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Guidance for management of urothelial cancer during COVID-19 pandemic
Authors: AJ Birtle, M Varughese, N James, R Huddart, P Hoskin, A Choudhury

This is in line with the NICE guidance for radiotherapy and chemotherapy.

Radical treatment

https://www.nice.org.uk/quidance/NG162

T2-T4a NO MO Urothelial cancer patients suitable for radical treatment

Neo-adjuvant chemotherapy

Neoadjuvant chemotherapy (NAC) offers a 5% improvement in overall survival at 5 years.
Although there is an advantage in delaying patients’ definitive treatment with either
radiotherapy or radical cystectomy, the period of potential immunosuppression will be 9
weeks with additional time at risk post chemotherapy of up to 6 months as per SACT
estimate. Therefore, it would seem the risk/benefit ratio for NAC is high, and NAC should be
considered for omission (Priority level 4).

Radical radiotherapy with a radiosensitiser

BC2001 protocol of Mitomycin C and 5FU is currently not available at many sites in view of
worldwide shortage of Mitomycin C.

BCON is currently not available in many sites.

Radical radiotherapy is an option for some patients, however adding in a radio-sensitiser
reduces risk of muscle invasive recurrence by about 50%. Not giving a radio-sensitiser
therefore would potentially increase the risk of salvage cystectomies and/or systemic therapy
for metastatic disease.

The Christie have extensive experience of the weekly gemcitabine[1] and this would be an
acceptable alternative for patients.

Therefore, for patients fit for radical treatment, the following is advised (priority level 1).:

¢ Radical radiotherapy with one of the following:
o0 5FU/mitomycin C if available
o0 BCON in centres where this is established
o0 weekly gemcitabine

If capacity within the department falls to e.g. < 70% radiographers/planning team, or where
individual patient factors preclude giving the radical 55Gy/20# dose, consider a shorter
treatment regime:

Adjuvant chemotherapy post cystectomy or radical nephroureterectomy for upper
tract urothelial cancer
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Most patients with cancer are at >5% risk of death if infected with COVID-19. This risk is
very similar to that seen in most adjuvant treatments and would outweigh benefit for adjuvant
chemotherapy post cystectomy or nephroureterectomy (priority level 4).

Palliative treatment

Radiotherapy

o 21Gy/3# is a palliative fractionation schedule which improves local symptoms
(equivalent to 35Gy/10#) [3]

e 36Gy/6# given weekly has been found to offer good local control with acceptable
toxicity in a Phase 2 single-centre study [4].

A palliative dose of 8-10Gy/single # can be given for bleeding or local symptom control
(Priority level 2).

Systemic treatment

Individual risk/benefit should be discussed with all patients as per SACT document from
NHSE.

The table below is taken from a publication in press shared on line by Professors Tom
Powles and Silke Gilleson ahead of publication in European Urology Platinum Edition [5]:

First line metastatic/advanced urothelial cancer

e Where possible look at use of 10 in 1* line metastatic disease ( PDL-1 positive
patients only) (Priority level 3).

e In PDL-1 negative patients, first-line response rate to platinum-based chemotherapy
is around 60% . Patients may often be symptomatic from disease and chemotherapy
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can offer good palliation in this setting. It would seem appropriate therefore to
continue to offer this to patients as long as capacity allows. (Priority level 4).

Second line metastatic urothelial cancer

o Response rate to weekly Taxol is around 18%. The risk/benefit ratio would be high,
and should therefore not be considered (Priority level 6).

Response rate to 10 is around 22%. Consideration could be given to 4-weekly atezolizumab
schedule. Treatment unlikely to affect risk of immunosuppression, however there is a risk
that IO mediated toxicity may be untreated/ unrecognised in a COVID affected unit. (Priority
level 5).

Non urothelial cancer in urinary tract:

o Small cell carcinoma in fit patient PS 0-1. (Priority level 2)
e Adenocarcinoma: (PRIORITY level 4)
e Squamous cell carcinoma (usually non-chemo responsive): (Priority level 6)
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Appendix 1

Guidance for management of urothelial cancer during COVID-19 pandemic
Radiotherapy

V3 Author AJ Birtle discussed with Uro oncology team Lancs & South Cumbria and The
Christie in accordance with RCR guidance

e Updated 13/5/2020 in line with NICE Rapid Review.
e Updated 15/10/2020 after discussion with local colleagues and national colleagues,
submitted to RCR for suggestion of management on Fellow website.

T2-T4aNoMo urothelial cancer patients suitable for radical treatment.

Neoadjuvant chemotherapy offers a 5 Percent improvement in overall survival at 5 years.
Although there is an advantage in delaying patients definitive treatment with either
radiotherapy or radical cystectomy, the period of potential immunosuppression will be 9
weeks with additional time at risk post chemotherapy of up to 6 months as per SACT
estimate.

Therefore it would seem the risk/benefit ratio for NAC would be higher than under non covid
conditions. Whilst NAC could be omitted careful discussion with the patient as to risk/
benefit is warranted as NAC is the only established systemic manouvre prior to definitive
treatment to improve overall survival. Category 4

T2-T4a Radical radiotherapy with a radiosensitiser Category 1

o BCON currently not available on many sites

e BC2001 protocol of Mitomycin C and 5FU significant reduction in local recurrence
and shortage of MMC now resolved. Low risk of additional toxicity. Capecitabine may
be substituted for 5FU if there are difficulties in PICC availability

¢ Gemcitabine weekly (GEMX trial) can be used alternatively if Mitomycin C & 5FU not
feasible locally. It has been used in 36% of the 20# cohort and 10% of the 32#
cohort within RAIDER

Risk/benefit-Radical radiotherapy is an option for some patients however adding in a radio-
sensitiser reduces risk of muscle invasive recurrence by about 50%. Not giving a radio-
sensitiser therefore would potentially increase risk of salvage cystectomies and/or systemic
therapy for metastatic disease.

Therefore- for patients fit for radical treatment:

Radical radiotherapy with 5FU and MMC Fractions 1-5 and 16-20 , or with weekly
gemcitabine as long as there is capacity within chemotherapy unit. Fractionation regime
55Gy in 20F for MMC and 5FU, 52.5 Gy in 20 F for weekly gemex. Category 1

For patients unsuitable for chemosensitisation if there are no issues with capacity for
55Gy/20F Category 1
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If capacity within department falls to eg < 70percent radiographers/planning team for weekly
radiotherapy 36Gy/6Fractions or 21Gy/3F
Palliative radiotherapy for bleeding or local control single 8 Gy Fraction
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Appendix 2

Guidance for management of urothelial cancer during COVID-19 pandemic
Systemic therapy

V3 Author Dr AJ Birtle in discussion with uro-oncology team Lancs and South Cumbria and
The Christie

e Updated 9/10/20 after discussion with local and national colleagues

Individual risk benefit should be discussed with all patients as per SACT document from
NHSE. First line metastatic treatment offers both survival advantage and improves
symptoms and should be initiated after discussion of risk benefit with patient. An alternative
to chemotherapy is immunotherapy first line but the patient should be counselled that this
has not been shown to have the same efficacy in this setting as chemotherapy but may offer
fewer side effects especially in terms of immunosuppression.

The table below is taken from a publication in press shared on line by Professors Tom
Powles and Silke Gilleson ahead of publication in European Urology Platinum Edition.
Amendments to the recommendations given in the table are in the text below, after review of
outcomes of cancer patient during the first wave of COIVD-19 in the UK.
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T2-T4aNoMo urothelial cancer patients suitable for radical treatment
Discussed above.

Adjuvant chemotherapy post cystectomy — has no definite overall survival benefit
although reduces Disease free survival and could be discussed but category 5.

For upper tract urothelial cancer post nephroureterectomy with T2-T4a No-N3 completely
resected disease, improvements in DFS are 17% with adjuvant chemotherapy and therefore
can be considered on a case by case basis discussing risk and benefit with patient.
CATEGORY 3

First line metastatic/advanced urothelial cancer

Platinum based combination treatment will be more effective in suitable patients but patients
should be carefully counselled as to the risk/ benefit of chemotherapy vs first line 10. Where
possible look at use of 10 in 1% line metastatic disease ( PDL-1 positive patients only) ( see
below for comments re PDL-1 negative patients) Patient should however be counselled that
the results from immunotherapy are less good than chemotherapy and therefore each
patient should consider both options with regard to toxicity and benefit balance.

In PDL-1 negative patients first line-Response rate to platinum based chemotherapy is
around 60%. Patients may often be symptomatic from disease and chemotherapy can offer
good palliation in this setting. It would seem appropriate therefore to continue to offer this to
patients as long as capacity allows. Category 4

The NICE RAPID Review document from 28 April 2020 NG 161 allows use of first line
Atezolizumab in metastatic urothelial cancer for patients who are PDL1 positive or negative.

From this NG161- “However, It is important for clinicians to be aware that based on an
IMvigor130 trial Data Monitoring Committee recommendation following an early review of
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survival data, accrual of patients on the atezolizumab monotherapy arm with tumours
staining positive for PD-L1 at the <5% level was stopped in the trial after an observation of
decreased overall survival in this subgroup. As a consequence the atezolizumab marketing
authorisation was changed such that 1st line use of atezolizumab for patients ineligible for
cisplatin was restricted to patients with urothelial tumours having a PD-L1 expression of
=5%. Clinicians should consider this information in patients with tumours staining <5% for
PD-L1 at the same time as being aware that the trial randomised against cisplatin- or
carboplatin-based chemotherapy-containing arms and such chemotherapy may not be in the
best interests of patients during the COVID19 pandemic.”

Second line metastatic urothelial cancer

Response rate to weekly taxol is around 18% and risk/benefit ratio would be high and should
therefore not be considered unless patient highly symptomatic and unsuitable for 10O.
Response rate to 10 is around 22%, consideration could be given to 4 weekly atezolizumab
schedule or 6 weekly pembrolizumab. Treatment unlikely to affect risk of
immunosuppression however risk that 10 mediated toxicity may be untreated/unrecognised
in a COVID affected unit. Category 5

Non urothelial cancer in urinary tract

Small cell in fit patient PS0-1 Category 2

Squamous cell carcinoma usually non chemo responsive category 6
Adenocarcinoma Category 4
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