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Evaluation of Appropriateness of Radical Cystectomy Using p53 and nm23-H1 Protein
Expression in Grade 1II, Muscle Invasive Transitional Cell Carcinoma of Bladder

Dong Soo Park, Jin Moo Lee and Seung Choul Yang

From the Department of Urology, Yonsei University College of Medicine, Seoul, Korea

Ohjective: About 50% of patients undergoing radical cystectomy for muscle invasive bladder
cancer have occult distant micrometastasis. Most of these paticnts have clinical mainfestations of
distant metastasis within 1 year of opcration, and not likely to achieve 2-year survival. But in
other words, the remaining half of patients can expect definite survival benifit from radical sur-
gery. Thercfore if those who have micrometastasis can be selected preoperatively, unnecessary
cystectomies can be avoided, and bladder preservation by anticancer chemotherapy, radiotherapy,
and partial cystectomy can be employed instead.

Materials and Methods: From 1985 to 1993, 45 patients diagnosed with high grade muscle in-
vasive transitional cell carcinoma at transurethral resection of bladder (TURB) who later con-
firmed to have stage T2, T3a, and T3b tumors after radical cystectomy werc sclected. Patients
with double primary tumor, early death, follow up period under 2 years, and poor quality of
paraffinized tissue preservation were excluded. Tmmunostaining of tumor suppressor gene p53
(DO7 and PAD1801; both wild and mutant type) and antimetastatic gene nm23-H1(NM301)
were performed and the survival function was analysed. Stainings were interpreted as positive
when more than heterogeous pattern for p53, and stronger than moderately stained for nm23-H1
were seen.

Results: Pathological nodal status (pN stage), combination of pS3 and nm23-H1 cxpression, and
p33 expression were correlated with survival. Pathological tumor stage (pT stage), nm23-H1
expression alone werc not correlaled with survival. Exprossion of p33 was 44.4% (20/45) and
nm23-H1 expression was scen in 55.6% (25/45). Combinations of p5S3 negative plus nm23-H1
negative, p53 negative plus nm23-H1 positive, p53 positive plus nm23-H1 negative, and p53 po-
sitive plus nm23-H1 positive were 12, 13, 8, and 12 cases, respectively. Cases when both pro-
teins were expressed poor survival was obscrved. Detection time elapsed from cystectomy to
metastasis and duration from detection of metastasis to death was onby related with N stage.
Conclusion: 1. When cellular grade of TURB specimen is 111, muscle invasive, and positive for
both p53 and nm23-HL, the chance of surgical curc by radical cyslectomy is significantly reduc-
ed. 2. In high prade tumors, the degree of muscle invasion does not affect survival, but might
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affect the detection time clapsed from cystectomy to metastasis and the duration from detection
of metastasis to death. 3. Lymph node metastasis is rclated to survival, and especially p53 ex-

pression is related to survival.
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Fig. 1. Classification of the grade I muscle in-
vasive iransitional cell carcinoma of the bladder in
aspect of prognosis.
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Fig. 2. Survival of patients according to the pathelogic lymph nodal status in 45 patients of grade III muscle
invasive transitional cell carcinoma of the bladder. The survival curve shows difference in survival between
lymph node positive group(pLN+} and negative group(pLN-} (p=0.0033).
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Table 1. Expression rate of p53 & nm23-HI according to the pathologic T stage and lymph node status

pS3DOY) p33(PABIROL) nm23-H1 p33 & nm23-H1
N expression (rate)  expression (rate) expression (rate) expression {rate)
STAGE pT2 11 3 2777 1 (9.10} 6 (54.55) 2 (18.18)
pT3a 11 5 (45.45) 5 (45.45) 8 (72.7%) 3 (2727
pT3b 23 11 (47.83) 5 (21.74) 11 (47.83) 7 (30.43)
LYMPH pLN- 29 7 (24.14) 5 (17.24) 15 (52.72) 4 (13.79)
NODE  pLN+ 16 12 (75) 6 (37.5) 10 {62.5) 8 {50)
Total 45 19 (42.22) 11(24.44) 25 (55.56) 12 (26.7)
'N: Number of cases.
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Fig. 3. Survival of patients according to the combination of the expression results of p53 and nm23-H1 in 45
patients of grade Il muscle invasive transitional cell carcinoma of the bladder. The survival curve shows diff-

erence in survival among the four groups(p=0.0005).
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Fig. 4. Survival of paticats according to the p53 cxpression in 45 patients of grade III muscle invasive tran-
sitional cell carcinoma of the bladder. The survival curve shows difference in survival between p53 positive
group(p53+) and ncgative group (p53-) (p=0.0003).
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Table 3. Expressions of p53 & nm23-11 according to the lymph nede status’

pS3-& p33-& 3+ & pi3+ &
nm23-H1 - nm23-H1 + nm23-H1 - nm23-H1 +
pLN- 11 11 3 4
pLN+ 1 2 5 8
Tatal 12 13 8 12
“p=0.003.
Table 4. Expression of p53 according to the Table 5. Relation of the pathologic T stage and
lymph node status _ pathologic lymph node status
pS3- P53+ pLN- pLN+
pLN- 22 7 - pT2 12 2
pLN+ 3 13 pT3a 12 2
0 pT3b 14 15
Totat 25 2 Total 38 19
p=0.000, “p=0.0001.
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[ |
I | 1
2 20 cases
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-4 >

2/1; pT2:pT3a:pT3b (p=0.0407)
2 ; no significant variable
1-2; no significant variable
Fig, 5. Relationships between the duration of metastasis or expire and variables.
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Fig. 6. Positive cxpressmn of DO7(1: 50) in grade
IIl muscle invasive transitional cell carcinoma of
the bladder( < 400, DAB).
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Fig. 7. Positive expression of PAb1801(1 :50) in
grade III muscle invasive transitional cell carcinoma
of the bladder( x 400, DAB).
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