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�� On presentation he had normal chest and On presentation he had normal chest and 
heart examinations. Blood Pressure, Pulse heart examinations. Blood Pressure, Pulse 
were within normal. were within normal. 

�� Abdominal exam revealed mildly Abdominal exam revealed mildly 
shrunken liver, shrunken liver, splenomegalysplenomegaly�� with no with no 
other other organomegalyorganomegaly..

�� PR revealed a T3 freely mobile bladder PR revealed a T3 freely mobile bladder 
mass.mass.

�� All his lab exams were within normal.All his lab exams were within normal.





Case # 1Case # 1

�� MrMr M.R. is a 61 years old, farmer , live in M.R. is a 61 years old, farmer , live in FayoumFayoum
governerategovernerate..

�� He presented complaining of He presented complaining of hematuriahematuria, , necruturianecruturiaand and 
frequency of urine.frequency of urine.

�� He has a history of He has a history of bilharzialbilharzial infestation which was infestation which was 
treated 3 times. The last one was with treated 3 times. The last one was with PraziquantelPraziquantel��
��one year ago.one year ago.

�� Three weeks ago he consulted his local physician who Three weeks ago he consulted his local physician who 
referred him to a urologist after doing PR exam.referred him to a urologist after doing PR exam.

�� CystoscopyCystoscopywas performed and the biopsy revealed was performed and the biopsy revealed 
TCC GIITCC GII



Time-trend of Bladder Cancer in NCI, Cairo 
(5071 Rad Cystectomies).
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Differences from Urothelial (TCC) Carcinoma
1- Late presentation (P3 and P4): repeated Bilharzial

infestations

2- Gross features
���� Mostly nodular not papillary.
���� Large size.
���� Associated with inflammatory mucosal lesions.

3- Histopathologic classifications.
���� High percentage of squamous.
���� 50-60% grade II.

4- Spread of tumor ( Same like Urothelial Ca )
���� Direct.
���� Lymphatic spread
���� Distant 



Radical Cystectomy Results



5-year survival of radical cystectomy

Zaghloul,MS. US Oncological Diseases,2006,Issie II



Local Recurrence is not rare in locally 
advanced Stages (Visser et al, 2005)



5-year actuarial local recurrence rates in 
different radical cystectomy series
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Results of Radical Cystectomy
5-year disease- free survival rates of radical cystectomy 
ranged from 25-48% depending upon the stage, grade & 
nodal status.

� Local recurrence represented 50-60% of the causes of      
failure after radical cystectomy in advanced stages.

� Most of the local recurrences were clinically detected 
within the first year after cystectomy. This suggests that it 
originate from a large residual tumour cell burden.

� Most of the local recurrences were inside the true pelvis 
that can be encompassed within the field of radiation.

� Adjuvant local treatment either in the form of pre or 
postoperative radiotherapy is a logical needs. 



Adjuvant Radiotherapy



Randomized Preoperative RT trials

Zaghloul,MSZaghloul,MS. US . US OncologicalOncologicalDiseases,2006,Issie IIDiseases,2006,Issie II



�� These trials failed to show differences due  to:These trials failed to show differences due  to:

* Inclusion of all stages that dilute the effect of      * Inclusion of all stages that dilute the effect of      
preoerativepreoerativeRT.RT.

* Small number of patients in each trial.* Small number of patients in each trial.

�� MetaMeta--analysis of preoperative radiotherapy analysis of preoperative radiotherapy 
trials failed to show statistical differences.trials failed to show statistical differences.



Can Modern RTh improve the results?



ADVANTAGES OF POST OPERATIVE 
RADIOTHERAPY

� Deals with microscopic residuum of cells.

� Easier to sterilize these cells.

� Better delineation of the sites of higher tumour 
burden.

� Easier to identify the group of patients who may 
benefit from adjuvant therapy.



Postoperative RT
A prospective randomized trial was initiated on 1981 
included 236 patients at NCI Cairo

Eligibility criteria :

1- patients survived radical cystectomy or ant. pelvic 
excenteration within 3-6 weeks of surgery.
2- Good kidney and liver functions
3- Age less than 65.
4- Having pathological stage P3 or P4a
5- Written consent.



Postoperative RT study design

Cystectomized Patients
P3, P4a

Cystectomy alone
HF PORT

37.5 Gy/ 30 F/ 12 days
Conventional PORT
50 Gy/ 25 F / 33 days



DFS rates for PORT study



Local Control Rates for PORT study



Comparison of PORT in RTOG & Egyptian Trials

Reisinger et al (1992) Zaghloul et al (1992)  

No. patients Survival  No. patients Survival  

P2 (grade 3 & 4) 11 57 --- --- 

P3a 12 56 48 64 

P3b 10 39 79 48 

P4 7 50 26 39 

Node + 6 33 36 14 

 



Postoperative RT late complications

Zaghloul,MSZaghloul,MS. US . US OncologicalOncologicalDiseases,2006,Issie IIDiseases,2006,Issie II



Rosinger et al,1992��������� ��� Zaghloul et al, 1992�����������





Other Postoperative RT reports

Zaghloul,MSZaghloul,MS. US . US OncologicalOncologicalDiseases,2006,Issie IIDiseases,2006,Issie II



Can Modern RTh improve the results?
And decrease complication rates



Distant Metastasis in different series
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Risk factors for distant metastasis
(multivariate analysis for 387 patients 

of different stages Zaghloul, 1996)
�� Pathological Stage.Pathological Stage.
�� Pelvic Nodal InvolvementPelvic Nodal Involvement
�� Histopathological grade.Histopathological grade.

(pathological type, adjuvant radiotherapy & local (pathological type, adjuvant radiotherapy & local 
recurrence of no significant effect)recurrence of no significant effect)



Adjuvant Systemic Therapy



Ongoing adjuvant clinical trials
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Adjuvant Chemoradiotherapy
High Risk Patients (P3b,4a,G3+/-LN+)

Radical Cystectomy

PORT
4500cGy/3wks/30 F

2 Courses (Gem Cis )
1000 mg/m2    D1&D8

70 mg /m2    D2

PORT
4500cGy/3wks/30F

2 Courses (Gem Cis )
Same regimen



2-year DFS in the 2 treatment groups

45 45 ±± 141414 14 ±± 1111LN +LN +
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Case #2Case #2

�� MrMr T. M. is 58 years old, teacher, live in T. M. is 58 years old, teacher, live in 
KalyoubKalyoub..

�� Two years ago he had myocardial ischemia and Two years ago he had myocardial ischemia and 
open heart surgery was performed to himopen heart surgery was performed to him

�� He do not have a history of He do not have a history of schistosomiasisschistosomiasis, , 
however he grew up in a village near however he grew up in a village near KalyoubKalyoub..

�� His complaints started 2 months ago with His complaints started 2 months ago with 
hematuriahematuria, frequency and urgency of urine., frequency and urgency of urine.

�� Urine cytology proved to be positive for TCC.Urine cytology proved to be positive for TCC.

�� His CBC, His CBC, S.creatinineS.creatinineand LFTS within normal.and LFTS within normal.

�� LVEF = 48LVEF = 48



PHASE I/II Bladder Preservation using 
TUR+ Concurrent Radiochemotherapy

(Khalil , Moussa & Awwad, 2007)             
T2b-4a, N0 M0

Patients with technically operable tumours but 
medically unfit for cystectomy

TUR (if possible)TUR (if possible)
¯̄

50 Gy HF (2 f/day, 1.2 Gy/f) + 50 Gy HF (2 f/day, 1.2 Gy/f) + 
{weekly {weekly CarboplatinCarboplatin150 mg or 150 mg or CisplatinCisplatin25mg 25mg ++GemcitabineGemcitabine200mg /m200mg /m22}}

Evaluate Response and SideEvaluate Response and Side--effectseffects

Continue up to 69 or 72 Gy /42Continue up to 69 or 72 Gy /42--44 day44 day



Treatment scheduleSimulator 
films



Treatment schedule Simulator 
filmsBEV



Treatment Response

�� The overall bladder response rate was evaluated The overall bladder response rate was evaluated 

in the 102 out of 106 patientsin the 102 out of 106 patients

�� CR was achieved in CR was achieved in 53%53% of patients and PR in of patients and PR in 

4747%.%.



Factors affecting local control
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Cumulative survival rates for the 106 patients were Cumulative survival rates for the 106 patients were 

82% and 48%82% and 48%at 1 and 2 years respectively with a at 1 and 2 years respectively with a 

median follow up period of 23.0 median follow up period of 23.0 ±± 3.1 months (CI 3.1 months (CI 

= 16.9= 16.9-- 29.1).29.1).

Overall survival rate.



Early Toxicity 

106 Evaluable patients

�� Grade 3Grade 3bladder toxicity: 18 patients (23%).bladder toxicity: 18 patients (23%).

�� Grade 4 Grade 4 : Five patients (8%).: Five patients (8%).

�� Grade 5: 1 (2%) patient required cystectomy Grade 5: 1 (2%) patient required cystectomy 
(CR(CR---- SCC).SCC).

�� Grade 3 rectal toxicity: 5 patients (8%).Grade 3 rectal toxicity: 5 patients (8%).

�� Grade 4:  Only two patients (4%).Grade 4:  Only two patients (4%).



Late Toxicity

�� Grade 3 bladder toxicity: 3 patients (7%)Grade 3 bladder toxicity: 3 patients (7%)

�� Grade 4 : 4 patients (9%)Grade 4 : 4 patients (9%)

�� Grade 3 rectal toxicity:2 patients (2%)Grade 3 rectal toxicity:2 patients (2%)

�� Grade 4: 2 patients (2%)Grade 4: 2 patients (2%)



Egyptian Bladder Cancer Cooperative gp
T2b,3,4a N0-2 Bladder Cancer

Cystectomy 3 Courses Gem+Cis

SD PR CR

3 courses Gem+Cis
Cystectomy

3 courses Gem+Cis

Cystectomy

Radical Radiotherapy



Egyptian Bladder Cancer Cooperative Group ( 2003)

�� 59 SCC, 50 TCC and 5 adenocarcinoma.59 SCC, 50 TCC and 5 adenocarcinoma.
�� T2b:29 (25%),T3: 55 (48%) & T4: 30 (27%).T2b:29 (25%),T3: 55 (48%) & T4: 30 (27%).
�� Arm I: RR in 28 /50(56%) ,CR in 15 (30%)Arm I: RR in 28 /50(56%) ,CR in 15 (30%)
�� Bladder preservation was successful in 11(22%) Bladder preservation was successful in 11(22%) 

for  10for  10--24 months so far.24 months so far.
�� Grade III&IV toxicities were infrequent.Grade III&IV toxicities were infrequent.
�� Arm II: Radical cystectomy in 52 patients (4 Arm II: Radical cystectomy in 52 patients (4 

irresectable).irresectable).
�� OneOne-- year survival was year survival was 54%54%for cystectomy & for cystectomy & 

69%69%for for neoadjuvantneoadjuvantarm.arm.



Brachytherapy as adjuvant for partial 
cystectomy





Remote afterloading HDR brachytherapy





End results of bladder brachytherapy
(Crevoisier et al, Radioth Oncol,72,2004)



IMRT for partial bladder irradiation
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