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ABSTRACT

Objectives: To highlight the management of patients with transitional cell carcinoma of the urinary
bladder with regards to clinical presentation, treatment and outcome.

Design: A retrospective study.

Setting: Kenyatta National Hospital, Nairobi, Kenya.

Subjects: Fifty two patients who presented at Kenyatta National Hospital over a ten year period
with histologically proven transitional cell carcinoma of the urinary bladder. There were 41 males
and 11 females aged 27 to 84 years. The mean age was 57 years.

Results: An average of 5.2 patients per year were seen. The male to female ratio was 3.7:1. Most
common clinical presentations were haematuria 98%, Lower abdominal pains 71%. The main
investigative procedures done in these patients included cystoscopy in 71.2%, ultrasound 46.2%,
IVU 32.7% among others. The treatment modalities were based on the stage of the disease and
included surgery 48.1%, combination therapy in 23.1%, chemotherapy in 5.8% and radiotherapy in
3.8%. Surgery was the mainstay of treatment, cystectomy was done in 26.9% and cystostomy and
resection of tumour 26.9%. Other surgical methods carried out were transurethral resection of
bladder tumour(TURBT), cystectomy and bladder augumentation, channel transurethral resection,
cystectomy and ileocondult. Nine patients (17.3%) were not given any treatment because either
the disease was too advanced and died before any treatment was instituted or were lost to follow
up. Mortality and outcome of the disease was difficult to assess due to poor follow up, however
65.4% of the patients were still alive, 17.3% had died and 17.3% were lost to follow up by the end
of the study period. _ .
Conclusion: Haematuria was the most important presenting clinical feature. Poor record keeping
may have contributed to the low number of patients enrolled into the study. The TCC in this study
was not thoroughly managed. It is suggested that early diagnosis, early surgery and combination
of other treatment modalities should improve the outcome. This can only be possible with further
training of health personnel, the education of the public and availability of improved diagnostic
as well as treatment facilities especially cystoscopes and resectoscopes. There is need for developing
proper management protocols for bladder tumours.

INTRODUCTION painless haematuria, which occurs in about 85% of

patients (1). The symptom complex of bladder

The most common presenting symptom of  irritability with urinary frequency, urgency, and
transitional cell carcinoma of the urinary bladderis ~ dysuria is the second most common form of
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presentation and usually is associated with diffuse
carcinoma in situ or invasive bladder cancer. Other
signs and symptoms include flank pain from
ureteral obstruction, lower extremity oedema, and
a pelvic mass. Occasionally, patients present with
symptoms of advanced disease such as weight loss
and abdominal or bone pain.

Currently, urine cytology remains the standard
non-invasive in vitro test to detect primary and
recurrent disease. Blood group antigens ABO and
lewis X, bladder tumour antigen (BTA) test (Bard
Urological Covington, USA) and nuclear matrix
protein 22 (NMP22), Flow cytometry and
Quantitative flourescent image analysis are useful
techniques in use (2-6).

Cystoscopy and biopsy: All patients require a
cystoscopy, and the pathologist must confirm the
_ diagnosis, not by urological opinion. All abnormal
areas of bladder mucosa should be biopsied. The
findings of carcinoma in situ or even severe dysplasia
may adversely affect the prognosis. Tumours are
resected primarily to establish pathological type,
grade and stage. The presence of muscle invasion
in a biopsy specimen means that other imaging
modalities will be required usually CT of the pelvis

and abdomen. Treatment depends on the stage of

disease. Patients presenting with favourable
prognostic factors (solitary well differentiated, early
stage small tumours) are often treated adequately
by transurethral resection (TUR) alone. The addition
of one dose of an intravesical chemotherapeutic
agent has been shown to reduce the recurrence rate,
but only further long term follow-up will
demonstrate conclusively whether the progression
rate in these patients (which may be less than 2 %)

has also been reduced (7). Patients presenting with

multiple tumours, or who have recurrence at first
cystoscopy, have a significantly higher rate of
subsequent recurrence, and therefore a potential for
progression.

There is a controversy about the type of .

intravesical agent that should be used. In recent

studies, all agents tested appear to reduce the

recurrence rate, it remains to be determined in
suitably size multicentric studies whether reductions
in recurrence rate are associated with reductions in
progression rate. Some studies appear to show a
definite benefit of BCG immunotherapy over
intravesical chemotherapy with adriamycin,

however, studies from Europe show no difference
between BCG and mitomycin C in the reduction of
recurrence rate (8,9). Intravesical instillation of INFa-
2b has also been used in reducing recurrence rate in
superficial transitional cell carcinoma. Upto 50% of
patients with carcinoma in sifu may progress rapidly
to invasive disease. The role of the newer intravesical
therapy e.g. (megadose vitamins, a-interferon) are
still undergoing demonstration in randomised
prospective studies.

On surgery as a mode of management world
wide, most patients presenting with muscle invasive
transitional cell carcinoma are treated by radical
cystectomy with formation of a conduit drainage
system or orthotopic bladder substitution.
Radiotherapy is done in patients unfit for surgery
or unwilling to accept consequences of surgery.
These patients tend to be older and more frail, and
possibly have a more advanced disease than a
comparable cystectomy group.

The use of chemotherapy, as either neo-adjuvant
or adjuvant treatment along—side definitive therapy,
has often resulted in five-year survival rates of 60-
70% in small series. Transitional cell carcinoma is
sensitive to cisplatin. Neoadjuvant chemotherapy has
shown no definitive improvement in survival
compared with modern series of cystectomy alone
and a low rate (20%) of disease free bladder
preservation (10,11). Chemotherapy combination
using M-VAC (methotrexate, vinblastine, adriamycin
and cisplatin) and CMV (cisplatin, methotrexate, and
vinblastine) appear to show extremely good response
rates that are durable and accompanied by disease
free interval. Paclitaxel, docetaxel and gemcitabine

~ are recent drugs in the market.

Follow-up cystoscopy and urography have a
role in management of TCC. The traditional follow-
up programme recommended for patients with
superficial bladder cancer includes serial
cystoscopies every three months for two years, then
every six months for two years and then yearly.

" Either annual or biennial excretory urograms have

been recommended. Other investigators believe that
patients should be followed with cytology
examination and cystoscopy less frequently.

MATERIALS AND METHODS

The study was carried out at Kenyatta National
Hospital (KNH). This was a retrospective study
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covering a period of ten years from January 1990 to
December 1999. Only those patients with
histologically confirmed diagnosis of transitional
cell carcinoma of the urinary bladder treated at KNH
during the study period were included. Patients
with incomplete medical records, unavailable
histology results were excluded from the study. The
sample size was determined by the study period.
The relevant records of the patients with TCC were
reviewed after approval of the study proposal by
the KNH Research Committee. Data were collected
using tally sheets and analysed using statistical
computer programme (SPSS).

RESULTS

Two hundred and twenty four patients were
clinically diagnosed to have urinary bladder cancer.
Of these 127 (57%) files were traceable from which
79 had histologically proven bladder cancer. Fifty
two patients of these were transitional cell carcinoma
and were enrolled into the study.

Clinical presentation: Patients presented with various
signs and symptoms, namely haematuria 51 patients
(98.1%), low abdominal pains 37 patients (71.2%),
pelvic mass 19 patients (36.5%), dysuria 17 patients
(32.7%). Haematuria was the most common
presenting symptom. Most of the signs and
symptoms occurred in combination (Table 1).

Investigative procedures: Various investigations were
carried out on the patients. Most of them, 37 (71.2%)
had cystoscopy and biopsy done. Others were urine
cytology in seven patients (13.5%), open cystostomy
and biopsy done in other centres before patients
were referred to Kenyatta National Hospital (Table
2). Radiological included
Ultrasonography in 24 patients (46.2%), CT scan in
three patients (5.8%), IVU in 17 patients (32.7%),
plain abdominal X-ray in one patient (1.9%). None
of the patients had MRI as an investigative
procedure. The most common stage of TCC was
muscle invasive in 22 patients (42.3%), superficial
in 20 patients (38.5%), metastatic nine patients
(17.3%) and carcinoma in situ one patient (1.9%)
(Table 2). Overall majority of the patients had
invasive disease 59.6% as compared to superficial
40.4%.

investigation

Management: Various modes of management of
transitional cell carcinoma were used for the 52
patients seen at the hospital over the study period.
The modalities included surgical procedures,
radiotherapy, chemotherapy and a combination of
any two. The most common modality of
management was surgery 48.1%, combination
therapy in 23.1% of the patients. Chemotherapy
accounts for 5.8% of the patients and radiotherapy
3.8% of the patients. Various chemotherapeautic
agents were used. mainly in combination, they
included vincristine (V), cyclophosphamide (C),
doxorubicin (adriamycin-A), methotrexate (M),
cisplatin (C). Combination MVAC was used in one
patient after recurrence following TURBT.
Systematic vincristine and adriamycin were given
to one other patient. Intravesical doxorubicin was
used in several patients. Combination therapy was
given to 12 patients (23.1%). These patients received
either surgery and radiotherapy in seven patients,
or surgery and chemotherapy in five patients.

Surgical management: Various surgical procedures
were carried out on the patients of transitional cell
carcinoma seen over ten years period. Table 4
summarises the procedures. The most common type
of surgical procedure carried out was partial
cystectomy in 14 patients (26.9%) and cystostomy
and excision in 14 patients (26.9%). Others were
transurethral resection in eight patients (15.4%),
cystectomy and ileoconduit in three patients (5.8%),
cystectomy and bladder substitution in two patients
(3.8%), channel transurethral resection to relieve
urinary obstruction in one patient (1.9%), and
cystectomy and ureterosigmoidostomy were done
in one patient (1.9%).

Outcome and follow-up of patients: Within the ten year
period of study 67.4% of the patients were lost to
follow-up, 7.6% of the patients died within one year
after diagnosis and another 25% were alive two years
later (Table 5). The two patients who died after six
months had more advanced disease compared to
those who died after one year. One had metastasis to
the liver and the uterus while the other had mets to
the regional nodes. Both had poorly differentiated
tumour. For those who died within one year both had
poorly differentiated muscle invasive disease but had
no metastasis. One died of severe haematuria.
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Table 1
Gender characteristics and clinical features
Characteristic No. (%)
Signs/Symptoms
Haematuria 51 98.1
Lower abdominal pains 37 71.2
Pelvic mass 19 36.5
Dysuria 17 31.7
Gender characteristics
Sex
Male 41 78.8
Female 11 21.1
Total 52 100
Table 2
Investigative procedures
Investigation No. (%)
Cystoscopy 37 712
Ultrasound 24 46.2
VU 17 32.7
Urine cytology 7 13.5
Open cystostomy 5 9.6
CT scan 3 5.8
KUB 1 19
MRI 0 0
Table 3
Management
Mode No. (%)
Surgical 25 48.1
Combination 12 23.1
Palliation 10 19.2
Chemotherapy 3 5.8
Radiotherapy 2 3.8
Total 78 100
Table 4
Surgical management
Surgical Procedure No. (%)
Partial cystectomy 14 26.9
Cystostomy and excision 14 26.9
TURBT 8 154
Cystectomy and ileoconduit 3 5.8
Cystectomy and bladder substitution 2 3.8
Cystectomy and ureterosigmoidostomy 1 1.9
Channel TUR 1 19
None 9 175
Total 78 100
Table 5
Outcome and follow-up of patients
Outcome No. (%)
Died within six months 2 3.8
Died within one year 2 3.8
Alive after two years 13 25.0
Lost to follow-up 35 67.4
Total 78 100

DISCUSSION

In this study out of the 52 patients, haematuria was
found in 51 patients (98.1%), lower abdominal pains
in 37 patients (71.2%), pelvic mass in 19 patients
(36.5%) and dysuria in 17 patients (32.7%). Pelvic
mass was a sign of advanced disease.

Presentation of transitional cell carcinoma
depends on the clinical stage of the disease, presence
or absence of metastases, haematuria being the most
common presentation (12).

The investigations were done in various
combinations. The most common investigative
procedures for diagnostic purpose in this study were
cystoscopy performed in 37 patients (71.2%),
ultrasonography in 24 patients (46.2%), IVU in 17
patients (32.7%), urine cytology in seven patients
(13.5%), plain abdominal X-rays in one patient
(1.9%). Open cystostomy and biopsy was done in
five patients (9.6%) in other centres before admission
to Kenyatta National Hospital. Cystostomy and
biopsy were done in other health centres before
referral. This is only mentioned to be condemned
for it encourages seeding and spread of tumour cells
(13,14). Urine cytology was not a favoured mode of
investigation for it is not a cost effective means of
screening for bladder cancer.

Of the various stages of transitional cell carcinoma
muscle, invasive was the most common accounting
for 22 patients (42.3%) followed by superficial in 20
patients (38.5%) metastatic in nine patients (17.3%)
and ca in situ in one patient (1.9%). Many early stage
tumours could have been missed and many patients
presented late (6). Muscle invasive histological stage
accounts for the majority of patients of transitional
cell carcinoma across the age spectrum.

Management of these tumours calls for a
multidisciplinary approach. Definitive management
options depend on the stage and grade of the disease.
For superficial tumours (early stage tumours
Cis, Ta,T1 ) the main stay of treatment is TUR alone.
In this study the most common mode of management
employed was surgery in 25 patients (48.1%),
combination in 12 patients (23.1%), chemotherapy in
three patients (5.8%) and radiotherapy in two patients
(3.8%). Ten patients (19.2%) received no treatment,
they either did not comply, died before treatment
or were lost to follow-up.

Immunotherapy with intravesical BCG,
Interferons or megadose vitamins were not used on
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any of the patients. On the outcome, mortality and
follow up of patients, the data on these were not
found to be useful because of the fact that the follow-
up of these patients was poor. Within the ten-year
period of study 67.4% of the patients were lost to
follow-up, 7.6% died within one year after diagnosis
and another 25% were alive two years later. Those
who died within six months had distant metastasis
while those who lived to one year had muscle
invasive disease without distant metastasis. It is
likely that the cost of traveling back to Nairobi may
have hindered patients from coming back for follow
up. Others may have died at home or the nearest
health institution before coming back for their next
appointment. This is despite the fact that they were
discharged with instructions to have follow-up in
both the radiotherapy and urology outpatient clinic.
Some patients were lost to follow-up when upon
discharge from hospital were referred to the
radiotherapy clinic. Follow-up cystoscopy can be
readily performed as an office procedure by use of
flexible or rigid cystoscopies( 15).

In conclusion, haematuria was the most important
presenting clinical feature. Poor record keeping may
have contributed to the low number of patients
enrolled into the study. The TCC in this study was
not thoroughly managed. It is suggested that early
diagnosis, early surgery and combination of other
treatment modalities should improve the outcome.
This can only be possible with further training of
health personnel including urologists, the education
of the public and availability of improved diagnostic
as well as treatment facilities especially cystoscopes
and resectoscopes. There is need for developing
proper management protocols for bladder tumours.
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