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Introduction 

ladder cancer is a common urologic cancer. In 2010, the 

urinary bladder was the fourth most common site of new 

cancer cases in the United States, with an estimated 70,530 new 

cases and 14,680 deaths More than 60,000 new cases of bladder 

cancer are diagnosed each year in united state. It is more 

common in men, with a male: female ratio of 4:1 (Jemal et al., 

2010).  

Age appears to increase the risk; the median age upon 

presentation with bladder cancer is 72 years for men and 74 

years for woman (Jacobs et al., 2010). 

In developed countries, 90% of bladder cancers are 

Transitional cell carcinoma (TCC). In developing countries—

particularly in the Middle East and Africa—the majority of 

bladder cancers are squamous cell carcinomas (SCCs), and 

most of these cancers are secondary to Schistosoma 

haematobium infection (Steinberg, 2013).  

In Africa, the highest incidence of SCC has been seen in 

schistosomal-endemic areas, notably Sudan and Egypt. In 

recent years, a few studies from Egypt have shown a reversal of 

this trend due to the better control of schistosomiasis in the 

region, whereas in other parts of Africa the association is 

unchanged (Heyns et al., 2008). Increased smoking incidence is 
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believed to have contributed to the shift toward TCC in Egypt, 

which has a stronger smoking association (Steinberg, 2013). 

A number of etiological factor are associated with the 

development of bladder cancer such as chronic urinary 

infection, pelvic Radiation, chemotherapy with cyclophosamide 

and occupational exposure to aromatic amines. However 

Cigarette smoking is the largest risk factor for bladder cancer 

(Jacobs et al., 2010).  

Clinically, Hematuria is the hallmark sign of bladder 

cancer, occurring in 85% of patients at presentation. Increased 

urinary frequency and dysuria may also be presenting symptom. 

More advanced disease may present with pelvic pain and all the 

symptoms of urinary obstruction (Stenzl et al., 2010). 

The American Joint Committee on Cancer TNM 

(primary tumor, regional lymph nodes, and distant metastasis) 

Staging System is used for staging bladder cancer. Correct 

staging can estimate the prognosis and risk of recurrence and is 

used to determine treatment strategies. Under staging, a 

common problem may result in incorrect treatment decisions 

(Kulkarni et al., 2010). There is a 10% chance that a high-

grade Ta or T1 lesion is really muscle-invasive disease (Babjuk 

et al., 2010). 

Muscle-invasive bladder cancer (clinical stage cT2-cT4a) 

is an aggressive epithelial tumor with a high rate of early 
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systemic dissemination and 5-year survival depending 

principally on pathologic stage and nodal status.Although only 

one-third of the newly diagnosed bladder cancers are advanced 

at presentation, another 15–30% of high-grade superficial 

tumors progress to muscle-invasive tumors, usually within 5 yr 

(Fabio and Cora, 2008). 

The gold standard for diagnosis is cystoscopy. 

Intraurethral lidocaine is used to perform this procedure, in 

which abnormal tissue is resected. This resection is called 

transurethral resection of bladder tumor (TURBT) (Babjuk  

et al., 2010). Urinary cytology is an important adjunct to 

cystoscopy and is helpful for identifying high-grade tumors, 

such as carcinoma in situ (CIS). The presence of exfoliated 

cancerous cells can indicate cancer anywhere along the urinary 

tract, and the absence of cancer cells does not rule out the 

presence of a low-grade lesion (Sexton et al., 2010). 

CT and MRI may be used to determine the stage of 

bladder cancer; however, they are unable to accurately detect 

early metastatic disease. Ultrasonography is being used more 

frequently and is advantageous because it does not require 

contrast agent (Babjuk et al., 2010). Another imaging modality 

is IV urography. If invasive disease is suspected, diagnostic 

imaging should be done prior to TURBT because inflammation 

from TURBT can be impossible to distinguish from tumor 

growth in the perivesical fat (Suzanne et al., 2011). 
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Approximately one-third of patients diagnosed with 

muscle-invasive bladder cancer have metastatic disease at the 

time that the first tumor is treated (Stenzl et al., 2010). It is 

important to determine the presence of distant metastasis prior 

to treatment selection. The most common sites of metastasis are 

the lungs, bones, and liver (Jacobs et al., 2010). 

TURBT performed during cystoscopy is a treatment as 

well as diagnostic tool. All visible lesions should be removed, 

along with muscle tissue, to ensure complete resection and 

proper staging (Pharmd et al., 2011). For localized muscle-

invasive disease, radical cystectomy is the standard treatment. 

Although it is desirable to preserve the bladder, delaying radical 

cystectomy is thought to increase the risk of lymph node 

metastasis by 26% (Mslis et al., 2011). 

Neoadjuvant therapy administering chemotherapy prior to 

radical cystectomy can help determine the sensitivity of the 

carcinoma to the selected chemotherapeutic agents. Other 

advantages include better patient tolerability to chemotherapy 

prior to radical cystectomy and delivery of therapy at the earliest 

time, when occurrence of micrometastatic disease is expected to 

be low. Among the disadvantages associated with the use of 

neoadjuvant are staging errors and overtreatment (Suzanne et al., 

2010). Chemotherapy should include a cisplatin-containing 

regimen, either MVAC (methotrexate, vinblastine, doxorubicin, 

and cisplatin) or GC (gemcitabine and cisplatin). Neither 



 Introduction 

  5

combination has been shown to be superior to the other; However, 

GC is less toxic (Sonpavde et al., 2010). 

The use of adjuvant chemotherapy postoperatively has 

not been shown to have a benefit. Additionally, patients often 

cannot tolerate systemic chemotherapy after radical cystectomy. 

The European Association of Urology (EAU) guidelines 

recommend adjuvant therapy for clinical trials, but not for 

routine use (Cowan et al., 2010). 

Bladder -preserving approaches are reasonable alternatives 

to cystectomy for patients who are medically unfit for surgery and 

those seeking an alternative (National Comprehensive Cancer 

Network (NCCN), 2013). 

A trimodality treatment approach for muscle-invasive 

bladder cancer consists of transureasal resction (TUR)for the 

primary tumor followed by a combination of local radiation 

therapy and systemic chemotherapy (Weiss et al., 2006).  

Radiation alone is not considered standard treatment for 

patients with an invasive bladder tumor. Because the initial 

complete response and long-term bladder preservation rates are 

higher with chemotherapy combined with radiotherapy 

(Gospodarowicz, 2000).  

Antiangiogenic therapy is under investigation as second-

line therapy (Bellmunt et al., 2010).. Vascular endothelial 

growth factor (VEGF) is the most important stimulator of 


