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practice was then attended by 122 delegates
of various specialities.

To provide evidence-based
recommendations on bladder cancer
management

December 2008. The milestone papers
published before January 2004 were
accepted for analysis. The level of evidence
and the grade of the recommendations were
established using the GRADE system.

METHODS

RESULTS

Recommendations on bladder cancer
management are provided.

A multidisciplinary guideline panel
composed of urologists, medical oncologists,
radiotherapists, general practitioners,
radiologists, epidemiologists and
methodologists conducted a structured
review of previous reports, searching the
Medline database from 1 January 2004 to 31

In all, 15 806 references were identified,
1940 retrieved, 1712 eliminated (specifying
the reason for their elimination) and 971
included in the analysis, as well as 241
milestone reports. A consensus conference
held to discuss the discrepancies between
the scientific evidence and the clinical

OBJECTIVE

INTRODUCTION
At present the treatment for urothelial
bladder cancer (UBC) is mostly based on
the 1973 WHO classification. For nonmuscle-invasive BC (NMIBC), the most
important predictor of progression is
the grade, although it is also one of the
main predictors of recurrence. Indeed,
controversy still surrounds the prognostic
meaning of the intermediate grade, G2,
which accounts for half of the diagnoses.
Consequently, many issues on the
management of NMIBC are still being
discussed. The rationale of the WHO 2004
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classification is to make a step toward the
creation of two distinct entities, low- and
high-grade UBC. The clinical consequences
are consistent. The most relevant clinical
issue of low-grade cancer is recurrence,
while for high-grade cancer it is
progression. The main objective of the
management of low-grade NMIBC should
therefore be to prevent recurrence (to
minimize the patient’s burden), whereas the
main objective for high-grade disease is to
anticipate or prevent whenever possible
progression to muscle invasive (MI) or
metastatic BC (eventually affecting survival).
In the production of the present guideline

CONCLUSION
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we followed the 2004 WHO rationale and
abandoned definitively the criteria of 1973.

METHODS
The guidelines are based on scientific
evidence, to develop an evidence-based
clinical guideline, and were drafted
conforming to explicit and rigorous methods,
as well as the indications of the Center for
Reviews and Dissemination of the University
of York (for systematic reviews) [1] and the
Conference on Guideline Standardization [2].
The Level of Evidence and the Grade of the
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recommendations were established using the
GRADE system [3–8].
The multidisciplinary Guideline Panel was
composed of urologists, medical oncologists,
radiotherapists, GPs, radiologists,
epidemiologists and methodologists. The
panel approved a review protocol, the review
questions, the facets (populations,
interventions, outcomes and acceptable study
designs) and the key words. A structured
review of the literature was conducted,
searching the Medline database from 1
January 2004 to 31 December 2008. The
milestone papers published before January
2004 were accepted for analysis. In all, 15 806
references were identified, 1940 retrieved,
1712 eliminated (specifying the reason for
their elimination) and 971 included in the
analysis, as well as 241 milestone reports. The
searching and selection processes were
documented and retained. No formal quality
measures were used, but every panellist
assessed the internal and external validity of
the retrieved studies and the methodologists
supervised the analysis on request. An
extraction form was developed for every
scientific question. Data were synthesized by
combining the results of hierarchically equal
studies.
The GRADE system keeps strictly separated the
quality (i.e. the level) of evidence and the grade
of recommendation, giving an explicit and
complete description of the judgement when
there is a discrepancy between the quality of
evidence and the given grade. The quality of
evidence is classified in four grades, as high,
moderate, low and very low. The algorithm to
identify the grade level was previously
described [3–8]. The grade of recommendation
can be strong or weak according to the quality
of evidence, and to the uncertainty of the
balance between the desirable and undesirable
effects, patient’s preference and the wise use
of resources. A Consensus Conference held in
Fiuggi on 8–9 May 2009, to discuss the
discrepancies between the scientific evidence
and the clinical practice, was attended by 122
delegates of various specialities (urologists,
medical oncologists, radiotherapists,
GPs, radiologists, epidemiologists and
methodologists).
RECOMMENDATIONS AND DISCUSSION
Recommendations are presented in the
sequence which follows the steps of the
clinicians approach to the disease.
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PRIMARY PREVENTION
It is recommended not to smoke, do not try
to smoke and in any case stop smoking as
soon as possible. There is strong evidence
that cigarette smoking can increase the risk of
bladder cancer. Cigarette smoking has been
estimated to be responsible for about a third
of bladder tumours in men and a quarter in
women [8–11].
There is no evidence of a link between the
consumption of alcohol and risk of BC. There
is no evidence of a link between the
consumption of coffee and risk of BC;
although there is a case for some connection,
there is no evidence of any dose-risk
relationship. There is no evidence of a link
between the consumption of tea and risk of
BC [12,13].
It is advisable to eat three or four helpings
of vegetables every day. There is convincing
evidence that the risk of bladder tumour is
decreased by consuming large amounts of
vegetables. There is weak evidence that high
plasma selenium levels decrease the risk.
There is weak evidence that the risk is
decreased by consuming large amounts of
fruits. There is no evidence that vitamins (A, C,
carotenoids) can decrease the risk, despite
their biological role. (antioxidant, inhibitors of
carcinogenesis) [14,15].
Phenacetin should not be used in clinical
practice. There is strong evidence that longterm treatments with analgesics containing
phenacetin increase the risk of BC [16].
It is recommended not to use aromatic
amines, aromatic polycyclic hydrocarbons,
4-amino-diphenile, tetrachloro-ethylene
and benzopyrene, except in properly
protected environments. There is evidence
that 5–10% of bladder tumours in Europe are
a consequence of the working environment.
There is strong evidence of an increased risk
of bladder tumours after exposure to the
compounds listed above [17,18].
For the risk of a bladder tumour in patients
who are treated by chemo- and/or
radiotherapy for previous tumours, bladder
tumour screening cannot be recommended
because of lack of evidence. There is a slight
increase in the risk of a second tumour in the
bladder in men treated with radiotherapy for
prostate tumour after 10–15 years of followup. There is evidence of a risk of bladder

tumour in women treated with radiotherapy
for cervical tumour after 15–20 years of
follow-up. There is evidence of risk of a
bladder tumour in patients treated with
chemotherapy for Hodgkin and non-Hodgkin
lymphomas, lymphoblastic leukaemia after 10
years of follow-up. There is strong evidence of
bladder tumour risk in men treated with
chemotherapy for testis tumour after 10–15
years of follow-up [19–23].

DIAGNOSIS
In cases of macroscopic haematuria a
diagnostic investigation is recommended.
In cases of microscopic haematuria a
diagnostic investigation is recommended
only for individuals in risk categories.
Macroscopic haematuria is the most frequent
symptom of urothelial tumours. The
prevalence of malignancies among individuals
with microscopic haematuria is 4.8%, which
progressively increases with age, regardless of
gender [24,25].
Ultrasonography (US) of the abdomen is
suggested as the first level investigation if
a bladder tumour is suspected. When a
second level investigation is needed,
multidetector CT urography (CTU) is
suggested. Despite the lack of evidence of
which should be the first-level investigation
in cases of macroscopic haematuria, the
prevalent opinion (91%) of the Consensus
Conference was to use US of the abdomen as
the first level of investigation because of its
specificity and sensitivity, ≈95% and with no
radiation risk. The CTU is the imaging
investigation with the greatest specificity and
sensitivity. The major limitation of CTU is its
inability to detect flat non-invasive tumours.
IVU has been replaced in clinical practice by
the CTU [26–30].
When a bladder tumour is detected by US
of the abdomen, there is no need for
outpatient cystoscopy; with a flexible
instrument, this is recommended in cases
with negative findings on US. The routine
use of either local anaesthesia or antibiotic
prophylaxis is not advisable. Given the
absence of evidence on this topic, the
prevalent opinion (94%) of the Consensus
Conference was to avoid unnecessary
outpatient cystoscopy before transurethral
resection (TUR) when a bladder tumour was
already detected by abdominal US. Flexible
cystoscopy should replace rigid cystoscopy,
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having the same sensitivity but causing less
discomfort. Flexible cystoscopy does not
require anaesthesia. If the urine is not septic,
antibiotic prophylaxis can be omitted
[27,31–33].
Urinary cytology is advisable when
US of the abdomen is negative. Indeed,
biomolecular markers are not
recommended for the diagnosis of bladder
tumours. The prevalent opinion (97%) of the
Consensus Conference agreed on the use of
urinary cytology when a urothelial neoplasm
is suspected and the US of the abdomen is
negative; 45% of the Consensus Conference
proposed the use of urinary cytology also if
findings were positive at US, to detect the
presence of high-grade tumour cells [34,35]
FIRST ENDOSCOPIC TREATMENT
Separate specimens should be collected at
TUR; random bladder biopsies are advisable
in cases of either multifocal neoplasm or
positive cytology. If random bladder
biopsies are to be taken it is advisable to
take them under fluorescent cystoscopy.
The TUR technique (particularly the separate
resection of the tumour, base and margins,
respectively) should ensure an evaluation of
the histological type, stage and grade of the
tumour.
In cases of multifocal neoplasia and/or
positive cytology the prevalent opinion (82%)
agreed on taking random bladder biopsies
together with TUR, despite the lack of
evidence on this topic. Fluorescent cystoscopy
is superior to standard white-light cystoscopy
for detecting both flat tumours and
carcinoma in situ (CIS) [36–42].
PATHOLOGICAL CHARACTERIZATION
The use of Association of Directors of
Anatomic and Surgical Pathology protocol
is recommended; this protocol states that the
presence of smooth muscle of the muscularis
mucosae (i.e. lamina propria) should be
described when found in specimens from
either TUR or bladder biopsies.
When a lymphadenectomy has been carried
out together with cystectomy, the lymph node
status should be described [43–45].
The sole use of the WHO 2004
classification of bladder tumours is
recommended. Clinical evidence suggests
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that the 2004 WHO classification is more
reliable than the 1973 WHO classification,
mainly due to the elimination of the
ambiguity of the intermediate grade. Clinical
evidence shows that the WHO 1973 and 2004
classifications are not interchangeable
because they apply different morphological
criteria. Moreover, inter- and intra-observer
reproducibility of WHO 2004 is slightly
superior to that of WHO 1973 [46–54].
Despite the lack of strong evidence, the
Consensus Conference decided (71%) to use
only the WHO 2004 classification of bladder
tumours.
Biological markers are not recommended
to be used for prognostic purposes. Analysis
of the published data from 2004 until the
present showed that none of the studies on
biological markers had enough evidence to
suggest the use of these tools in clinical
practice [34–36].
CLINICAL CONSEQUENCES OF USING
ONLY THE 2004 WHO CLASSIFICATION IN
CLINICAL PRACTICE

TREATMENT OF LOW-GRADE NMIBC AT LOW
RISK OF RECURRENCE AFTER TUR
The use of one immediate instillation of
intravesical agents is not advisable after
TUR. This treatment reduces the risk of
recurrence risk by ≈12%, but only in patients
with low-grade BC and a low risk of
recurrence [56–59]. Given the biological,
organizational and economic burden of the
procedure, it is the general opinion of the
Consensus Conference (90%) that it is not to
be recommended.
TREATMENT OF LOW-GRADE NMIBC AT HIGH
RISK OF RECURRENCE AFTER TUR

Low-grade BC and papillary urothelial
neoplasm of low malignant potential
(PUNLMP) have a similar prognosis under the
2004 WHO classification [46]. All G1 tumours
of the 1973 WHO classification belong to the
low-grade BC or PUNLMP entity, whereas all
G3 urothelial cancers belong to the highgrade entity [55]. The morphological criteria
of the WHO 2004 reallocate the G2 cancers to
low- or high-grade cancer. The WHO 2004
classification enlarges the group of patients
at high risk of progression.
The meta-analysis of the European
Organisation for the Research and Treatment
of Cancer showed that ≈11% of NMIBCs
progress to invasive or metastatic cancer.
Grade is the most important pathological
feature for progression, whereas it is not a
strong predictor of recurrence. Excluding G2
BC, low-grade BCs belonging to the old
G1 group are characterized by a risk of
progression of ≈5% and of recurrence of
≈40%. However, high-grade BCs, the former
G3, carry a risk of progression of ≈30% and of
recurrence of ≈70% [55]. Therefore low-grade
NMIBCs are characterized by a very low risk of
progression, whereas cases at low or high risk
of recurrence can be identified [55].
As a consequence of the extensive
application of the WHO 2004

classification, different risk categories can
be identified: low grade NMIBC at low risk
of recurrence (single and first occurrence
and <3 cm); low-grade NMIBC at high risk
of recurrence (multiple or recurrent or
>3 cm); and high-grade BCs. Treatment
must be modulated on the basis of these risk
categories.

Despite the lack of strong evidence, it is the
main opinion (80%) of the Consensus
Conference that recurrences should not be
treated only by TUR.
The use of one immediate instillation is not
advisable; this reduces the recurrence risk
by ≈12% only in cases with low-grade BC
with a low risk of recurrence. High- and
moderate-quality evidence shows that one
perioperative instillation is not effective in
cases of low-grade BC at high risk of
recurrence [56–59].
The use of an induction treatment with
intravesical agents to prevent recurrence is
advisable. The use of a chemotherapeutic
agent for the induction is advisable. The
use of a maintenance schedule of ≥12
months after the induction is advisable.
Controversial evidence shows the superiority
of BCG in preventing recurrence, although
BCG treatment is significantly more toxic,
according to high-quality studies. It is the
main opinion of the Consensus Conference
(88%) that a chemotherapeutic agent should
be used instead of BCG. Moderate-quality
evidence shows that a maintenance schedule
of ≥12 months is more effective than shortterm regimens (≤6 months) to prevent
recurrences in patients with low-grade BC at
high risk of recurrence [60–71].
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The use of TUR, office fulguration or active
surveillance for the management of the
recurrence is advisable. There is a role also
for office fulguration or active surveillance in
cases with low-grade BC at high risk of
recurrence [72–76].
FOLLOW-UP OF LOW-GRADE NMIBC
Cystoscopy at 3 months after the last TUR
or therapeutic procedure is recommended.
Moderate-quality evidence shows that the
presence of recurrent/residual disease at
cystoscopy 3 months after TUR is an
important prognostic factor [56,77].
If the 3-month cystoscopy is negative, the
first follow-up cystoscopy is recommended
after 1 year in patients with low-grade BC
at low risk of recurrence. If the 3-month
cystoscopy is negative, the follow-up
cystoscopy is recommended every 6
months in patients with low-grade BC at
high risk of recurrence. Because of the less
intensive follow up of low grade BCs, the
periodic use of urinary cytology is
advisable. Low- or moderate-quality evidence
shows that annual cystoscopy for 5 years of
follow-up is safe in patients with a low grade
BC at low risk of recurrence, and with a
negative 3-month cystoscopy. The main
opinion of the Consensus Conference (65%)
was concordant. Despite the lack of evidence,
it is the main opinion of the Consensus
Conference (72%) to use follow up cystoscopy
every 6 months. Notwithstanding the lack of
evidence, it is the main opinion of the
Consensus Conference (85%) that urinary
cytology should be used regularly in cases of
a less intensive follow-up schedule. Half of
the members of the Consensus Conference
suggest cytology before cystoscopy
[62,73–76,78–87].
TREATMENT OF HIGH-GRADE NMIBC
A second TUR followed by random biopsies
of healthy bladder mucosa (i.e. a restaging TUR) is recommended for newly
diagnosed high-grade NMIBC. Moderate- or
low-quality evidence shows a high likelihood
of finding residual/recurrent cancer at the
time of the re-staging TUR, even if the first
TUR was complete and correct. At the time of
TUR re-staging of NMIBC, the probability of
finding MI disease is ≥4%. Low-quality
evidence shows that the re-staging TUR
might influence positively the response to
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BCG, the recurrence rate and the rate of
progression.
The main opinion of the Consensus
Conference was concordant for a second TUR
(87%) and to add bladder mapping to the
procedure (92%). There is no evidence on the
timing of the re-staging TUR. Most authors
suggested performing it 4–8 weeks after the
first TUR [40,88–91].
An induction treatment with intravesical
BCG to prevent recurrence if the re-staging
TUR is negative is recommended. If the restaging TUR is positive (NMIBC), a radical
cystectomy (RC) is suggested as an option.
A second topical treatment is advised if the
first fails. If the topical treatment fails and
there is a high-grade recurrence, a RC is
recommended. An induction treatment with
intravesical BCG or chemotherapeutic agent
can reduce the likelihood of a recurrence in
patients with high-grade NMIBC. BCG is
probably better than chemotherapeutic
agents for reducing the risk of recurrence.
It seems that a maintenance schedule is
necessary to effectively reduce the risk of
recurrence (especially for BCG). The
progression, specific survival and overall
survival rates are probably not influenced by
the intravesical therapy. If the re-staging TUR
detects recurrent/residual T1 cancer or
involvement of prostatic urethra or multifocal
CIS, the prognosis worsens significantly in
some retrospective series. Despite the lack of
evidence, it is the main opinion of the
Consensus Conference (72%) that another
topical treatment is an option after BCG
failure. Low-quality evidence, based on
retrospective series, shows excellent longterm oncological results in patients treated
with RC for clinical NMIBC.
Very low-quality evidence shows that highgrade NMIBC treated by RC has a better
oncological outcome than invasive BC, even if
the pathological stage is the same. Very lowquality evidence shows that high-grade
NMIBC treated by RC has a better oncological
outcome if performed at the first T1
recurrence [55,69,92–104].
FOLLOW-UP OF HIGH-GRADE NMIBC
TREATED CONSERVATIVELY
After induction treatment with BCG, a
cystoscopy and, if negative, random
bladder biopsies of healthy mucosa, are

suggested. Thereafter (in cases with
negative cystoscopy and biopsies) it is
suggested to perform urinary cytology and
cystoscopy every 3 months in the first 2
years, every 6 months in the subsequent 2
years and then yearly. Notwithstanding the
lack of evidence, it is the opinion of the board
to take random bladder biopsies at the end of
an induction treatment with BCG in patients
with high-grade NMIBC because outpatient
cystoscopy and urinary cytology are at risk of
false-negative results. Low-quality evidence
shows that the 3-month cystoscopy has a
major effect on the prognosis. Observational
and retrospective studies show that
recurrence and progression can also occur
after many years in patients with high-grade
NMIBC, but most of the events occur within 3
years [61,72–77,79–83,86,92–104].
The use of CTU to exclude a concomitant
neoplasm of the upper urinary tract after
diagnosis of a high-grade BC is suggested.
Multidetector CT is suggested to obtain a
comprehensive staging. The likelihood of a
concomitant or subsequent neoplasm of the
upper urinary tract is 5–10% in patients with
high-grade NMIBC. CT is the standard
technique for the diagnosis of distant
metastasis. Moreover, it has an adequate
accuracy for T and N staging, respectively, of
50–90% and 70–90% [26–30,84,85]. Annual
multidetector CTU is suggested. The
likelihood of a concomitant or subsequent
neoplasm of the upper urinary tract is 5–10%
in patients with high-grade bladder cancer
[26–30,84,85].
TREATMENT OF MIBC, NON-METASTATIC
Treating MIBC with RC is recommended; a
lymphadenectomy is also recommended. In
patients at risk of progression an extension
of the lymph node excision up to the aortic
bifurcation cranially and to the whole
pelvis caudally is recommended. Partial
cystectomy is not recommended for MIBC.
It is suggested to evaluate the distal
urethral margin of the specimen with
frozen-section analysis before constructing
a neobladder. Before RC the use of CTU to
exclude a concomitant neoplasm of the
upper urinary tract after the diagnosis of a
high-grade BC is suggested. Multidetector
CT is suggested to obtain comprehensive
staging. Historical series show a benefit of RC
in terms of survival in cases with MIBC.
Although the quality of the evidence is very
low, RC is deemed to be the standard
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treatment because the series are very large,
the effect of the procedure in terms of
survival is positive and the follow-up is very
long [105–113]. The 10-year recurrence-free
survival rate reaches 50% in the most recent
series. Moreover RC is the most effective
treatment to relieve symptoms and signs
secondary to MIBC [105–113]. The likelihood
of finding positive nodes is 16–24%
in six recent series of >1000 RCs [114].
Lymphadenectomy is necessary to obtain
proper staging and might improve survival
in patients with a limited nodal burden
[115–120]. The odds of metastasis at the
presacral, common iliac, peri-aortic, paracaval
and interartocaval nodal (up to the
emergence of the inferior mesenteric artery)
regions is ≈20% in cases with nodal
metastasis recorded in the pathological report
[115–120]. Therefore, lymph node excision
should be extended to those regions. When
nodal metastases of the internal, external
iliac, obturator and perivesical regions can be
excluded, the benefit of extending the
dissection is controversial because the further
spread of metastases is anecdotal [115–120].
Very low-quality evidence, based on series of
limited size, shows that partial cystectomy is
an option in cases with one MIBC tumour,
distant from the trigone, with no concomitant
CIS and the absence of residual/recurrent
disease at the re-staging TUR [121–123]. The
odds of maintaining the bladder without
cancer is ≈50%. Indeed, very low-quality
evidence shows that similarly selected cases,
treated with only TUR and re-staging TUR,
have the same outcome [121–123]. The main
opinion of the Consensus Conference was
concordant (78%).
To exclude the presence of cancer before
proceeding to construct a neobladder, it is
suggested by the main opinion of the
Consensus Conference (69%), corroborated
by low-quality evidence [124–127], that
frozen sections of the distal urethral margin
of the specimen should be analysed. The
likelihood of a concomitant or subsequent
neoplasm of the upper urinary tract is 5–10%
in patients with high-grade BC. CT is the
standard technique for the diagnosis of
distant metastasis [26–30,84,85].
It is suggested to limit the use of
ureterocutaneostomy to patients in a poor
general condition, to avoid the risks
connected with intestinal anastomosis. It is
suggested to choose the urinary diversion
after discussion with the patient. If the
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patient agrees, the orthotopic neobladder
should be the first choice. Reports of
complications related to urinary diversion
should be standardized according to the
Memorial Sloan-Kettering Cancer Center
(MSKCC) complication grade system. It is
recommended to extend the functional
follow-up of the urinary diversion to
lifelong It is not suggested to assess urine
cultures in asymptomatic patients.
Ureterocutaneostomy is a diversion with a
high risk of UTI and stricture at the site of the
skin anastomosis. Therefore it needs almost
always to be protected by inserting a ureteric
catheter, whereas urinary diversions with
bowel interposition do not need the routine
use of a ureteric catheter [128–133].
It is not yet possible to assess which urinary
diversion with bowel interposition is the best
in terms of complication rates or quality of
life. Particularly, the pouch is indicated in
patients with contraindication to urethral
anastomosis (especially cases which need
urethrectomy) and who prefer a continent
diversion [131–141]. The board agrees on the
need to standardize the system for reporting
complications of urinary diversions. The most
common is the MSKCC complication grade
system [142].
It is recommended to use radical
radiochemotherapy only in selected
patients within clinical studies. Despite the
lack of prospective randomized comparative
studies between RC and radical radiotherapy,
reports show long-term oncological local and
distant control in many series of patients
treated by TUR and radio-chemotherapy, with
a high percentage of bladder preservation.
Suitable patients should have MIBC (cT2 or
cT3a) with no involvement of the high urinary
tract and without CIS. The TUR should be
complete and the re-staging TUR negative
[143–147]. The main opinion of the
Consensus Conference (75%) is to limit
radical radiotherapy only to clinical studies.
It is suggested to discuss the opportunity
of neoadjuvant chemotherapy with the
patient underling the cost/benefit ratio. It
is suggested not to use adjuvant
chemotherapy. High-quality clinical evidence
shows that neoadjuvant cisplatin-based
chemotherapy has acceptable toxicity and
increases the survival rate by 5–6.5% in
patients with T2-T2/N0-N2/M0 clinical stage
disease [148–152]. Adjuvant chemotherapy is
feasible but a related survival benefit has not

yet been ultimately confirmed by moderateand high-quality studies [153,154]. There are
no prospective randomized comparative
studies of neoadjuvant vs adjuvant
chemotherapy. The equivalence of
methotrexate, vinblastine, adriamycin and
cisplatin (MVAC), or gemcitabine, in the
setting of neoadjuvant or adjuvant
chemotherapy has never been assessed (only
one retrospective very low-quality study is
reported). The number of chemotherapy
cycles for neoadjuvant or adjuvant
chemotherapy has not been standardized
[155,156].
FOLLOW-UP OF HIGH-GRADE MIBC AFTER RC
Very low-quality evidence shows that
functional and oncological follow-up
examinations should be carried out more
frequently in the first 3 years. Thereafter,
assessment intervals can be extended,
although the patient should be followed
lifelong. Case-series studies suggest that
most functional complications occur within
the first 2 years after RC [157–162].
Functional complications can be cured by
active interventions. Therefore the board
suggests a 3-monthly functional follow-up by
a physical examination, laboratory assays (pH,
HCO3-, creatinine, haemoglobin serum assay)
and US of the abdomen in the first year, 6monthly in the next 2 years and yearly
thereafter.
For the oncological follow-up there is no
evidence for any clinical benefit [163–166].
However, while waiting for conclusive trials,
the board agreed to a 6-monthly oncological
surveillance using multidetector CTU, urinary
cytology and urethral washing (in patients
with a heterotopic urinary diversion). The
board feels that surveillance schemes should
be adapted on the basis of the individual
risk to the patient [1,25–30,84,85,105–
113,125,127,162–165]. The likelihood of
asymptomatic bacteriuria is 66–80%, and
therefore it does not seem necessary to treat
asymptomatic patients with a positive urine
culture [167].
TREATMENT OF METASTATIC MIBC
It is recommended to use chemotherapy in
patients with metastasis (including those
with clinically detected lymph node
metastases). The most effective first-line
chemotherapy scheme for metastatic bladder
cancer is based on cisplatine. The standard
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schemes are MVAC and gemcitabine, the
toxicity of the latter being consistently less
[148,168,169]. Despite very low-quality
evidence, patients who fail the first line of
treatment might be treated with a taxanebased scheme of chemotherapy [170].
It is suggested to indicate the excision of
sub-diaphragmatic nodal metastasis only
if a partial or complete response to
chemotherapy has been ascertained, and
after a comprehensive discussion with the
patient of the cost/benefit ratio.
Notwithstanding the very low-quality
evidence, a few studies show that surgical
treatment of metastasis after chemotherapy
might prolong survival [171–174]. The main
opinion of the Consensus Conference (78%) is
that surgery should be used in all feasible
cases (48%) or in selected patients (30%). For
morbidity, the surgery of metastasis seems
feasible.

CONCLUSION
The 2004 WHO classification establishes a
change in the treatments for managing
NMIBC. The main objective is to overcome the
controversies surrounding the prognostic
value of the intermediate grade of the
1973 WHO classification. The clinical
recommendations of our guidelines are
based mostly on the new 2004 WHO
classification, while definitively abandoning
that of 1973.
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