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Abstract

Objective: To determine the clinicopathological features of bladder tumours encountered over a five year
period in Universiti Kebangsaan Malaysia Medical CentreMethods: Medical records of bladder tumour cases
from 2005 till 2009 were retrospectively reviewed and tabulatedResults: A total of 83 cases were recorded. The
incidence was highest among the Chinese (56.6%), followed by Malays (34.9%), Indians (6%) and other races
(2.4%). The male-to-female ratio was 9.4:1. The median age was 65 years (range 30-91 years) and median
duration of follow up was 17.2 months (range 2-60 months). The main histopathology was transitional cell
carcinoma (TCC) (90.4%), followed by adenocarcinoma (6%), squamous cell carcinoma (1.2%), leiomyoma
(1.2%) and myeloid sarcoma (1.2%). For the TCCs, 58.6% were superficial while 41.4% were muscle invasive,
and 13.3% had nodal metastasis with distant metastasis in 8%. Of the total, 5.3% were papillary urothelial
tumours of low malignant potential, 33.3% pTa, 20% pT1, 10.7% pT2, 12.0% pT3 and 18.7% pT4. Of the
superficial tumours, 32.5% were high grade tumours. There were ten radical cystectomies performed for
transitional cell carcinomas; two had neobladder reconstruction whereas the other eight had ileal conduits. All
the adenocarcinomas and squamous cell carcinomas were treated by radiotherapy due to the advanced stage of
the disease while the myeloid sarcoma received chemotherapy. Mean survival of patients with muscle invasive
cancer was 335 months. By the end of the study, 18.1% of patients had died of their canc&onclusion: The
incidence of bladder tumours is highest among the Chinese. When compared to other studies, the incidence of
muscle invasive and high-grade superficial tumours was greater.
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Introduction being excluded. The medical records of these patients were
reviewed and included in the present study.

Bladder tumours constitute one of the most common  All patients were initially evaluated by history-taking,
urological conditions, where in United States alone, aklinical examination, standard laboratory investigations,
estimated 70,980 new cases were diagnosed with ahest radiographs, excretory urography and/or abdominal
estimated 14,330 deaths in 2009 (Jemal et al., 2009). idtrasonography. The tumours were assessed by bimanual
Malaysia, it is the 6th most common cancer among malesxamination under anaesthesia, cystoscopy and biopsy.
with an incidence of 4.7% (Zainal et al., 2006). To ourAbdominal and pelvic computed tomography and
knowledge, there have been no data published reportimgdioisotope bone scan were performed for patients with
on the clinical or pathological features of bladder cancegvidence of advanced disease.
in Malaysia. Therefore, an audit was done on bladder Clinicopathological data (size, site, morphology,
tumour seen over a five year period in Universitimultiplicity, stage, grade of tumour, etc.), epidemiological
Kebangsaan Malaysia Medical Centre in order to give data (age, sex, occupation and smoking habit),
background knowledge of the clinicopathological featuretnvestigations, treatment and follow-up data from the case

of this disease in this country. notes were entered on a standard data collection sheet.
The histopathology results were recorded just as they
Materials and Methods appeared in the notes as reported by different pathologists.

The tumours were graded histologically, and staged
This is a retrospective study in which all cases opathologically according to World Health Organization
bladder tumours diagnosed between the years 2005 ag@HO)/International Society of Urological Pathology
2009 were included. The study group consisted only afonsensus classification of urothelial (transitional cell)
incident cases of bladder carcinoma, all prevalent casegoplasms of the urinary bladder into low- and high-grade
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tumours (Epstein et al., 1998). Pathological staging walsistopathology was transitional cell carcinoma (90.4%),
also done according to the TNM system with the followingfollowed by adenocarcinoma (6%), squamous cell
stages: pTa: limited to mucosa; pT1: invasion of the laminaarcinoma (1.2%), leiomyoma (1.2%) and myeloid
propria; pT2: invasion of the muscularis propria; pT3:sarcoma (1.2%) (Table 1).
invasion of the perivesical fat; and pT4: invasion of organs For the transitional cell tumours, 58.6% were
in the vicinity (Sobin et al., 2002). superficial tumours while 41.4% were muscle invasive.
Data were analyzed using SPSS software versiob.3% were papillary urothelial tumours of low malignant
12.0.1(SPSS, Chicago, IL, USA) and chi-square test wagwtential (PUNLMP), 33.3% pTa, 20% pT1, 10.7% pT2,
used to compare the variables. A p-value of 0.05 was takdi2.0% pT3 and 18.7% pT4 (Table 2). 13.3% of these
as significant. Kaplan Meier survival analysis was usedransitional cell carcinomas had nodal metastasis while
to calculate the mean survival time. This study had bee86 had distant metastasis. Of the superficial tumours,
approved by the Universiti Kebangsaan Malaysia2.5% were high grade tumours. There was no difference
(National University of Malaysia) Research Ethicsin terms of muscle invasiveness between those below 65

Committee. years or those 65 years and above, at 15 (484%d).6
(51.6%), respectively. All the adenocarcinomas, squamous
Results cell carcinoma and myeloid sarcoma were muscle

invasive. Age group distribution by stage for urothelial
A total of 83 cases of bladder tumours were recordedumours are given in Table 4.
Incidence was highest among the Chinese (56.6%), There were ten radical cystectomies done for
followed by Malays (34.9%), Indians (6%) and other race$ransitional cell carcinomas; two had neobladder
(2.4%). 90.4% of bladder tumours involved men with areconstructions whereas the other eight had ileal conduit.
male-to-female ratio of 9.4:1. The median age was 68l the adenocarcinomas and squamous cell carcinomas
years (range 30-91 years). The median for the duration wfere treated by radiotherapy due to the advanced stage of
follow up was 17.2 months (range 2-60 months). The maithe disease while the myeloid sarcoma had chemotherapy.
Mean survival time of patients with muscle invasive
Table 1. Clinicopathological Features of the Bladder cancer was 3& months (Figure 1). By the end of the

Tumour Cases study, 18.1% of patients died of cancer.

Features No (%) of patients ) )

Gender Male 75 (90.4) Discussion
F | . L s

Male-to-female r:j['irga © 984_(f ®) The incidence of bladder cancer is higher among males

Histological type ~ TCC 7'5 (90.4) as compared to females. Our study showed a ratio of 9.4:1
Adenocarcinoma 5 (6.0) which is comparable to that reported in Jordan (Matalka
Squamous cell 1 (1.2 et al., 2008) and India (Gupta et al., 2009), but was higher
Leiomyoma 1(1.2) than the United States (Johansson et al., 1997). There are
Myeloid sarcoma 1(1.2) various possible explanations for the observed

TCC: Transitional Cell Carcinoma preponderance of bladder tumours in males. Among them

are environment and dietary exposures not yet identified

Table 2. Clinical Stage of Transitional Cell Carcinoma . L :
and innate sexual characteristics such as anatomic

Cases

Stage No. (%) 104

PUNLMP 4 (5.3)

pTa 25 (33.3)

pT1 15 (20.0) 0o

pT2 8 (20.7) '

pT3 9  (12.0)

pT4 14 (18.7)
PUNLMP: Papillary urothelial neoplasm of low malignant 7
potential
Table 3. Age group Distribution by Stage

0.4 Invasive
Age group 30-45 46-60 61-75 76-91 Total No
PUNLMP 0 2 1 1 4 Ve
Ta 2 8 13 2 25 024 T ocensord
T1 2 37 3 15 crresene
T2 1 2 4 1 8
T3 0 0 7 2 9 00
T4 1 7 4 2 14 a
T T T T T T T

Total 6 22 36 11 75 -10 0 0 20 30 40 50 BO

PUNLMP: Papillary urothelial neoplasm of low malignant Fi9ure 1. Kaplan-Meier Curves of Cumulative
potential Survival in Patients with Muscle-invasive Tumours
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differences, urination habits or hormonal factors (Hartgestandard procedure (Vallancien et al., 2002). Preoperative
et al., 1990; Horn et al., 1995). Besides that, the loweradiotherapy and adjuvant chemotherapy, may reduce
incidence of bladder tumours in females could bedeaths from localized disease in transitional cell
attributed to the decreased exposure to the industrighircinoma, but not in squamous tumours (Sternberg et
carcinogens as there are fewer women working outsidal., 1989; Logothetis et al., 1989; Skinner 1991). The
the home. In addition to that, there are fewer women whacceptance of patients for surgical treatment had improved
smoke as compared to men, which is a major predisposingith the introduction of orthotopic bladder replacement.
factor for bladder tumours (Gupta et al., 2009). However, the current treatment modalities do not alter
The median age was 65 years which is almost similathe dismal prognosis of .patients diagnosed with advanced
to that reported in Jordan and United States (Matalka atage of cancer. Thus, newer therapeutic approaches that
al., 2008). There is also a higher preponderance amongstprove the patient survival and enhance the quality of
the Chinese. Whether this is due to genetic predispositiolife need to be explored.
remains to be seen. Further studies need to be done to In conclusion, the incidence of bladder tumours was
elucidate this. Transitional cell carcinoma was thehighest among the Chinese. When compared to other
commonest variant, which is similarly reported by thestudies, the incidence of muscle invasive and high-grade
world literature at 90% (Rabbani et al., 2000). Thesuperficial tumours was higher.
prevalence of squamous cell carcinoma varies in different
parts of the world. The incidence of 1.2% seen in thiReferences
study was similar to that reported in England (1%), United
States (3-7%), but differed from the reported 75% incarrion R, Seigne J (2002). Surgical management of bladder
Egypt. Adenocarcinoma was also reported to be about 2% carcinomaCancer Contrg 9, 284-92.
in other parts of the world, which is slightly lower Epstein JI, Amin MB, Reuter VR, Mostofi FK (1998). The World
compared to that seen in our study (Matalka et al., 2008). Health Organization/International Society of Urological
Numerous studies have shown statistically-significant Paltlg‘o'ogylconse”fslss clagsificaglorégf Ur%tlhz'g’" (tcr:ansitional
rvival differences between patients with non-invasive ~C¢€") nNeoplasms of the urinary bladder. Bladder Consensus
tSl;Jmours (pTa), invasive tumoErs confined to the laming, Conference Committedm J Surg PathoP2, 1435-48.

- ’ . . . upta P, Jain M, Kapoor R, et al (2009). Impact of age and
proprlg .(pTl) and tumours W'th, muscle invasion. Our gender on the clinicopathological characteristics of bladder
superficial tumours which comprised of 58.6% were very  cancerindian J Urol 25, 207-10.
much lower compared to that reported in the literatureyartge P, Harvey EB, Linehan WM, et al (1990). Unexplained
(71.8-75%) (Messing et al., 1995). Amongst the superficial excess risk of bladder cancer in mérNatl Cancer Inst
tumours, high grades were seen in 32.5%, which is double 82, 1636-40
of that reported in Jordan (15.5%) (Matalka et al., 2008)(1orn EP, Tucker Ma, Lambert G, et al (1995). Astudy of gender-
This shows that the bladder tumours seen in our centre Pased cytochrome P450 1A2 variability: A possible
were at a more advanced stage as compared to other partsMéchanism for the male excess of bladder camugcer
of the world. This could be due to the lack of awarenes Epidemiol Biomarkers Pre, 529-33

. . . . ?mal A, Siegel R, Ward E, Hao Y, Xu J, Thun MJ (2009). Cancer
among patients and also their propensity to seek traditional ¢, iictics CA Cancer J Clin59, 225-249

medications before subjecting themselves to moderfohansson SL, Cohen SM (1997). Epidemiology and etiology
medicine. of bladder canceBemin Surg Oncpl3, 291-8

The mean survival time for our patients was also worseogothetis CJ, Dexeus FH, Chong C, et al (1989). Cisplatin,
compared to that reported in the literature. Our mean cyclophosphamide and doxorubicin chemotherapy for
survival time for muscle invasive bladder tumours at 33 unresectable urothelial tumors: the M.D. Anderson
months was almost half of that reported in Turkey (77.8 €xperienceJ Urol, 141, 33-7. o o
months) (Turkolmez et al., 2007). This could be attributedatalka I, Bani-Hani K, Shotar A, Bani Hani O, Bani-Hani |

. (2008). Transitional cell carcinoma of the urinary bladder: a
to the fact that a large number of our patients present at clinicopathological studysingapore Med 9, 790-4.

an advanced stage (pT3 and pT4) and were of high graclv?essing EM, Young TB, Hunt VB, et al (1995). Comparison of

tumours. bladder cancer outcome in men undergoing hematuria home
There are many options of treatment for bladder screening versus those with standard clinical presentations.

tumours. In an attempt to reduce functional complications, Urology, 45, 387-96

partial cystectomy has been tried at many centres but locBebbani F, Cordon-Cardo C (2000). Mutation of cell cycle

recurrence is high. For advanced transitional cell regulators and their impact on superficial bladder cancer.

carcinoma and recurrent refractory cases of superficial Urol Clin North Am 27, 83-102

high-grade transitional cell carcinoma, radical cystectomy<iNner DG, Daniels JR, Russell CA, et al (1991). The role of

with urinary diversion is the treatment of choice (Carrion adjuvant chemotherapy following cystectomy for invasive

S . bladder cancer: a prospective comparative trighol, 14
et al., 2002). The downside is, radical cystectomy has a 49 64 prosp . 3

high morbidity rate, as it results in many changes in thegpin |H, wittekind CH (2002). International Union Against

quality of life, including sexual and social functions. A cancer (UICC): TNM Classification of malignant tumours,

modified technique of radical cystectomy with prostate  6th ed. Wiley-Liss, New York, pp 184-7.

and seminal vesicle sparing in selected patients witlternberg CN, Yagoda A, Scher HI, et al (1989). Methotrexate,
bladder cancer was introduced in 2002. In this technique, Vinblastine, doxorubicin, and cisplatin for advanced

the functional results with regard to continence and transitional cell carcinoma of the urothelium. Efficacy and

potency with cancer control were comparable to the Patterns of response and relagSancer 64, 2448-58.
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