectively. The chi-square test
was used for statistical comparisons of categorical data. The
Mann-Whitney U test was used for comparison of non-pa-
rametric variables in independent groups. Mean durati-
on of remission was calculated using the Kaplan-Meier
method, with log rank (Mantel-Cox) analyses applied for
comparison of mean duration of remission by sex and age.
All analyses were performed using SPSS version 21.0 (IBM
Corporation, Armonk, NY, USA). For all statistical analy-
ses, p<0.05 was considered significant.

RESULTS

The 1-year tumor-free rate was 38.6% in patients <60
years and 29.7% in those 260 years. The 5-year tumor-free
rates were 14.5% in patients <60 years and 13.5% in those
260 years. The mean survival time was 17.3+2.1 months
(13.2-21.3) for patients <60 years and 16.5+3.1 months
(10.5-22.4) for those 260 years. No statistically significant
difference was identified in recurrence status according to
age group (p=0.531) (Fig. 1).
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Figure 1. Recurrence status of patients according to age.

The I-year tumor-free rate was 53.8% for females and
31% for males (p=0.11). The 5-year tumor-free rate was
31% for females and 11% for males (p=0.06). Mean sur-
vival time was 17.3+2.1 months (13.2-21.3 months)
for females and 15.4+2.1 months (11.4-19.4) for males
(meanzstandard error [95% CI]). Although there was a
considerable difference between the recurrence statuses of
patients by sex, it was not statistically significantly differ-
ent (p=0.08) (Fig. 2).

According to the EORTC risk classification, there were
60 patients with a recurrence score of 0 and 21 with a score
of 2. Those with 0 had 73.33% recurrence observed in the
first year and 91.66% by the fifth year. Those with 2 had
71.42% recurrence observed in the first year and 95.24%
by the fifth year. In three patients with tumor recurrence in
the first year, tumor progression was observed.
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Figure 2. Recurrence status of patients according to sex.

DISCUSSION

The results of this study suggested that age and gender of
patients was not associated with the recurrence of bladder
cancer. Mean survival time of female and male patients
was similar. One year tumor free rates of patients <60 and
260 years were not statistically significant.

Sylvester et al. created short- and long-term risk tables
for recurrence and progression of NMIBT for the EORTC.
In this study, patients with a recurrence score of 0 were con-
sidered the low-risk group and had predicted recurrence
rates of 15.5% in the first year and 31% in the fifth year.®
For those with a recurrence score of 0, 73.33% recurrence
was observed in the first year, and 91.66% by the fifth year.
Patients with a recurrence score of 2-4 (moderate risk
group) had a predicted recurrence rate of 24% in the first
year and 46% by the fifth year. In our study, patients with
a recurrence score of 2 had 71.42% recurrence in the first
year and 95.24% by the fifth year. A study that included
680 patients monitored for 5 years observed 71% recur-
rence in patients with low-grade urothelial carcinoma and
73% recurrence in those with high-grade carcinoma.'* In
our study, the low-risk patient group had a recurrence rate
of 85%.

In 2014, the American Cancer Society Key Statistics for
Bladder Cancer stated that it was the fourth most common
cancer in males; however, it was less frequent in females.!®
This explains the higher prevalence of males in our pa-
tient group. Bladder cancer occurs most commonly in the
elderly and 90% of people with this cancer are >55 years
old. Mean age at diagnosis is 73 years old. Therefore, it
may be important to study how recurrence may differ by
age. Generally, the lifetime chance of developing bladder
cancer in males is almost 1 in 27. For females, it is almost
1 in 89. In a previous study, being female was a prognostic
factor for developing T1G3 bladder tumors.!® In our study,
the mean age of tumor identification was 59.03 years old
for males and 58.13 years old for females. In other studies,
the incidence of bladder cancer in males was reported to
be four times higher than that of females.!?

Globally, incidence rates standardized according to age
(for every 100,000 people/year) are 9.0 for males and 2.2
for females.? The European Union age-standardized inci-
dence rates are 19.1 for males and 4.0 for females. We found
similar results in our study with rates of 84% for males and
16% for females. Nonetheless, although males had a higher
recurrence rate, the difference was not significant.

Cost is a significant problem for surveillance of blad-
der tumors, with elderly patients often having problems
complying with surveillance. In a previous study, younger
patients demonstrated better compliance with surveillance
protocols.!” This would be useful for planning future stud-
ies involving patient surveillance success according to age.

The principal limitations of this study are related to its
retrospective nature and the risk of selection bias. Another
important limitation is the lack of data on several impor-
tant determinants such as smoking history, performance
status, and cardiopulmonary and renal function. Moreover,
no patients underwent re-TURBT, immediate single instil-
lation of chemotherapy postoperatively or any maintenance
intravesical therapies, all of which may have improved the
recurrence rates.

CONCLUSIONS

The results of the present study suggest that recurrence
of low-grade bladder tumors is not associated with age or
gender.
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Pe3tome

BBepeHue: HecMoTps Ha To, 4TO feMorpadudeckoe pasHOOOpasye B BeIeHMN TTAlMeHTOB C HEMBIILeYHO-MHBA3MBHOI OIYXOJIbIO
Mouesoro 1my3eipsa (HMOMII), sBnsgeTcs BaKHbIM GaKTOPOM, CYLIECTBYET HECKONBKO PeKOMEHIAIMIT, OCHOBaHHBIX Ha JJOKa3aTeNlb-
CTBaX, KOTOPbIe OTHOCATCSA K BO3PACTY 1 IOy NAllMeHToB. B3anMOoCBA3b 1 BIMAHME BO3pacTa 1 nosa Ha nosTopenne HVIOMII mano
U3Y4EeHDI M TIOHATDL.

Llenb: Lenbio nccnenoBanms 6bUIO OLIEHUTD BVAHME BO3PACTa I II0/IA HAa PELV/IVB HEMbILICYHO-MHBA3/BHOTO paKa MOYEBOTO ITy3bIps.

Matepuanbl 1 MeToAbl: B nccienoBaHye 6bIIM BKIIOUEHbI TALMEHTHI, HOTy4aBlINe TpaHCypeTpanbHyo pesekiio (TYP) mep-
BuyHoro HVMIOMII. Pacuét prcka IpOM3BORMIICS COITIACHO TabmuiaM pucka EBporeiickoil opraHusanmm 1o UCCAefOBaHNUIO U JTede-
Huto paka (EOMJIP). IIpoaHanusupoBaHbl MPOrHOCTIYeCKYe GaKTOPhI IPOTHO3a PeLii/yBa OMYXO/M IO 5 JIeT, BK/IIYas BO3PacT U
non. U-kputepuit MaHHa-YUTHM MCIONTB30BA/CA [/I CPABHEHNUs HeTlapaMeTPUYECKNX IIepPEMEHHBIX B HE3aBMCUMBbIX Tpynmax. [lia
pacuéTa cpefHeil IPOJO/DKUTEIBHOCTY PEMICCHI MCTIONb30Bacsa Meron Kannana-Meitepa ¢ norapudmmdecky mpeo6pasoBaHHbIM
yTpeHHUM aHa/m3oM (Mantel-Cox), mpuMeHsAeMblil 11 CPaBHEHNUSA CPefHeil IPOJO/DKUTENBHOCTI PEMICCUM 110 TIOTY M BO3PACTY.

Pe3ynbrarbl: [I/11 OKOHYaTeIbHOTO aHa/IM3a MOAXOAMIN 81 malyeHT, 68 My»xuuH (cpegHuit Bospact 59.03 roga) u 13 >xeH1yH (cpef-
Huii BospacT 58.13 roga). MenyaHa BBDKVMBaeMOCTH IIAl{MEHTOB B Bo3pacTe 60 et u cTapuie coctaBuia 17.3 + 2.1 mecsinja (13.2-21.3)
n17.9 + 2.8 Mecana (12.4-23.4), coorBeTcTBeHHO (p=0.6). CpenHee BpeMs BBDKMBAEMOCTI COCTaBWIO 17.3 + 2.1 Mecsna i KeHIIMH
n 15.4 + 2.1 mecsua g myxuut (p=0.08). OfHaKo 4acTOTa OTCYTCTBMA ONYXO/IM B TedeHMe Tofia Y xKeHIH (53.8%) He oT/nyanach
OT TaKoBoI1 y MyxxuuH (31%) (p=0.11). Xors Habmofanach 3HaYNTE/IbHAA Pa3HNUIIA MY YaCTOTON PELMANBOB IIAIMEHTOB MO0 HOJY,
MCCTIEMOBAHIIE HE CMOTJIO IOCTUYb CTATUCTUIECKOI 3HAYMMOCTI.

3aknroueHue: PESYTII)TaTbI HaCTOALLEro MCCIEAO0BaHMA IIOKAa3bIBAKOT, YTO peNNINB HMOMII He cBsi3aH ¢ BO3pacTOM WJIN ITOJIOM.

KnwoueBble cnoBa

BO3PACT, OITYX0JIb MOYEBOT'O ITy3bIPs, PELU/IUB, II0JI, TPAHCYpeTpaIbHasA Pe3eKIUa
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