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Legend of Colours

= Therapeutic procedure

= Clinical or diagnostical condition

= Diagnostic procedure

= Clinical trial

- = Supportive measure

= Referral
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= Tumorboard
(including post
tumorboard interaction
with patient that follows
the principles of shared
decision-making)
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CLINICAL PRESENTATION

* Known or suspected urothelial
carcinoma by:
* Ultrasound
*CT/MRI
» Cystoscopy
* Small / Gross hematuria

* Cytology

v

Work up
(via urological consultation)

Baseline:

» History including risk factors
* Physical exam

* Lab exam

» Ultrasound

* l.v. pyelographie or CT-urography or
MRI-urography (in localized disease)

Supportive:

» Offer contact to self-help group,
psychooncology and early palliative
care (in case of metastatic disease)

Pathway: Urothelial Carcinoma

TURBT?

with/ without
immediate

postoperative

instillation Tx?2

v

CLINICAL and PATHOLOGICAL
EVALUATION

* Intraoperative findings:
* Localization
* Number of tumors
* Tumor size
* PDD

» Histopathological evaluation
(WHO classification 2004):
« Stage
» Grade (in case of high grade:
immunohistochemistry: p53, Mib1)

 PD-1/PD-L1 status in case of
invasive disease

» Concomitant CIS

2.03.01 Anlage 12

NMIBC "

—> —» Pathway page 2
pTaTl y pag
MIBC H

—> —» Pathway page 3
2pT2 y pag

TURBT Transurethral resection of a bladder tumor, NMIBC Non-muscle invasive bladder cancer, MIBC Muscle invasive bladder cancer, PDD Photodynamic

diagnostic, CIS Carcinoma in situ

1 TURBT: Photodynamic diagnostic TURBT is performed when clinically indicated (based on current NMIBC EAU Guidelines, Vers. 2020)

2 Single, immediate postoperative chemo instillation: Based on physicians discretion according to current NMIBC EAU Guidelines, Vers. 2020
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Pathway page 2: NMIBC (Non-muscle invasive bladder cancer)

> Follow-up
(pathway page 6)
Low grade

7 + G1-G2 N Follow-up

NMIBC (pathway page 6)
pTa High grade : : Follow-up and adjuvant
Repeat , Histopathological » intravesical treatment
—» * G2-G3 » TURBT Reevaluation (pathway page 6)
* Any CIS
L, Indication for early
Cystectomy
? i i Follow-up

> (G1)-G2 » Repeat Histopathological

NMIBO (E1) » TURBT ——>  Reevaluation (pathway page 6)
T1 Follow-up and adjuvant
P _ intravesical treatment
> G3 Staging (pathway page 6)
« MDCT / MRI of thorax 4
L» and abdomen Early
: Cystectomy
* Bone scan / Brain MRI
(only when clinically

A

indicated)

CIS Carcinoma in situ, MRI Magnetic resonance imaging, MDCT Multi-row detector computed tomography, TURBT Transurethral resection of a bladder tumor
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Pathway page 3: Muscle invasive and advanced bladder cancer

THERAPY:

* Neoadjuvant Cisplatin-based
Chemotherapy + RC with urinary
diversion

* Neoadjuvant treatment within

clinical trial for patients ineligible

o e for Cisplatin®

v

v

Pathway page 4
metastasis

* RC with urinary diversion

* TURBT £ combined

STAGING: ) _ ,
Radiochemotherapy (in pts.unfit or
Bladder - MDCT Thorax/Abdomen denying surgery)

cancer _
« MRI, when clinically indicated * TURBT =+ Radiotherapy (in
2T2 pts.unfit for surgery and chemotherapy)

v

* Sceletal scintigraphy and brain
MRI, when clinically indcated SALVAGE THERAPY:

* Primary Chemotherapy

Metastatic .
. * Primary Immunotherapy for
disease, Y by

- —» patiens ineligible for Cisplatin3
Irresectable with high PD-L1 expression*

Disease » Palliative RC®

* Palliative TUR-BT

MDCT Multi-row detector computed tomography,
MRI Magnetic resonance imaging,
RC Radical Cyst(-oprostat-)ectomy, TB Tumorboard, « Palliative Radiotherapy

TURBT Transurethral resection of a bladder tumor

3 Cisplatin ineligible is defined as ECOG 22 or Karnofsky PS < 60- 70%, Creatinin Clearance < 60 ml/min ; hearing loss

(= G 2 CTCAE Version 4), peripheral neuropathy (= G 2 CTCAE Version 4), cardial insufficiency NYHA II)

4 high PD-L1 expression is defined as CPS (combined positivity score) > 10 or tumor infiltrating immune cells > 5% !
5in the case of severe local complications which cannot be controlled otherwise

I Hubertus Wald Tumorzentrum
Universitdres Cancer Center Hamburg

Ein Kompetenznetzwerk des UKE
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Pathway page 4. Muscle invasive and advanced bladder cancer
(continuation)

ADJUVANT THERAPY:

| *Routinely not recommended Follow-up

« Offer participation in Clinical trial if (pathway page 7)
available (after TB-presentation)

ADJUVANT THERAPY:

<pT2 NO/X RO

\ 4
A
\ 4

Radical cystectomy neoadjuvant chemotherapy was

administered)

? * Cisplatin based chemotherapy (if no

with urinary diversion
Follow-up

* Carboplatin based chemotherapy for (pathway page 7)
UTUC (if cisplatin ineligible and no
neoadjuvant chemotherapy was
administered)*

v

=pT3 and/or N+

v
\ 4

(with/without neoadjuvant

chemotherapy)

* Preferrably Clinical trial (if available)

? ADDITIVE THERAPY:
, « Surveillance Follow-up

(pathway page 7)

\ 4

v
\ 4

R+

* Re-resection/Surgery

» Chemotherapy
» Radiotherapy

Hubertus Wald
Tumorzenteum
I I Hubertus Wald Tumorzentrum
: Universitdres Cancer Center Hamburg

Ein Kompetenznetzwerk des UKE

* Can be considered according to the POUT trial
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Pathway page 5: Metastatic and locally advanced irresectable Urothelial

Carcinoma 5
PR
CR Avelumab | Clinical and radiological
1st line systemic maintenance | follow up
chemotherapy - (every three months or when
R clinically indicated)
_ + Cisplatin/Gemicitabin sD "
« Clinical trial PR l PD
CR : :
STAGING: . . 2nd line systemic
CET T 1|ft line Ség,terlmc_: therapy
Abdomen Lnefgg'))y (Cisplatin * Pembrolizumab®
Metastatic * MRI, when L .
Urothelial clinically « Carboplatin/Gemicitabin > .ill'terlnatlvié Atezolizumab/
Carcinoma —*| indicated « Atezolizumab or PD | NeRma
TX NX M1 DELCIEE] Pembrolizumab* "| « Alternative: Vinflunin®
Sl * Clinical trial « Oth temic TX
T4 NX MX and brain MRI Dther systemic
when clinically T (individualized)
indcated - Palliative RC * Clinical trial
SMC * Palliative TUR-BT PD

« Palliative Radiotherapy

_ o o _ _ * Individualized Therapy
CT Computertomography, MRI Magnetic resonance imagine, PD Progressive disease, SD stable disease, PR partial
response, CR Complete Response, SMC Special medical condition _

8 Cisplatin ineligible is defined as ECOG 22 or Karnofsky PS < 60- 70%, Creatinin Clearance < 60 ml/min; hearing loss

* Clinical trial
(= G 2 CTCAE Version 4), peripheral neuropathy (= G 2 CTCAE Version 4), cardial insufficiency NYHA IIl)
4 high PDL-1 expression is defined as CPS (combined positivity score) > 10 or tumor infiltrating immune cells > 5% | E Hubertus Wald Tumorsentrum
6 after platln_based Chemotherapy Universitdres Cancer Center Hamburg

Ein Kompetenznetzwerk des UKE

7 See palliative care screening tool on page 8
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Pathway page 6: Follow up in non-muscle invasive bladder cancer

FOLLOW UP VISITS

» 3 monthly: First 2 years —

* 6 monthly: 3rd to 5th year
* Annually: >5th year

Local failure ™ TURBT —> Pathway page 2/3

\4

At every visit:

* History and physical
ADJUVANT INTRAVESICAL examination

TREATMENT _ * Urinary cytology
(according to patients prognosis) g Ultrasound

» Cystoscopy
 Additional investigations

—»| Recurrence —

* Mitomycin Long-Term-Instillation
Patients at intermediate or high risk of

disease recurrence or intermediate risk when Cl'n'ca"y indicated

for disease progression (Duration: at
least 1 year)

|
v
v

Distant failure Pathway page 5

* BCG Long-Term-Instillation
Patients at high risk for disease
recurrence and/or progression
(Duration: at least 1 year)

Hubs
Tumorzenteum

I I Hubertus Wald Tumorzentrum

: Universitdres Cancer Center Hamburg

Ein Kompetenznetzwerk des UKE

BCG Bacillus Calmette-Guérin
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Pathway page 7: Follow up in muscle invasive bladder cancer

FOLLOW UP
After curative treatment

+ 3 monthly:
* First 2 years after surgery
* 6 monthly:
« 3rd to 5th year after surgery
« Annually:
» = 5th year after surgery
« Offer contact to self-help group
and psychooncology whenever
necessary

At every visit:
* History and

physical examination

* Lab exam

« Urinary cytology

« Ultrasound

* Special investigations
in case of problems
(e.g. CT or bone scan)

Biannually:
* MDCT of the abdomen

(for the first 5 years)

« X-ray of the thorax
(or HRCT of the thorax;
see annually)

Annually:
* MDCT of the abdomen

* HRCT of the thorax

v

Disease
recurrence or
progression

HRCT High-resolution computed tomography, MDCT Multi-row detector computed tomography

v

STAGING

* MDCT
Thorax/Abdomen

* MRI, when
clinically indicated

* Sceletal
scintigraphy and
brain MRI, when
clinically indicated

v

Pathway page 4 and 5

Hubs
Tumorzenteum

I Hubertus Wald Tumorzentrum

: Universitdres Cancer Center Hamburg

Ein Kompetenznetzwerk des UKE
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Pathway Page 8: Palliative care screening tool

Screening items Points
1. |+ Presence of metastatic or locally advanced cancer 2
2. |+ ECOG score (functional status score, performance status) 0-4
* Presence of one or more serious complications of advanced cancer usually associated with a
3. prognosis of < 12 months (e.g. brain metastases, hypercalcemia, delirium, spinal cord compression, 1
cachexia
4 |° Presence of one or more serious comorbid diseases also associated with poor prognosis (e.qg. 1
' moderate-severe COPD or CHF, dementia, AIDS, end stage renal failure end stage liver cirrhosis)
5. |* Presence of palliative care problems 1
a . Symptoms uncontrolled by standard approaches 1
b. |* Moderate to severe distress in patient or family, related to cancer diagnosis or therapy (personal 1
targets and expectations, educational and informational requirements, cultural factors)
e Patient/family requests palliative care consult 1
d. |* Team needs assistance with complex decision making or determing goals of care (benefit/side 1
effects of treatment)
€. |+ Instable or deficient network especially for emergency situation or 24-h care 1

A total of > 5 points signalizes need for supportive palliative care

According to Glare et al. (2011); NCCN Clinical Practice guidelines in Oncology 2015

Hubertus Wald Tumorzentrum
Universitdres Cancer Center Hamburg

Ein Kompetenznetzwerk des UKE



