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Bladder Cancer

Guideline Consultation Table
3'Y September — 15™ October 2014

Type | Stakeholder Sgder Document Zige Line No
SH Abbott Molecular | 1 NICE 13 1.2.3

Comments

Please insert each new comment in a new row.
Replace “FISH” with “UroVysion” or
“UroVysion FISH”.

Suggested wording:

‘Offer white-light-guided TURBT with
photodynamic diagnosis, narrow-band
imaging, cytology or a urinary biomarker
(UroVysion FISH, ImmunoCyt or NMP22) to
people with suspected bladder cancer. This
should be carried out or supervised by a
urologist experienced in TURBT.’

OR

‘Offer white-light-guided TURBT with
photodynamic diagnosis, narrow-band
imaging, cytology or a urinary biomarker
(UroVysion, ImmunoCyt or NMP22) to people
with suspected bladder cancer. This should be
carried out or supervised by a urologist
experienced in TURBT.’

Rationale:

e The other urinary biomarkers (ImmunoCyt
and NMP22) are referred to using brand
names;

e FISH just refers to a technology (e.g. PCR)
whereas UroVysion refers to a proprietary
set of four specific FISH probes which
comprise the UroVysion test;

Developer’s Response
Please respond to each comment
We have made this change.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Type

SH

Stakeholder

Abbott Molecular

Order
No

2

Document

NICE

Page
No

13

Line No

121

Comments

Please insert each new comment in a new row.

e FISH is spelled out as UroVysion in the
other NICE draft documents specifically
(e.g. line 7 of page 102 from draft evidence
review);

e All the evidence reviewed in the NICE
guidelines on FISH relates to the
UroVysion FISH test;

e Most healthcare professionals using the
test refer to the test as UroVysion rather
than FISH.

We would therefore like to suggest adding the
brand name ‘UroVysion’ referring to the FISH
test. Calling the test ‘UroVysion FISH’ or
‘UroVysion’ would provide some clarification as
to what test to use and be consistent with the
wording in the other draft guidelines
documents.

Break up sentence because it is unclear.

Suggested wording:

‘Urinary biomarkers may be offered and
used in conjunction with cystoscopy. But
do not substitute cystoscopy with urinary
biomarkers to investigate suspected
bladder cancer, except in the context of a
clinical research study.’

Rationale:

We suggest breaking up sentence in the draft
guidelines as we found the sentence unclear
and misleading. We agree with the statement
related to not substituting urinary biomarkers
for cystoscopy. For example, results from
UroVysion are intended for use, in conjunction
with and not in lieu of current standard

Developer’s Response
Please respond to each comment

Our clinical question did not investigate the
addition of urinary biomarkers to cystoscopy.
As such the evidence has not been
appraised in this area and we are not able to
make any recommendations.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the
Institute, its officers or advisory committees.
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Order

No Document

Type | Stakeholder

SH Abbott Molecular 3 NICE

Page
No

13

-14

Line No

123

Comments

Please insert each new comment in a new row.
diagnostic procedures, as an aid for initial
diagnosis of bladder carcinoma in patients with
haematuria and subsequent monitoring for
tumour recurrence in patients previously
diagnosed with bladder cancer.

Developer’s Response

The combined sensitivity of cystoscopy and
UroVysion has been shown to be significantly
more sensitive than cystoscopy alone. (1)

Replace “FISH” with “UroVysion” or
“UroVysion FISH".

Suggested wording:

‘Offer white-light-guided TURBT with
photodynamic diagnosis, narrow-band
imaging, cytology or a urinary biomarker
(UroVysion FISH, ImmunoCyt or NMP22) to
people with suspected bladder cancer. This
should be carried out or supervised by a
urologist experienced in TURBT.’

OR

‘Offer white-light-guided TURBT with
photodynamic diagnosis, narrow-band
imaging, cytology or a urinary biomarker
(UroVysion, ImmunoCyt or NMP22) to people
with suspected bladder cancer. This should be
carried out or supervised by a urologist
experienced in TURBT.’

Rationale:

e The other urinary biomarkers (ImmunoCyt
and NMP22) are referred to using brand
names;

Please respond to each comment

We have made this change.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order

Type | Stakeholder No Document

SH Abbott Molecular 4 NICE

Page
No

16

Line No

1.3.7

Comments

Please insert each new comment in a new row.

e FISH just refers to a technology (e.g. PCR)
whereas UroVysion refers to a proprietary
set of four specific FISH probes which
comprise the UroVysion test;

e FISH is the other NICE draft documents
specifically spelled out as UroVysion (e.g.
line 7 of page 102 from draft evidence
review);

e All the evidence reviewed in the NICE
guidelines on FISH relates to the
UroVysion FISH test;

e Most healthcare professionals using the
test refer to the test as UroVysion rather
than FISH.

We would therefore like to suggest adding the
brand name ‘UroVysion’ referring to the FISH
test. Calling the test UroVysion FISH or
UroVysion would provide some clarification as
to what test to use and be consistent with the
wording in the other draft guidelines
documents.

Suggest adding a bullet referring to the use of
urinary tumour markers like UroVysion during
BCG therapy for high-risk patients.

Suggested wording:

e ’Offer induction and maintenance
intravesical BCG to people having
treatment with intravesical BCG.’

e ‘As follow-up during BCG therapy, offer
monitoring with UroVysion.’

Rationale:
BCG therapy produces a highly inflammatory
immune response that can make visual

Developer’s Response
Please respond to each comment

The evidence reviewed resulted in the GDG
making a ‘do not use’ recommendation for
the use of urinary biomarkers in follow up of
low-risk disease. The quality of the evidence
was insufficient to support making any
additional recommendations for clinical
practice, but the GDG did make
recommendations for research in this area on
p109 of the full version of the guideline.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order

No Document

Type | Stakeholder

Page
No

Line No

Comments

Please insert each new comment in a new row.
inspection of the bladder for tumour recurrence
by cystoscopy difficult during BCG treatment.
We would suggest adding information about
urinary tumour markers in the BCG section
because tests like UroVysion have
demonstrated to be beneficial in the BCG
setting and may provide increased sensitivity
to detect recurrence. UroVysion is a genomic
test, and DNA is not affected by BCG therapy
unlike other diagnostic methods. UroVysion
provides a Negative Predictive Value of 94.1%
and a clinical sensitivity of 92.3% and therefore
may add value to patient management at this
time. (2)

Therefore, we would suggest adding a bullet
which speaks to the role of urinary biomarkers
during patient monitoring. During BCG therapy
patients can be monitored by UroVysion for
risk of recurrence or progression of disease.
UroVysion can be used for bladder screening
in high-risk patients and adjunct to cystoscopy
to detect invisible tumours for CIS (100%
sensitivity in CIS) and tumours that are high
grade. Cystoscopy in combination with
UroVysion has been shown to be significantly
more sensitive than cystoscopy alone. (1)

Evidence to support this addition:

e Draft Evidence Review (page 829, box
“Rationale”):
“Recurrence of a positive UroVysion test
following intravesical BCG treatment has
recently been shown to be associated with
disease progression (Kamat et al, 2012).

Developer’s Response
Please respond to each comment

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order

Type | Stakeholder Document

No

Comments
Please insert each new comment in a new row.

This marker holds the best prospect in
diagnosis as well as follow-up of bladder
tumours in conjunction with a high quality
urine cytology service.”

Kamat et al., 2012 — Prospective study
demonstrating that FISH (UroVysion)
can identify patients at risk for tumour
recurrence and progression during
BCG immunotherapy

Kamat et al. found positive FISH results
identified patients who were 3 to 5 times
more likely to develop tumour recurrence
as compared to patients with negative
FISH results. The authors concluded
results of FISH assays correlated with the
risk of tumour recurrence. The earlier a
FISH result converted to positive from a
negative baseline, the higher the risk of
recurrence and progression (a positive
FISH result at 6 weeks indicated a 50%
overall risk of recurrence and a 30%
overall risk of disease progression). The
authors’ conclusions from this study were
‘patients can be counselled with even
greater accuracy based on individual
history of FISH results”. Finally, in patients
who do not respond to BCG therapy,
radical cystectomy can improve bladder
cancer patient survival by 20% in patients
when performed within 24 months after
diagnosis.

In addition, multiple studies evaluated the
use of FISH (UroVysion) in monitoring the
response to intravesical therapies in

Developer’s Response
Please respond to each comment

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order Page " Comments

wpEe | SEEheeEr No St Nog I Please insert each new comment in a new row.
patients with high-risk superficial bladder
tumour (HRSBT). Each study (described
below) concluded that a positive FISH test
at the end of intravesical therapy was
predictive of eventual relapse, with one
study also showing higher chance of
progression of disease:

a. Kipp et al. (2005) studied US patients
prospectively and concluded that
patients with a positive FISH test at
the end of treatment were at high risk
for progression to muscle invasive
bladder cancer (3)

b. Mengual et al. (2007) studied Spanish
patients prospectively and concluded
FISH appeared to be useful for the
surveillance of patients with HRSBT
following BCG therapy. HRSBT
patients could be monitored more
carefully and treated more
aggressively to prevent tumour
relapse, progression and metastasis
(4)

c. Whitson et al. (2009) studied US
patients retrospectively and concluded
that in patients with high-risk
superficial bladder tumours
undergoing intravesical therapy, a
positive UroVysion test after treatment
is highly predictive of recurrence, even
in a multivariate mode. (5)

SH Abbott Molecular | 5 NICE 19 1.3.24 Suggest adding a bullet referring to the use of
urinary tumour markers like UroVysion for
monitoring for high risk bladder cancer patients
as an adjunct to cystoscopy.

Developer’s Response
Please respond to each comment

The evidence reviewed resulted in the GDG
making a ‘do not use’ recommendation for

the use of urinary biomarkers in follow up of
low-risk disease. The quality of the evidence

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order

Type | Stakeholder No Document
SH Abbott Molecular 6 NICE
FULL

Page
No

13

Line No

123

11

Comments
Please insert each new comment in a new row.

Suggested wording:

e ‘Monitoring of patients with high risk
disease (e.g. carcinoma in situ, CIS)
with urinary tumour markers may be
beneficial.’

UroVysion FISH can be used to monitor high
risk bladder cancer patients as an adjunct to
cystoscopy. For patients with risk of CIS, high
sensitivity of UroVysion (100%) allows for
patient monitoring where these lesions may
not be visible through cystoscopy (UroVysion
Package Insert).

Replace “FISH” with “UroVysion” or
“UroVysion FISH".

Suggested wording:

‘Offer white-light-guided TURBT with
photodynamic diagnosis, narrow-band
imaging, cytology or a urinary biomarker
(UroVysion FISH, ImmunoCyt or NMP22) to
people with suspected bladder cancer. This
should be carried out or supervised by a
urologist experienced in TURBT.’

OR

‘Offer white-light-guided TURBT with
photodynamic diagnosis, narrow-band
imaging, cytology or a urinary biomarker
(UroVysion, ImmunoCyt or NMP22) to people
with suspected bladder cancer. This should be
carried out or supervised by a urologist
experienced in TURBT.’

Developer’s Response

Please respond to each comment

was insufficient to support making any
additional recommendations for clinical
practice, but the GDG did make
recommendations for research in this area on
p109 of the full version of the guideline.

We have made this change.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order

Type | Stakeholder No

SH Abbott Molecular 7 FULL

Document

Page
No

20

Line No

Comments
Please insert each new comment in a new row.

Rationale:

e The other urinary biomarkers (ImmunoCyt
and NMP22) are referred to using brand
names;

e FISH just refers to a technology (e.g. PCR)
whereas UroVysion refers to a proprietary
set of four specific FISH probes which
comprise the UroVysion test;

e FISH is the other NICE draft documents
specifically spelled out as UroVysion (e.g.
line 7 of page 102 from draft evidence
review);

e All the evidence reviewed in the NICE
guidelines on FISH relates to the
UroVysion FISH test;

e Most healthcare professionals using the
test refer to the test as UroVysion rather
than FISH.

We would therefore like to suggest adding the
brand name ‘UroVysion’ referring to the FISH
test. Calling the test UroVysion FISH or
UroVysion would provide some clarification as
to what test to use and be consistent with the
wording in the other draft guidelines
documents.

Break up sentence because it is unclear.

Suggested wording:

‘Urinary biomarkers may be offered and
used in conjunction with cystoscopy. But
do not substitute cystoscopy with urinary
biomarkers to investigate suspected
bladder cancer, except in the context of a
clinical research study.’

Developer’s Response
Please respond to each comment

This is a footnote to one of the algorithms in
the guideline. The algorithms have to reflect
the wording used in the recommendations.
Therefore we are not able to make this
change.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.

9 of 96



Order

No Document

Type | Stakeholder

SH Abbott Molecular 8 FULL

Page
No

109

Line No

Comments
Please insert each new comment in a new row.

Rationale:

We suggest breaking up sentence in the draft
guidelines as we found the sentence unclear
and misleading. We agree with the statement
related to not substituting urinary biomarkers
for cystoscopy. For example, results from
UroVysion are intended for use, in conjunction
with and not in lieu of current standard
diagnostic procedures, as an aid for initial
diagnosis of bladder carcinoma in patients with
haematuria and subsequent monitoring for
tumour recurrence in patients previously
diagnosed with bladder cancer.

The combined sensitivity of cystoscopy and
UroVysion has been shown to be significantly
more sensitive than cystoscopy alone. (1)
Suggest adding a bullet referring to the use of
urinary tumour markers like UroVysion for
monitoring for high risk bladder cancer patients
as an adjunct to cystoscopy.

Suggested wording:

e ‘Monitoring of patients with high risk
disease (e.g. carcinoma in situ, CIS)
with urinary tumour markers may be
beneficial.’

UroVysion FISH can be used to monitor high
risk bladder cancer patients as an adjunct to
cystoscopy. For patients with risk of CIS, high
sensitivity of UroVysion (100%) allows for
patient monitoring where these lesions may
not be visible through cystoscopy (UroVysion
Package Insert).

Developer’s Response
Please respond to each comment

We have made research recommendations
on the use of urinary biomarkers markers to

see if this can be confirmed.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order

Type | Stakeholder No
SH Abbott Molecular 9 FULL
SH Abbott Molecular 10

Document

zEVIDENC
E REVIEW

Page
No
0Gene
ral

106

Line No

0General

35

Comments

Please insert each new comment in a new row.
Replace “FISH” with “UroVysion” or
“UroVysion FISH”.

Rationale:

e The other urinary biomarkers (ImmunoCyt
and NMP22) are referred to using brand
names;

e FISH just refers to a technology (e.g. PCR)
whereas UroVysion refers to a proprietary
set of four specific FISH probes which
comprise the UroVysion test;

e FISH is the other NICE draft documents
specifically spelled out as UroVysion (e.g.
line 7 of page 102 from draft evidence
review);

e All the evidence reviewed in the NICE
guidelines on FISH relates to the
UroVysion FISH test;

e Most healthcare professionals using the
test refer to the test as UroVysion rather
than FISH.

We would therefore like to suggest adding the
brand name ‘UroVysion’ referring to the FISH
test. Calling the test UroVysion FISH or
UroVysion would provide some clarification as
to what test to use and be consistent with the
wording in the other draft guidelines
documents.

Replace ‘FISH’ by ‘UroVysion’ since all the
evidence reviewed on FISH pertains to the
UroVysion FISH test.

Suggested wording:
‘For detection of CIS the median sensitivity
across studies for both UroVysion and

Developer’s Response

Please respond to each comment

We have made this change

This change has been made

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order

Type | Stakeholder No Document
SH Abbott Molecular 11 ZEVIDENC

E REVIEW
SH Abbott Molecular 12 FULL

Page
No

829

108

Line No

Box
“Rationale

box
“Quality of
the
evidence”

Comments
Please insert each new comment in a new row.
ImmunoCyt was 100%.’

Since the other urinary biomarkers (e.g.
ImmunoCyt) are referred to using brand names
and all the evidence reviewed in the NICE
guidelines on FISH relates to the UroVysion
FISH test, we would like to suggest adding the
brand name ‘UroVysion’ referring to the FISH
test.

Correction of a typo:

‘Recurrence of a positive UroVysion test
following intravesical BCG treatment has
recently been shown to be associated with
disease progression (Kamat et al, 2012).

This marker holds the best prospect in
diagnosis as well as follow up of bladder
tumours in conjunction with a high quality
urine cytology service.’

The reference is missing and needs to be
added:

Kamat AM, Dickstein RJ, Messetti F,
Anderson R, Pretzsch SM, Gonzalez GN et
al. Use of fluorescence in situ hybridization
to predict response to bacillus Calmette-
Guerin therapy for bladder cancer: results
of a prospective trial. J Urol 2012;
187(3):862-867

Current wording:

‘There is also uncertainty about the value of
adding biomarkers to cystoscopic follow-up
in patients with high risk bladder cancer
who have been treated with BCG.’

The value of adding UroVysion to

Developer’s Response
Please respond to each comment

This is a background section giving the
rationale for why the clinical question was
investigated, rather than a summary of the
evidence. Citations have been removed to
make this rationale consistent with the
others.

Our clinical question did not investigate the
addition of urinary biomarkers to cystoscopy.
As such the evidence has not been
appraised in this area and we are not able to
make any recommendations.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Type

SH

Stakeholder

Abbott Molecular

Order
No

13

Document

FULL

Page
No

0Gene
ral

Line No

0General

Comments

Please insert each new comment in a new row.
cystoscopic follow-up in patients that are
treated with BCG was investigated and
evaluated by Kamat et al. 2012. (2)

We suggest to include it into the evaluation:
Kamat et al. found positive UroVysion results
identified patients who were 3 to 5 times more
likely to develop tumour recurrence and 5-13
times more likely to experience disease
progression as compared to patients with
negative UroVysion results. The authors
concluded results of the UroVysion assays
correlated with the risk of tumour recurrence or
progression. The earlier a UroVysion result
converted to positive from a negative baseline,
the higher the risk of recurrence and
progression (a positive UroVysion result at 6
weeks indicated a 50% overall risk of
recurrence and a 30% overall risk of disease
progression). The authors’ conclusions from
this study were ‘patients can be counseled
with even greater accuracy based on their
individual history of FISH results”. This is of
clinical relevance since for patients who do not
respond to BCG therapy, radical cystectomy
can improve bladder cancer patient survival by
20% when performed within 24 months after
diagnosis.

References

1 Halling KC et al. J Urol. 2000; 164: 1768-
1775

2 Kamat AM, Dickstein RJ, Messetti F,
Anderson R, Pretzsch SM, Gonzalez GN et al.
Use of fluorescence in situ hybridization to
predict response to bacillus Calmette-Guerin

Developer’s Response
Please respond to each comment

Thank you for providing these references to
support statements made in your previous
comments. We have responded to these
comments individually.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the
Institute, its officers or advisory committees.

13 of 96



Type

SH

SH

SH

Order

Stakeholder No

Action On Bladder | 1 NICE
Cancer (ABC)
Charity

Action On Bladder | 2 NICE
Cancer (ABC)
Charity

Action On Bladder | 3 NICE
Cancer (ABC)
Charity

Document

Page
No

11

11

13

Line No

111-
1.1.9

Table

123

Comments

Please insert each new comment in a new row.
therapy for bladder cancer: results of a
prospective trial. J Urol 2012; 187(3):862-867.
3 Kipp BR, Karnes RJ, Brankley SM, Harwood
AR, Pankratz VS, Sebo TJ et al. Monitoring
intravesical therapy for superficial bladder
cancer using fluorescence in situ hybridization.
J Urol 2005;(173):401.

4 Mengual L, Marin-Aguilera M, Ribal MJ,
Burset M, Villavicencio H, Oliver A et al.

Clinical utility of fluorescent in situ hybridization

for the surveillance of bladder cancer patients
treated with bacillus Calmette-Guerin therapy.
Eur Urol 2007; 52(3):752-759.

5 Whitson J, Berry A, Carroll P, Konety B. A
multicolour fluorescence in situ hybridization
test predicts recurrence in patients with high-
risk superficial bladder tumors undergoing
intravesical therapy. BJU Int 2009;(104):336.

The emphasis on the role of the clinical nurse
specialist is welcomed. In most trusts the CNS
coordinates the management of bladder
cancer. The guidance puts further pressure on
the CNS to deliver this care. Financial support
would need to be ear marked to underpin the
delivery of the CNS lead service.

The WHO performance status table does not
include WHO PS 0 or 5 and uses the definition
for O under 1.

The enthusiasm for PDD, NBI, urinary
biomarkers and cytology will be welcomed by
many clinicians. The economic and clinical
efficacy of these tests are still undergoing
evaluation however, e.g. the forthcoming
PHOTO trial.

Developer’s Response
Please respond to each comment

We agree, but this will be a matter for
implementation of the guideline

This table has been removed from the
guideline.

Thank you.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the
Institute, its officers or advisory committees.
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Order

Type | Stakeholder No Document
SH Action On Bladder | 4 NICE
Cancer (ABC)
Charity
SH Action On Bladder | 5 NICE

Cancer (ABC)
Charity

Page
No
14

13

& 14

Line No
1.2.7

122&
1.2.12

4

(under
Diagnosin

Comments

Please insert each new comment in a new row.
The statement to offer patient intravesical
mitomycin-c at the time of TURBT is welcomed
by the ABC. The implementation of this
recommendation may be difficult as pharmacy
guidelines and ordering of the agent often
preclude the drug being offered in theatre or
recovery.

“Consider CT or MRI staging before..” The MRI
and CT imaging modalities should be used for
the staging of muscle invasive and high-risk
non-muscle invasive bladder tumours. This
recommendation is strongly supported.

There is evidence to show that MRI is superior

Developer’s Response

Please respond to each comment

Thank you. This recommendation was
heavily supported by the GDG, clinical
experience and the cost effectiveness
analysis. In addition the cost of delivering a
single instillation in theatre was compared
against the cost of later delivery by a nurse
on the ward. Delivering it in theatre was
found to be the cheaper of the two options
(£23.83 cheaper). This was primarily a result
of the shorter time taken by the urologist to
deliver the drug in theatre.

The GDG considered instillation at the time of
TURBT to be more convenient for clinicians
and patients. It also ensures that patients
receive the full benefit of this time-dependent
treatment.

The GDG considered the main benefit of
giving a single instillation of MMC to be a
reduced risk of recurrence. Giving MMC in
theatre should improve access to the
treatment and be more convenient for
patients.

We hope that these points will be taken into
consideration when implementing the
recommendation, to help overcome any
potential barriers.

Thank you.

PLEASE NOTE: Comments received in the course of consultations carried out by the Institute are published in the interests of openness and transparency, and to promote
understanding of how recommendations are developed. The comments are published as a record of the submissions that the Institute has received, and are not endorsed by the

Institute, its officers or advisory committees.
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Order

Type | Stakeholder No Document
SH Action On Bladder | 6 NICE
Cancer (ABC)
Charity
SH Action On Bladder | 7 NICE
Cancer (ABC)
Charity
SH Action On Bladder | 8 NICE
Cancer (ABC)
Charity
SH Action On Bladder | 9 NICE

Cancer (ABC)
Charity

Page
No

14

14

14

14

Line No

g and

staging
bladder
cancer:
122&
1.2.12)

1211

0General

126

1.2.8

Comments

Please insert each new comment in a new row.

to CT in evaluating the T stage of bladder
cancer and that should be clarified in the
guidance. Whilst the modality will probably be
determined by availability within different
Trusts.

ABC feel strongly that a CT thorax should be
mandated for patients undergoing radical
treatment, palliative chemotherapy or palliative
radiotherapy and that the recommendation
within the guidance should be changed to
‘offer’.

The current recommendations for staging
investigations should include a bone scan in all
patients with clinical features, including a
raised plasma ALP level, consistent with
possible bony metastatic involvement who
would otherwise be considered for radical
therapy.

Consider using a bladder map to record
location, size and number of tumours as this
can help with further management e.g.
pathological evaluation, re-resection and follow
up.

Consideration of further TURBT at 6 weeks
should be clarified to apply to patients with;

1] high risk non-muscle invasive bladder
cancer

Developer’s Response

Please respond to each comment

Due to the lack of high quality evidence, the
GDG could not recommend one type of
imaging (CT or MRI) over the other. This was
documents in the Linking Evidence to
Recommendations section in the full version
of the guideline.

The use of the word ‘consider’ reflects the
strength of the evidence (please see page 6
of the NICE version for further information on
the wording of NICE recommendations).

No recommendation was made on detecting
bone metastases because there was
insufficient high quality evidence on
techniques looking primarily at bone
metastases, and because the GDG felt that
the other recommendations made for CT and
MRI would likely pick up those people with
bone metastases in any event. This was
documented in the Linking Evidence to
Recommendations section in the full version
of the guideline. We would expect that in
patients with symptoms, appropriate imaging
will be performed, which may include a bone
scan.

We would consider recording of
intraoperative observations to be a routine
part of good clinical practice, and therefore
have not made a recommendation on this.

This comment relates to 3 recommendations
(1.2.4 Obtain detrusor muscle during TURBT;
1.2.8 Consider further TURBT within 6 weeks
if the first specimen does not include detrusor
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2] likely incomplete resection eg large tumours,
mutifocal tumours (especially if intravesical
therapy is being considered)

3] imaging and pathological evaluation that do
not correlate.

It would generally be considered unnecessary
to perform re-resection for low risk disease.
Recommendation 1.3.5 does emphasise high
risk cases only — the guidelines should ensure
consistency throughout.

PET CT is not widely utilised for bladder
cancer although some centres do so in
selected cases. This recommendation places a
high resource demand on centres and funding
may remain a limiting factor.

We would suggest that alongside a guideline
this should be supported as a research priority
especially for the role of PET scanning in
image defined locally advanced disease.

The role of imaging within bladder cancer
(including the use of PET scanning) should
form part of a research recommendation.

The risk categories table is useful. However
the table is based on the WHO 1973 grading.
Many MDT’s are moving to the WHO 2004
system. It should be commented that the 2004
grading system may be used and will move
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muscle; 1.3.5 If the first TURBT shows high-
risk non-muscle-invasive bladder cancer,
offer another TURBT as soon as possible
and no later than 6 weeks after the first
resection). The aim of these
recommendations is to promote a high quality
TURBT at the first procedure, to ensure high-
quality staging, by repeating the procedure if
there is no detrusor muscle, and to ensure
high-quality management of people with high-
risk disease.

The wording of recommendation 1.2.8 allows
the MDT to decide if the repeat TURBT to
obtain detrusor muscle is appropriate for the
individual patient with low or intermediate
risk. Whereas recommendation 1.3.5
requires that the TURBT be repeated if high-
risk disease is found.

The GDG did not think that the use of PET-
CT was a priority area for further research.
Finding resources to enable this
recommendation to be carried out will be a
matter for local implementation.

We disagree. It was the consensus of the
GDG that the 1973 grading system, or a
hybrid of that and the 2004 system, are more
commonly used and therefore the risk
definitions were based on this. We have
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some tumours from intermediate to high risk
categories ( eg TaG2 high grade)

The proposed allocation of a risk category
within the details to be recorded is useful.

Both of these points suggest referral to a
bladder cancer specialist multidisciplinary team
if a patient relapses after intravesical
therapies. ABC feels that all potentially
curative treatment decisions should be made
in this context (i.e. widen this to other aspects
within the guidelines that are radical in intent.)

We would support the recommendation that a
urologist who performs BCG and cystectomy
should discuss management in these
circumstances. We would suggest that it is
recommended that all intermediate and high-
risk disease be discussed at specialist MDT
and that treatment should be managed by a
urologist with special interest in bladder
cancer.

The group felt that the guidelines have not
gone far enough to address quality issue in
radical bladder cancer surgery:

1. Although practice is fairly consistent in
the UK ABC felt a description of an
acceptable standard operation could
be made in men and women
undergoing radical cystectomy in
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added brackets to the definitions to try to
make them clearer.

Thank you

The requirement for all radical treatments to
be discussed at the specialist MDT is already
covered by the Improving Outcomes in
Urological Cancers guidance.

The recommendations we have made for
people with intermediate risk disease can all
be performed by local MDTs and therefore it
is unnecessary for a referral to the specialist
urology MDT, unless the person develops
recurrence.

Involvement with the specialist urology MDT
for people with high-risk disease is part of the
Improving Outcomes in Urology guidance
and associated peer review measures. We
have therefore not specified this in the
recommendations as it would be expected to
happen.

NICE guidelines focus on areas of
uncertainty and variation in clinical practice.
Consequently the issues you have raised
were not prioritised for inclusion in the
guideline.

However, recommendation 1.3.6 does cover
discussion of issues around impact on quality
of life, body image and sexual and urinary
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terms of its extent.

2. No mention is made of who should or
should not be a candidate for
neobladder

3. No mention is made of how to manage
the bladder neck/prostate prior to
neobladder

4. No mention is made of the role of
urethrectomy

5. No mention is made about counselling
after cystectomy for ED/sexual
dysfunction in both men and women

6. No mention is made regarding lymph
node dissection and its extent

ABC agrees that a less aggressive approach
may be appropriate for some types of NMIBC.
The figure of 3 mm is less than widely used in
the literature and we would be happy for low
risk NMIBC to be managed conservatively up
to 5 mm.

We would like to see a recommendation that
active surveillance and management using
local anaesthetic cystoscopic surveillance be
considered in patient with low risk NMIBC and
comorbidity.

The recommendation regarding discharge of
low risk cases at 12 months is of interest. This
will reduce the burden of follow up cystoscopy
to patients and the health service and for this
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function related to treatment. In addition
recommendations 1.1.4 refers to holistic
needs assessment which should be carried
out after first treatment; and recommendation
1.1.5 covers discussing the impact of
treatment on sexual health and body image.
Recommendation 1.1.7 offers people
opportunities to discuss care with healthcare
professionals including those who can
provide psychological support.

The GDG used clinical 