Urinary Bladder Cancer GU / GY Cancers and Other Rare Malignancies Unit

URINARY BLADDER CANCER

Initial Workup

e History:
o Hematuria and dysuria

e Physical examination.
e Laboratory Investigations:

o CBC, chemistry profile
o Creatinine clearance

e Urine cytology

e Examination under anesthesia (bimanual examination).

e Cystoscopy and transurethral resection (TUR) (follow standardized protocol).
e Histopathological examination.

e Staging work up

o CTurography

o Chest X-ray

o CT scan abdomen and pelvis.

o CT scan chest (optional if clinically indicated).

o Bone scan (optional if clinically indicated).
Pathology

The report should include histological type, grade, depth of invasion, presence of carcinoma in situ (CIS),
and LN status (According to the WHO and International Society of Urological Pathology (ISUP)).

Papilloma

Papillary urothelial neoplasm of low

Non-muscle invasive malignant potential

bladder cancer

(NMIBC)
Urothelial carcinoma low grade
Urothelial carcinoma high grade
Histopathological Type Urothelial carcinoma (TCC)
Squamous cell carcinoma
Muscle invasive Adenocarcinoma
bladder cancer
(MIBC) Undifferentiated carcinoma

Small cell carcinoma.

Mixed histology
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Staging

(According to American Joint Committee on Cancer (AJCC) and TNM staging system 7" ed., 2010)

Tumor

X The primary tumor cannot be evaluated
TO No evidence of a primary tumor in the bladder
Ta Noninvasive papillary carcinoma
Tis Carcinoma in situ, or "flat tumor." cancer found in cells within the lining of the bladder
T1 The tumor has spread to the subepithelial connective tissue
T2 The tumor has spread to the muscle of the bladder wall
T2a The tumor has spread to the inner half of the muscle of the bladder wall
T2b The tumor has spread to the deep muscle of the bladder
T3 The tumor has grown into the perivesical tissue
T3a Microscope growth into the perivesical tissue
T3b Macroscopic growth into the perivesical tissue
T4 The tumor has spread to any of the following: the abdominal wall, the pelvic wall,
prostate or seminal vesicle in male patients or to the uterus or vagina in female patients
T4a The tumor has spread to the prostate, uterus, or vagina
T4b The tumor has spread to the pelvic wall or the abdominal wall
NX The regional lymph nodes cannot be evaluated
NO Cancer has not spread to the regional lymph nodes
N1 Cancer has spread to a single regional lymph node in the pelvis
N2 Cancer has spread to more than one regional lymph node in the pelvis
N3 Cancer has spread to the common iliac lymph nodes
Emmam
Mo The disease has not metastasized
M1 There is distant metastasis
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Cancer Stage Grouping

Stage Oa Ta NO MO
Stage Ois Tis NO MO0
Stage | T1 NO MO
Stage Il T2 NO MO
Stage lll T3orT4 NO MO
T4b NO MO

Stage IV Any T N1-3 MO
Any T Any N M1

Treatment

Stage | (NMIBC, T1, NOMO)

Complete transurethral resection of bladder tumor (TURBT) is the treatment of choice.

If incomplete resection or no muscle in the specimen consider repeats TURBT, followed by:
Intravesical chemotherapy or

Careful surveillance in patients with low-risk disease.

Patients with high-risk disease (recurrent, large, deeply invasive, multifocal, poorly differentiated or with
CIS) can be treated with intravesical Bacillus Calmette-Guerin (BCG) therapy after initial TUR or radical
cystectomy if still residual disease.

If there is no response to BCG, cystectomy should be considered.

N.B. Refers to Mitomycin and BCG administration guidelines (under radiotherapy or urologist).

Stage Il (MIBC, T2a or T2b NO MO).

Stage Ill (MIBC, T3a or T3b or T4a NO MO).

Surgical treatment

Radical cystectomy with extended lymphadenectomy (common iliac, lower para-aortic and paracaval) is
usually considered to be the standard treatment.

Reconstruction may be performed by either ileal conduit or bladder replacement depending on tumor
characteristics and the patient’s choice.

Partial cystectomy can be considered in less than 5% of patients with special characteristics as a tumor
at the bladder dome, no Tis, 2 cm safety margin without compromising continence or bladder capacity.
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Neoadjuvant chemotherapy

There is increasing evidence to support the use of neoadjuvant chemotherapy in the treatment of
muscle invasive bladder cancer (MIBC).

Many Randomized Clinical Trials (RCT) and meta-analysis showed improvement of 5-year survival and
disease-free survival of 5% and 9% respectively with the use of platinum-based chemotherapy mainly
DDMVAC or CMV or GC for 3 or 4 cycles.

Carboplatin should not substitute Cisplatin in a perioperative setting in normal patients.

Adjuvant chemotherapy

There is insufficient evidence for the routine use of adjuvant chemotherapy in clinical practice.

However, based on retrospective studies showing some benefit of adjuvant chemotherapy has been
reported in patients with:

Advanced stage,
Node-positive patients, and
Lymphovascular infiltration (LVI).

Minimum of 3 cycles of platinum-based chemotherapy as (DDMVAC, CG, and CMV) may be considered,
further cycles may be offered for some patients taking into consideration their tolerance and side effects
of therapy .

Carboplatin should not be substitute Cisplatin in normal patients.

No data supported the use of adjuvant treatment in the nonepithelial tumor, regardless of the stage.

Bladder Preservation Strategies (Trimodality Treatment)

e Bladder-preserving approach is a reasonable alternative to cystectomy which showed:

o A complete remission rate of 64% to 77%,
o 10-year disease-specific survival (DSS) of 40% to 60% and
o Recurrence-free survival of about 65%, with almost 80% of survivors preserving their bladders.

e Clinical criteria helpful in determining ideal patients for bladder preservation include:

Patients who refused cystectomy and seeking an alternative.
Medically unfit for surgery.

Early tumor stage (including high-risk T1 disease)

T2<5cm

A visibly complete TURBT

Absence of associated CIS

Ureteral obstruction

0O O O 0O O O O O

Adequate bladder capacity and function.
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e The most common protocol used in this modality is the RTOG protocols which include:

o Complete treatment with transurethral resection of bladder tumor (TURTB),
o Concurrent chemo/radiotherapy (40 Gy/2Gy/f with Cisplatin)
o Cystoscopy assessment and biopsy.

e Complete responders received consolidation radiation with an additional 24 Gy along with additional
Cisplatin.

Radiotherapy in Bladder Cancer

e External beam radiotherapy (EBRT) alone may be considered as a therapeutic option when the
patient is unfit for cystectomy or for trimodality management.
e Adjuvant radiotherapy can be considered in patients with pT3 — pT4, positive margin, positive LN.

Stage IV disease (advanced and metastatic disease)

e Cisplatin-containing combination chemotherapy with gemcitabine (GC) or DDMVAC is standard in

patients who are fit enough to tolerate Cisplatin.

e DDMVAC with G-CSF is less toxic and obtaining a higher response rate than standard MVAC.

e Many RCTs showed standard MVAC is inferior to dose-dense MVAC and GC in both toxicity and
efficacy.

e The addition of paclitaxel to GC resulted in a higher response rate but with a borderline survival
benefit, that did not reach statistical significance.

e Recently, Vinflunine has been approved for second-line treatment as a valuable option after failure of
a platinum-containing regimen.

e Bellmount et al, in their phase Il trial represented that, the median OS was 6.9 months and 4.6
months for Vinflunine plus best supportive care (BSC) Vs BSC alone, respectively. Their data revealed
an estimated 22 % reduction in the risk of death.

e In patients who are not cisplatin-eligible, atezolizumab or pembrolizumab are now appropriate first-
line options.

e Pembrolizumab, atezolizumab, nivolumab, durvalumab, and avelumab are approved for the
treatment of locally advanced or metastatic urothelial cell carcinoma that has progressed during or
after platinum-based chemotherapy or that has progressed within 12 months of neoadjuvant or
adjuvant platinum-containing chemotherapy, regardless of PD-L1 expression levels.

Special Considerations:

e Performance status (Karnofsky PS) of (80%) and the presence of visceral metastases are independent
poor prognostic factors for survival.

e Carboplatin can substitute Cisplatin in patients with GFR < 60ml/min.

e Palliative radiotherapy may be used to reduce symptoms such as pain or bleeding.
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Urinary Bladder Cancer

NON-UROTHELIAL CELL CARCINOMA OF THE BLADDER

Mixed histology:

e Follow urothelial carcinoma of the bladder with less response and unfavorable prognosis.

Small-cell carcinoma:

o Neoadjuvant chemotherapy using regimens similar to small cell lung cancer followed by

e Local treatment including cystectomy or radiotherapy.

Adenocarcinoma:

e Surgery is the treatment of choice in localized disease.

e The role of adjuvant or neoadjuvant chemotherapy is not well defined.

Squamous cell carcinoma:

e Radical cystectomy provides the best option.

Adjuvant and neoadjuvant CT has inconclusive results but can be used according to clinical judgment.

Chemotherapy Regimens

Regimen Dosage

Cisplatin/ Gemcitabine 1 g/m? D1, D8 & D15 every 28 days or
Gemcitabine 1 g/m? D1 & D8 every 21 days
Cisplatin 70 mg/m? every 21 days
DDMVAC Methotrexate 30 mg/m? on D1 or D2 every 14-day cycle
Vinblastine 3 mg/m?on D1 or D2
Doxorubicin 30 mg/m? on D1 or D2
Cisplatin 70 mg/m? on D1
cMmv Methotrexate 30 mg/m? D1 & D8 every 21-day cycle
Vinblastine 4 mg/m? on D1 & D8
Cisplatin 100 mg/m? on D2
Folinic acid 15 mg every 6 hours on days 2 and 9 after hydration
Vinflunine VFL 320 mg/m? every 21 days as a 20-minute infusion.
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Follow Up

e Patients treated with a bladder-preservation strategy, cystoscopy and urinary cytology should be
followed up:

o Every 3 months during the first 2 years, and
o Every 6 months thereafter.

e After cystectomy, clinical control should take place:

o Every 3 months during the first 2 years then
o Every 6 months for 5 years.
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