
Bull. Pharm. Sci., Assiut University, Vol. 46, Issue 1, 2023, pp. 281-290. 

 

 

 

 

Bulletin of Pharmaceutical Sciences  
Assiut University 

Website: http://bpsa.journals.ekb.eg/ 
e-mail: bullpharm@aun.edu.eg  

 

 ــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــ
Received in 24/9/2022 & Accepted in 25/10/2022 

*Corresponding author: Heba M. Sheha, E-mail: hebashiha3@gmail.com 

 

ISO        ISO 

9001 : 2015                                                   9001 : 2008  

Accreditated Faculty Administration 

Council of The National Authority for  

Quality Assurance of Education and  

Accreditation No. (102) in 27/9/2011  

and renewed in 19/7/2017 No. 168 

 

ROLE OF NEOADJUVANT CHEMOTHERAPY IN THE 

CONSERVATIVE MANAGEMENT OF NON-MUSCLE INVASIVE 

BLADDER CANCER (NMIBC) T1  
 

A.F. Amin1, H. H. Essa1, D.A.Hamed2, H.M. Sheha1* and A.M. Morsy1  
 
1Department Clinical Ocology, Assiut University Hospital, Assiut, Egypt 
2Department Urology, Assiut University Hospital, Assiut, Egypt 

 

Aim:In this study our aim is to evaluate the benefit of neoadjuvant chemotherapy (NAC) in 

high risk NMIBC in preventing disease recurrence and progression while improving overall 

survival (OS).Patients and Methods:This prospective study included 33 patients with a 

pathologically confirmed NMIBC(T1) at the time of Transurethral resection of a bladder tumor 

(TURBT) with one or more high risk features (HRFs) during the period (2019- 2022),at Assiut 

University Hospital. All patients received 3 cycles neoadjuvant chemotherapy (cisplatin-

gemcitabine) every 3 weeks and assessment of response was done by pelviabdomen Multi slice-

CT and cystoscopy then TURBT and kept under follow up every 3 months by cystoscopy in the 

first 2 years. Results: A complete response (CR) was observed in 82% of the patients and 

disease progression (DP) to in 18% of the patients. Two year OS rate was 79% and two year 

disease free rate survival(DFS) was 76%.In Univariate regression t Patients with one risk 

features were 7 time more in 2 years DFS than patients with ≥ 2 risk features (OR= 6.90), 

Patients with no foci of squamous differentiation were 5 time more in 2 years DFS than patients 

with foci of squamous differentiation (OR= 5.25) and all factors were significant. In a 

multivariate regression model the significant variable only was Patients with no foci of 

squamous differentiation(OR= 6.92).Conclusion:NAC seems to have promising results in 

treatment of patients with one HRF NMIBC and a further investigation needed to determine the 

role of multimodal therapy in patients with two or more high risk feature NMIBC. 

Keywords:Neoadjuvant chemotherapy; Non Muscle Invasive Bladder Cancer; Transurethral 

resection of a bladder tumor; Overall Survival; Disease Free Survival 

 

INTRODUCTION 
 

In December 2020, the Global Cancer 

Observatory (GLOBOCAN) estimated that 

bladder cancer was the third most common 

cancer after breast and liver cancer1. Bladder 

cancer is the second most common cancer 

among Egyptian males, with a 4:1 male-to-

female ratio2. 

In Egypt, changes in the histopathological 

types of bladder cancer have been noted over 

the past 26 years. While Squamous Cell 

Carcinoma (SCC) decreased from 78% to 27% 

of diagnosed bladder tumour, Transitional Cell 

Carcinoma (TCC) increased from 22% in 1980 

to 73% in 2005.3 

A smoker's male had a 1.8-fold higher risk 

of urothelial carcinoma than a smoker's male 

who never smoked4. The incidence of smoking 

in the Egyptian population in 2010 was 22% 

and is increasing.5&6 

75% of patients with bladder cancer 

present with non-muscle-invasive bladder 

cancer (NMIBC) either confined to the mucosa 

or invading the lamina propria (T1)7. 

Despite sharing many genetic features 

with muscle-invasive bladder cancers, T1 

bladder cancers were classified as non-muscle-

invasive or superficial tumors’8. 

In patients with NMIBC, the current gold 

standard of treatment is TURBT followed by 

six-weekly induction of intravesical Bacillus 

Calmette-Guérin (BCG) instillation followed 

by maintenance9. Local recurrence, disease 
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progression, and death from bladder cancer 

(UC) are all common in clinical T1 high-grade 

(cT1HG) NMIBC10&11. Large and multifocal 

tumors’ increased the risk of incomplete initial 

resection and were thought to be a factor in 

early recurrences.12&13 

HR NMIBC recurs in 23–74% of patients 

after TURBT with intravesical Bacillus 

Chalmette- Guerin (BCG) and progresses to 

muscle-invasive bladder cancer in 35%–50% of 

patients14&15. 

In patients with low- or intermediate-risk 

bladder cancer, a single postoperative 

instillation of intravesical chemotherapy (e.g., 

gemcitabine, mitomycin C) within 24 hrs 

should be considered.16. 

In patients with high-risk NMIBC, 

intravesical BCG for 1-3 years is recommended 

to prevent recurrences17. Anthracycline was 

approved in September 1998 by the Food and 

Drug Administration (FDA), followed by 

pembrolizumab in January 2020 for NMIBC18. 

Different salvage intravesical therapies 

have been evaluated, but these studies are 

limited by a small number of patients, moderate 

improvements in recurrence-free survival, and 

no significant effects on progression or survival 

with the respective intravesical agent Among 

these are gemcitabine, docetaxel, nanoparticle 

albumin-bound (nab)-paclitaxel, and the 

sequential administration of gemcitabine and 

docetaxel19-22. 

According to the European Organization 

for Research and Treatment of Cancer Genito-

Urinary, 62.8% of patients had local side 

effects such as cystitis with or without 

hematuria, and 69.5% had either local or 

systemic side effects such as chemical cystitis 

(35%), general malaise (15.5%), and 7.8% 

discontinued due to complications23. 

We investigate the role of neoadjuvant 

chemotherapy (cisplatin and gemcitabine) in 

preventing local recurrence, disease 

progression, and the use of radical cystectomy, 

as well as the complications of BCG that lead 

to discontinuation. 

In recent times, several obstacles have 

limited the use of BCG therapy, including 

shortages of BCG supply and the impact of the 

current COVID-19 pandemic, so alternative 

treatment options should also be considered. 

This limitation highlights the dire need for 

novel agents in this disease setting24. 

Currently, immunotherapy with 

pembrolizumab and atezolizumab, anti-

Programmed Cell Death Protein 1 (PD1) 

monoclonal antibodies (mAbs), has shown 

promising antitumor activity in BCG- 

unresponsive NMIBC in the phase II trials 

KEYNOTE-057 and SWOG S1605, 

respectively, gaining FDA approval25 Other 

novel agents with different mechanisms of 

action, such as Nadofaragene Firadenovec and 

Oportuzumab Monatox, have shown efficacy in 

the treatment of NMIBC.26 

The goal of this study is to assess the 

benefit of neoadjuvant chemotherapy in high-

risk, non- muscle-invasive bladder cancer in the 

face of BCG shortages and financial barriers to 

using immunotherapy. Disease-free survival 

and overall survival are the primary end points. 
 

PATIENTS AND METHODS 
 

A prospective study at Assuit University 

Hospital's oncology department included 33 

patients with pathologically confirmed NMIBC 

(T1) with any high-risk feature from 2019 to 

2022. Before data collection, the Assuit 

University Hospital Ethics Committee 

approved this protocol (IRB no: 17200467) All 

patients received three cycles of neoadjuvant 

chemotherapy (cisplatin-gemcitabine) every 

three weeks, and response was assessed using 

pelviabdomen MSCT and cystoscopy, followed 

by TURBT, and meticulous follow-up every 

three months by cystoscopy for the first two 

years. Patients were managed appropriately in 

cases of progression or recurrence. 
 

Inclusion Criteria 

Patients above eighteen years old with 

pathologically confirmed NMIBC (T1), Eastern 

Cooperative Oncology Group performanous 

status (ECOG) 0-1, and adequate renal and 

haematological function 
 

Exclusion Criteria 

Stage 0, T1a, evidence of nodal or distant 

metastases, and patients not fitting a cisplatin-

based NAC. 
 

Statistical analysis  

Data analysis using SPSS version 26. data 

were presented in form of frequencies and 

percentages. All numerical variables were 

tested before evaluation to determine the 

normality of the data by the Shapiro-Wilk test, 
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the mean ± SD for normally distributed data, or 

the median and range for not normally 

distributed data. Fisher Exact tests were used to 

compare proportions between groups according 

to 2-year DFS and response to treatment. A log 

rank test was used to compare mean DFS and 

OS among patients according to different 

variables. A univariate and multivariate logistic 

regression analysis was done to identify factors 

affecting 2 years' DFS. 
 

DFS is defined as the amount of time that 

a patient survives after primary cancer 

treatment has ended without showing any signs 

or symptoms of the cancer. OS is defined as 

the amount of time that patients diagnosed with 

a disease, such as cancer, have been alive since 

either the date of diagnosis or the start of 

treatment. 

 

RESULTS AND DISCUSSION 
 

Results 

Thirty-three patients with HR NMIBC 

(T1) received 3 cycles of neoadjuvant 

chemotherapy (cisplatin and gemcitabine) 

every 3 weeks, and assessment of response was 

done by pelviabdomen MSCT, cystoscopy, and 

TURBT. The follow-up time was 24 months. 

Patient's characteristics (n = 33). 

The mean age at the time of diagnosis was 

62 ± 6.68 years, and 23 of 33 (30%) patients 

were ≥ 65 years old. Males presented in 29/33 

(89%) of the patients' population, while 

females presented in 4/33 (12%). The most 

common presenting complaint was burning 

micturition in 15/33 (46%) of the patients, 

followed by hematuria in 13/33 (39%) of the 

patients. (Table 1) 

Table 1: Characteristics of patients with NMIBC. 

Variables N=33 % 

Age (years)  

 <65 23 69.7 

 ≥ 65 10 30.3 

Mean ± SD 62.06±6.68 

Gender   

 Male 29 87.9 

 Female 4 12.1 

Smoking   

 Smoker 27 81.8 

 Nonsmoker 6 18.2 

Bilharziasis 5 15.2 

Main presenting symptom   

 Burning micturition 15 45.5 

 Hematuria 13 39.4 

 Suprapubic pain 3 9.1 

 Frequency 2 6.1 

Pathology   

 transitional cell carcinoma 25 75.8 

 transitional cell carcinoma with squamous 

diff 

8 24.2 

High risk features   

 One risk feature 28 84.8 

 Two or more risk features 5 15.2 

Staging   

 T1b 19 57.6 

 T1c 14 42.4 

Type of high-risk features   

 Hydronephrosis 20 60.6 

 Abnormal EAU 8 24.2 

 Foci of squamous differentiation 8 24.2 

 Multiple 1 3.0 

Site of tumor   

 Lateral 15 45.5 

 Posterior 9 27.3 

 Anterior 5 15.2 

 Dome of bladder 4 12.1 

  



A.F. Amin, et al. 

284 

Disease characteristics 

Pure transitional cell carcinoma (TCC) 

was the most common pathology in 25/33 

(76%) of the patients, followed by TCC with 

squamous differentiation in 8/33 (24% of the 

patients). They were all high grade, primarily 

in the lateral wall in 15/33 (46% of the 

patients), and smoking was the main risk factor 

in 8/33 (82% of the patients). 5/33 (15%) of 

patients had a positive history of bilharzial 

infections. 

The most common high-risk features were 

preoperative hydronephrosis in 20/33 patients 

(61% of patients), abnormal EUA (thickening 

or induration) in 8/33 patients (24% of 

patients), and foci of squamous differentiation 

in 8/33 patients (24%). Fifteen percent (5/33; 

15%) of the patients presented with two or 

more high-risk features. (Table 1) 

 

Clinical response and survival 

All patients received three cycles of 

neoadjuvant chemotherapy (cisplatin and 

gemcitabine) every three weeks, and response 

was assessed. CR was seen in 27/33 (82%) of 

the patients, and DP to MIBC was seen in 6/33 

(18%) of the patients, one of whom had a 

radical cystectomy and the others had a bladder 

preservation protocol (concurrent chemo 

radiotherapy).Two-year DFS was 76%, and the 

OS was 79%. 7/33 (21%) patients died due to 

CVI. (Table 2), and (Figure 1). 

 

 
Fig. 1: 2-year disease free survival among patients with bladder cancer. 

 
 

Table 2: Response and 2-year disease free survival in patients with NMIBC. 

Variables N=33 % 

Response   

 Complete response 27 81.8 

 Disease progression 6 18.2 

2-year disease free survival 25 75.8 

2-year overall survival 26 78.8 



285 

Univariate logistic regression was done on 

significant variables in bi variate analysis, its 

shows that Patients with one risk features were 

7 time more in 2 years DFS than patients with 

≥ 2 risk features (OR= 6.90), Patients with no 

foci of squamous different were 5 time more in 

2 years DFS than patients with foci of 

squamous different (OR= 5.25) and all factors 

were significant. (Table 3). 

The significant variables in Univariate 

logistic regression were entered in a 

multivariate logistic regression model and the 

significant variable only was Patients with no 

foci of squamous different were 7 time more in 

2 years DFS than patients with foci of 

squamous different (OR= 6.92) . (Table 4) 

Mean DFS and OS were 22 months and 23 

months, respectively. 
 

Table 3: Factors affecting 2-year disease free survival in patients with NMIBC. 

Variables 
2-year disease free survival P- 

Value* 2 years (n=25) < 2 years (n=8) 

Age    

 <65 15 (65.2%) 8 (34.8%)  

0.071  ≥ 65 10 (100.0%) 0 (0.0%) 

Smoking    

 Smoker 21 (77.8%) 6 (22.0%) 0.616 

 Nonsmoker 4 (66.7%) 2 (33.3%) 

Bilharziasis    

 Yes 4 (80.0%) 1 (20.0%) 0.999 

 No 21 (75.0%) 7 (25.0%) 

Pathology:    

 Transitional cell 

carcinoma 

21 (84.0%) 4 (16.00%) 0.05 

 Transitional cell 

carcinoma with 

squamous different 

4 (50.0%) 4 (50.0%) 

High risk feature    

 One risk feature 23 (82.1%) 5 (17.9%)  

0.043  Two or more risk 

features 

2 (40.0%) 3 (60.0%) 

Staging    

 T1b 15 (78.9%) 4 (21.1%) 0.461 

 T1c 10 (71.4%) 4 (28.6%) 

Types of risk features    

Hydronephrosis    

 Yes 15 (75.0%) 5 (25.0%) 0.999 

 No 10 (76.9%) 3 (23.1%) 

Abnormal EAU    

 Yes 6 (75.0%) 2 (25.0%) 0.999 

 No 19 (76.0%) 6 (24.0%) 

Foci of squamous 

different 

   

 Yes 4 (50.0%) 4 (50.0%)  

 

 

 

0.05 

 No 21 (84.0%) 4 (16.0%) 

 Posterior 4 (44.4%) 5 (55.6%) 

 Anterior 5 (100.0%) 0 (0.0%) 

 Dome of bladder 3 (75.0%) 1 (25.0%) 
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Table 4: Logistic regression analysis for factors associated with 2 years DFS in patients with cancer 

bladder. 

Predictors Univariate  Multivariate 

 OR (95% CI) P-value OR (95% CI) P-value 

High risk feature     

≥ 2 risk features Reference  Reference  

One risk feature 6.90 (1.1-25.74) 0.046 3.55 (0.32-20.22) 0.06 

Foci of squamous 

differentiation 

    

Foci of squamous 

differentiation 

Reference  Reference  

No foci 5.25 (1.2-30.25) 0.045 6.92 (1.5-25.7) 0.041 

      Logistic regression analysis, OR: Odds ratio, 95% CI: 95% confidence interval. 

 

Toxicity to neoadjuvant chemotherapy 

was tolerable for the majority of patients, 

mostly grades I and II; improved with 

supportive medical treatment; and did not 

require treatment interruption. The most 

common events were neutropenia in 14/33 

(42%) of the patients and renal impairment in 

7/33 (21%) of the patients. 

The toxicity of chemotherapy didn’t affect 

DFS or treatment response. (Table 5) 

 

Table 5: Toxicity in patients with non-muscle 

invasive bladder cancer. 

Toxicity N=33 % 

 Neutropenia 14 42.4 

 Grade 1 11 33.3 

 Grade 2 3 9.1 

 Renal 

impairment 
7 21.2 

 Grade 1 5 15.1 

 Grade 2 2 6.1 

 Anemia 2 6.1 

 Grade 1 1 3.0 

 Grade 2 1 3.0 

 

Discussion 

The presence of a high-risk feature in non-

muscle-invasive bladder cancer was considered 

to represent cT3, but not introduced into 

current staging systems17&27. 

Transurethral resection (TUR) is the 

standard of care for the management of 

NMIBC, with a high risk of progression up to 

45% and a rate of recurrence in low, 

intermediate, and high-risk NMIBC of 20%, 

24%, and 78%, respectively.28 

 

Treatment guidelines recommend TURBT 

and maintenance BCG for 1 to 3 years in 

patients with high-risk NMIBC29. which agree 

with clinical practise as regards the use of BCG  

induction therapy, while in most studies less 

than a quarter of high-risk NMIBC patients 

complete BCG maintenance therapy, which 

increases the risk of recurrence and disease 

progression30&31.Radical cystectomy is the 

preferred treatment option for BCG treatment 

failure32 Chemo- radiation therapy was an 

alternative for radical cystectomy, with a CR 

rate of 88% and a 5-year survival rate of 84%.33 

Radiotherapy has no benefits in the treatment 

of NMIBC.34 

Based on a similar study that showed 

significant improvement in OS and DSS35, and 

in view of the shortage of BCG vaccine in the 

last 3 years (the era of COVID 19), we tried to 

evaluate the benefit of neoadjuvant 

chemotherapy in HR NMIBC as an alternative 

treatment line. 

The mean age of the patients at time of 

diagnosis in our study was 62 years, with a 

male predominance, which agrees with that 

reported by Michael Jet et al. (2017).36 Patients 

with carcinoma insitu (CIS), lymphovascular 

invasion (LVI), or variant histology should be 

identified for consideration of upfront RC10 

However, intravesical BCG is an effective 

treatment for NMIBC, reducing the risk of 

recurrence and progression in HR NMIBC; 

nearly 70% of patients may achieve CR37&38. 

A higher CR rate was observed in 82% of 

patients in our study. 18% of patients have 

shown DP in our study, which seems to be 
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comparable to that reported by van den Bosch 

et al. (2011)39. NMIBC has a wide range of 

progression and recurrence rates, which depend 

on high-risk features.36 In our study, variant 

pathology and the presence of two or more 

high-risk features were the only prognostic 

variables affecting two-year DFS with a 

significant P-value (0.04, 0.043, respectively). 

Intravesical BCG complications vary from 

irritative urinary bladder symptoms to 

septicemia40. 

In our study, the most common toxicity 

was neutropenia in 42% of our patients, which 

agrees with the report by Matsubara et al., that 

neutropenia was the most common 

haematological toxicity in 40% of patients41. 

NAC appears to have promising results in 

patients with high-risk NMIBC. 

 

Conclusion 

Neoadjuvant chemotherapy seems to have 

promising results in the treatment of patients 

with one high-risk feature in non-muscle 

invasive bladder cancer, and further 

investigation is needed to determine the role of 

multimodal therapy in patients with two or 

more high-risk features in NMIBC. 

 

Conflicts of Interest 

No conflicts of interest. 

 

Limitations and future recommendation of 

our study 

The small sample size and only one 

previous study in our research area limit our 

results, so a large randomized multicentric 

study is recommended. 

 

REFERENCES 

 

1. R. Sharma , M. Nanda , C. Fronterre , P. 

Sewagudde , A.E. Ssentongo , K. Yenney, 

et al., "Mapping cancer in Africa: a 

comprehensive and comparable 

characterization of 34 cancer types using 

estimates from GLOBOCAN 2020", 

Front Public Health,10, 839835 (2022). 

2. E. Kahan , A.S. Ibrahim , K.E. Najjar , E. 

Ron , H. Al-Agha , A. Polliack , et al.," 

Cancer patterns in the Middle East special 

report from the Middle East Cancer 

Society", Acta Oncol , 36(6), 631-636 

(1997). 

3. A.S. Felix , A.S. Soliman , H. Khaled , 

M.S. Zaghloul , M Banerjee , M El-

Baradie , et al., "The changing patterns of 

bladder cancer in Egypt over the past 26 

years", CCC, 19(4), 421-9 (2008). 

4. Y-L. Zheng, S. Amr , A. Saleh Da, C. 

Dash , S Ezzat , NN Mikhail , et al., 

"Urinary Bladder Cancer Risk Factors in 

Egypt: A Multicenter Case–Control Study 

Urinary Bladder Cancer Risk Factors in 

Egypt",Cancer Epidemiol Biomarkers  

Prev, 21(3), 537-546 (2012). 

5. H. Fouad , A. Commar , R.R. Hamadeh , 

F. El-Awa , Z. Shen  and C.P. Fraser, 

"Smoking prevalence in the Eastern 

Mediterranean Region", East Mediterr 

Health J, 26(1),  94-101 (2020). 

6. S. Fouda , M. Kelany , N. Moustafa , A.I. 

Abushouk , A. Hassane , A. Sleem , et al., 

"Tobacco smoking in Egypt: a scoping 

literature review of its epidemiology and 

control measures", East Mediterr Health 

J, 24(02), 198-215 (2018). 

7. C.E. DeSantis, R.L. Siegel, A.G. Sauer, 

K.D. Miller, S.A. Fedewa, K.I .Alcaraz, et 

al., "Cancer statistics for African 

Americans, 2016: Progress and 

opportunities in reducing racial 

disparities", CA Cancer J Clin ,66(4), 

290-308 (2016). 

8. M.C. Markowski , S.A. Boorjian , J.P. 

Burton , N.H. Hahn , M.A. Ingersoll , 

S.M. Vareki , et al., "The microbiome and 

genitourinary cancer: a collaborative 

review", Eur Urol, 75(4), 637-646 (2019). 

9. M.C. Hall, S.S. Chang, G.  Dalbagni, R.S. 

Pruthi, J.D. Seigne, E.C. Skinner, et al., 

"Guideline for the management of 

nonmuscle invasive bl++-adder cancer 

(stages Ta, T1, and Tis): 2007 update", J 

Urol Balt, 178(6), 2314-2330 (2007). 

10. W. Martin-Doyle, J.J. Leow, A. Orsola, 

S.L. Chang and J. Bellmunt, "Improving 

selection criteria for early cystectomy in 

high-grade t1 bladder cancer: a meta-

analysis of 15, 215 patients", J Clin 

Oncol, 33(6), 643-650 (2015). 

11. H.W. Herr and P.C. Sogani," Does early 

cystectomy improve the survival of 

patients with high risk superficial bladder 



A.F. Amin, et al. 

288 

tumors?", J Urol, 166(4), 1296-1299 

(2001). 

12. H.W. Herr, "Role of Repeat Resection in 

Non–Muscle-Invasive Bladder Cancer", 

JNCCN, 13(8), 1041-1046 (2015). 

13. R.T. Di̇vri̇k, Ü.T. Yildirim, F. Zorlu and H. 

Özen, "The effect of repeat transurethral 

resection on recurrence and progression 

rates in patients with T1 tumors of the 

bladder who received intravesical 

mitomycin: a prospective, randomized 

clinical trial", J Urol, 175(5), 1641-1644 

(2006). 

14. S.S. Chang and M.S. Cookson, "Non-

muscle-invasive bladder cancer: the role 

of radical cystectomy", Urology, 66(5), 

917-922 (2005). 

15. M.S. Soloway, M. Sofer and A. Vaidya, 

"Contemporary management of stage T1 

transitional cell carcinoma of the 

bladder", J Urol, 167(4), 1573-1583 

(2002). 

16. N. Perlis, A.R. Zlotta, J. Beyene, A. 

Finelli, N.E. Fleshner and G.S. Kulkarni, 

"Immediate post– transurethral resection 

of bladder tumor intravesical 

chemotherapy prevents non–muscle-

invasive bladder cancer recurrences: an 

updated meta-analysis on 2548 patients 

and quality-of-evidence review", Eur 

Urol, 64(3), 421-430 (2013). 

17. M. Babjuk, A. Böhle, M. Burger, O. 

Capoun, D. Cohen, E.M. Compérat, et al., 

"EAU guidelines on non–muscle-invasive 

urothelial carcinoma of the bladder: 

update 2016", Eur Urol, 71(3), 447-461 

(2017). 

18. N.D. Shore, J.P. Redorta, G. Robert, T.E. 

Hutson, R. Cesari, S. Hariharan, et al., 

editors, "Non-muscle-invasive bladder 

cancer: an overview of potential new 

treatment options", Urologic Oncology: 

Seminars and Original Investigations, 

Elsevier (2021). 

19. G. Dalbagni, P. Russo, B. Bochner, L. 

Ben-Porat, J. Sheinfeld, P. Sogani, et al., 

"Phase II trial of intravesical gemcitabine 

in bacille Calmette-Guérin–refractory 

transitional cell carcinoma of the 

bladder", J Clin Oncol, 24(18), 2729-

2734 (2006). 

20. L.J. Barlow, J.M. McKiernan and M.C. 

Benson, "Long-term survival outcomes 

with intravesical docetaxel for recurrent 

nonmuscle invasive bladder cancer after 

previous bacillus Calmette-Guérin 

therapy", J Urol, 189(3), 834-839 (2013). 

21. J.M. McKiernan, D.D. Holder, R.A. 

Ghandour, L.J. Barlow, J.J. Ahn, M. 

Kates, et al., "Phase II trial of intravesical 

nanoparticle albumin bound paclitaxel for 

the treatment of nonmuscle invasive 

urothelial carcinoma of the bladder after 

bacillus Calmette-Guérin treatment 

failure", J Urol, 192(6), 1633-1638 

(2014). 

22. R.L. Steinberg, L.J. Thomas, M.A. 

O’Donnell and K.G. Nepple, "Sequential 

intravesical gemcitabine and docetaxel for 

the salvage treatment of non-muscle 

invasive bladder cancer", Bladder 

Cancer, 1(1),65-72 (2015). 

23. M. Brausi, J. Oddens, R. Sylvester, A. 

Bono, C. van de Beek, G. van Andel, et 

al., "Side effects of Bacillus Calmette-

Guerin (BCG) in the treatment of 

intermediate-and high-risk Ta, T1 

papillary carcinoma of the bladder: results 

of the EORTC genito-urinary cancers 

group randomised phase 3 study 

comparing one-third dose with full dose 

and 1 year with 3 years of maintenance 

BCG", Eur Urol, 65(1), 69-76 (2014). 

24. N. Mayor, C. Fankhauser, V Sangar and 

H. Mostafid," Management of NMIBC 

during BCG shortage and COVID‐19", 

Trends Urol Mens Health, 12(1), 7-11 

(2021). 

25. A.V. Balar, A.M. Kamat, G.S. Kulkarni, 

E.M. Uchio, J.L. Boormans, M. 

Roumiguié, et al., "Pembrolizumab 

monotherapy for the treatment of high-

risk non-muscle-invasive bladder cancer 

unresponsive to BCG (KEYNOTE-057): 

an open-label, single-arm, multicentre, 

phase 2 study", Lancet Oncol, 22(7), 919-

930 (2021). 

26. S.A. Boorjian, M. Alemozaffar, B.R. 

Konety, N.D. Shore, L.G. Gomella,  A.M. 

Kamat, et al., "Intravesical nadofaragene 

firadenovec gene therapy for BCG-

unresponsive non-muscle-invasive 

bladder cancer: a single-arm, open-label, 



289 

repeat-dose clinical trial", Lancet Oncol, 

22(1), 107-117 (2021). 

27. S.S. Chang, S.A. Boorjian, R. Chou, P.E. 

Clark, S. Daneshmand, B.R. Konety, et 

al., "Diagnosis and treatment of non-

muscle invasive bladder cancer: 

AUA/SUO guideline", J Urol, 196(4), 

1021-1029 (2016). 

28. Y. Quan, C.W. Jeong, C. Kwak, H.H. 

Kim, H.S. Kim and J.H. Ku, "Dose, 

duration and strain of bacillus Calmette–

Guerin in the treatment of nonmuscle 

invasive bladder cancer: Meta-analysis of 

randomized clinical trials", Medicine, 

96(42), e8300 (2017). 

29. NCC Guidelines for Bladder Cancer 

(version 6.2020), (2020). 

30. M. Calo, B. Di Nauta, V. Mancini, A. 

Hoznek, L. Cormio and G. Carrieri, 

"Treating high- grade T1 bladder cancer 

in the elderly. Is intravesical instillation of 

BCG worth?", JGG, 66, 183-188 (2018). 

31. F. Guerrero-Ramos, A. Lara-Isla, J. Justo-

Quintas, J. Duarte-Ojeda, F. de la Rosa- 

kehrmann and F. Villacampa-Auba, 

"Adjuvant intravesical treatment for non-

muscle invasive bladder cancer: the 

importance of the strain and 

maintenance", Actas Urol Esp, 41(9), 

590-595 (2017). 

32. C. Weiss, C. Wolze, D.G. Engehausen, 

O.J. Ott, F.S Krause, K-M Schrott, et al., 

"Radiochemotherapy after transurethral 

resection for high-risk T1 bladder cancer: 

an alternative to intravesical therapy or 

early cystectomy?", J Clin Oncol, 24(15), 

2318-2324 (2006). 

33. S. Harland, H. Kynaston, K. Grigor, D. 

Wallace, C. Beacock, R. Kockelbergh, et 

al., "A randomized trial of radical 

radiotherapy for the management of 

pT1G3 NXM0 transitional cell carcinoma 

of the bladder", J Urol, 178(3), 807-813 

(2007). 

34. W.U. Shipley, M.A. Rose, T.L. Perrone, 

C.M. Mannix, N.M. Heney and G.R. 

Prout Jr, "Full-dose irradiation for 

patients with invasive bladder carcinoma: 

clinical and histological factors 

prognostic of improved survival", J Urol, 

134(4), 679-683 (1985). 

35. M.J. Metcalfe, J.E. Ferguson, R. Li, L. 

Xiao, C.C. Guo, B.A. Czerniak, et al., 

"Impact of high-risk features and effect of 

neoadjuvant chemotherapy in urothelial 

cancer patients with invasion into the 

lamina propria on transurethral resection 

in the absence of deep muscle invasion", 

Eur Urol Focus, 3(6), 577-583 (2017). 

36. T.W. Flaig, P.E. Spiess, N. Agarwal, R. 

Bangs, S.A. Boorjian, M.K. 

Buyyounouski, et al., "Bladder cancer, 

version 3.2020, NCCN clinical practice 

guidelines in oncology", JNCCN, 18(3), 

329-954 (2020). 

37. A.M. Kamat, R.J. Sylvester, A. Böhle, J. 

Palou, D.L. Lamm, M. Brausi, et al., 

"Definitions, end points, and clinical trial 

designs for non–muscle-invasive bladder 

cancer: recommendations from the 

International Bladder Cancer Group", J 

Clin Oncol, 34(16), 1935-1944 (2016). 

38. R.J. Sylvester, A.P. Van Der Meijden, W. 

Oosterlinck, J.A. Witjes, C. Bouffioux, L. 

Denis, et al.,"Predicting recurrence and 

progression in individual patients with 

stage Ta T1 bladder cancer using EORTC 

risk tables: a combined analysis of 2596 

patients from seven EORTC trials", Eur 

Urol, 49(3), 466-477 (2006). 

39. S. Van Den Bosch and J.A Witjes, "Long-

term cancer-specific survival in patients 

with high- risk, non–muscle-invasive 

bladder cancer and tumour progression: a 

systematic review", Eur Urol, 60(3), 493-

500 (2011). 

40. Y. Liu, J. Lu, Y. Huang and L. Ma, 

"Clinical spectrum of complications 

induced by intravesical immunotherapy of 

Bacillus Calmette-Guérin for bladder 

cancer", J Oncol, 2019, 6230409 (2019). 

41. N. Matsubara, H. Mukai, Y. Naito, M. 

Nezu and K. Itoh, "Comparison between 

neoadjuvant and adjuvant gemcitabine 

plus cisplatin chemotherapy for 

muscle‐invasive bladder cancer", Asia‐ Pac 

J Clin Oncol, 9(4), 310-317 (2013). 

 

 

 

 

 

 



A.F. Amin, et al. 

290 

 

 

 

 

 

  نشـرة العـلوم الصيدليــــــة

 جامعة أسيوط
 

 

1
 ، مصر، أسيوط  مستشفى أسيوط الجامعي، قسم علاج الأورام 

2
 ، مصرأسيوط ، أسيوط الجامعيمستشفى ،  قسم المسالك البولية 
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