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[ Abstract] Background and purpose: Tumor suppressor gene P53 has long been studied in tumors, including
breast cancer. More studies focused on the relationship between P53 and prognosis of breast cancer and found that P53
overexpression suggested a bad prognosis. However, the effect of P53 on early stage postmenopausal patients with

ER-positive breast cancer has not been clarified yet. This study was to investigate the role of P53 plays in aromatase
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inhibitor (Al) resistance among early stage postmenopausal patients with ER-positive breast cancer patients. Methods:

A total number of 293 operable breast cancer patients who received surgical treatment during Jul. 2000 to Jul. 2006 in

Fudan University Shanghai Cancer Center were enrolled into this study. All patients received Al treatment. The SPSS

12.0 software was used to estimate the survival rate. Univariate and multivariate analysis were also performed via above

software. Results: The median follow-up time is 72 months (6-140 months). The 5 year disease free survival (DFS) of
P53 positive and negative were 78% and 89%. The results showed that P53 overexpression (HR=1.729, 95%CI:1.038-
2.880, P=0.035), pathological stage (HR=2.270, 95%CI: 1.399-3.681, P=0.001); histological grade (HR=2.328, 95%CI:
1.312-4.133, P=0.004); age (HR=1.988, 95%CI:1.511-2.617, P<0.005) were still the independent risk factors of

recurrence and metastasis in breast cancer patients treated with AI. Conclusion: P53 overexpression correlated strongly

with Al resistance in early stage postmenopausal patients with ER-positive breast cancer patients who were treated with

Al and confirmed the relevance of previously described prognostic factors. It is reasonable to take P53 expression into

account when we evaluate the risk of breast cancer patients and decide the anti-cancer treatment strategy.
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Tab.1 Patient characteristics at diagnosis in 293 ER-positive
early stage postmenopausal breast cancer patients

[n(%0)]

Characterictic No. of patients

Characteristic at diagnosis

Age/year

50-65 231(78.8)

66-69 27(9.2)

=70 3509.2)
Baseline diseases

Hypertension 60(20.5)

Diabetes mellitus 23(7.8)
TNM stage

I 57(19.5)

I 206(70.3)

] 30(10.2)
Histological grade

1 6(2.0)

2 248(84.6)

3 39(13.3)
Vascular invasion

Yes 43(14.7)

No 250(85.3)
Lymph node-involved

0 162(55.3)

1-3 74(25.2)

4-6 36(12.3)

=10 21(7.2)
P53 status

Negative 101(34.5)

Positive 192(65.5)
PR status

Negative 61(20.8)

Positive 232(79.2)
HER-2/neu status

Negative or + 260(88.7)

A 33(8.7)
Chemotherapy

Yes 196(66.9)

No 97(33.1)
Radiation therapy

Yes 13(3.4)

No 280(95.6)
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Fig. 1 Immunohistochemistry positive results for P53
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Fig.2 Kaplan-Meier estimated the effect of P53 overexpression on DFS for 293 postmenopausal ER-positive breast cancer patients
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Tab.2 Use of Al and resistance conditions in 293 ER-positive early stage postmenopausal breast cancer patients

()
Endocrine therapy Case P53 protein positive Local recurrence and/or distant metastasis events
Letrozole 137 96 50
Anastrozole 66 39 11

Exemestane 90 57 23
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Tab.3 Summary of the association between the patients’ baseline characteristics with disease free survival for all patients
[n(%0)]
Characteristics No. of patients P value
Agelyear 0.001
50-65 231(78.8)
66-69 27(9.2)
=70 35(9.2)
Diabetes mellitus 23(7.8) 0.020
TNM stage 0.001
I 57(19.5)
I 206(70.3)
Iir 30(10.2)
Histological grade 0.004
1 6(2.0)
2 248(84.6)
3 39(13.3)
Vascular invasion 0.427
Yes 43(14.7)
No 250(85.3)
Lymph node status <0.01
0 162(55.3)
1-3(+) 74(25.3)
4-6(+) 36(12.3)
=10(+) 21(7.2)
P53 status 0.027
Negative 101(34.5)
Positive 192(65.5)
PR status 0.238
Negative 61(20.8)
Positive 232(79.2)
HER-2/neu status 0.442
Negative or + 260(88.7)
N 33(8.7)
Chemotherapy 0.582
Yes 196(66.9)
No 97(33.1)
Radiation therapy 0.022
Yes 13(3.4)
No 280(95.6)

®4 BREZMSEREFSTHSEMER

Tab.4 Summary of the association between patients baseline characteristics with diseases free survival: Cox univariate and multivariate

regression analysis

Factor Univariate analysis Multivariate analysis
P value HR 95%CI P value HR 95%CI

Age <0.010 1.861 1.451-2.388 <0.01 1.988 1.511-2.617
Diabetes mellitus 0.002 2.567 1.419-4.644

Lymph node status <0.009 1.785 1.459-2.183

Histological grade 0.002 2211 1.335-3.660 0.004 2.328 1.312-4.133
TNM stage 0.001 1.983 1.323-2.972 0.001 227 1.399-3.681
Vascular invasion 0.414 1.271 0.715-2.260

P53 expression 0.027 1.749 1.066-2.871 0.035 1.729 1.038-2.880
PR status 0.226 0.737 0.449-1.208

HER-2/neu status 0.442 1.283 0.680-2.423

Chemotherapy 0.582 0.880 0.557-1.389 0.306 0.62 0.249-1.548

Radiation therapy 0.010 2.642 1.266-5.513
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