©
2017 2019

RNA-569

TP53INP1 gene in estrogen receptor alfa-positive breast cancer patients

Nishimoto, Mayumi

3,600,000

TP53INP1  Tumor protein p53-induced nuclear protein 1
10

453 TP53INP1
TP53INP1
TP53INP1

TP53INP1
TPS3INP1

Tumor protein 53-induced nuclear protein 1 (TP53INP1l) is a key stress
protein with tumor suppressor function. In this study, we investigated the correlations of TP53INP1
mRNA expression in breast cancer tissues with prognosis in breast cancer patients with long
follow-up. We found positive correlations between low expression of TP53INP1 mRNA and shorter
disease-free survival and overall survival in breast cancer patients in estrogen receptor a (ERa )
-positive patients receiving adjuvant endocrine therapy. We show that low expression of TP53INP1 is
an independent factor of poor prognosis in breast cancer patients, especially ERa -positive
patients. TP53INP1 might be a promising candidate biomarker and therapeutic target in ERa -positive
breast cancer patients.
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Table 1. Association between TP53INPT mRNA expression and
clinicopathological characteristics in all breast cancer patients

All patients  TPS3INP1 mRNA expression

High Low P value

n (%) n (%) n (%)
Patients 453 272 181
Age 55(25-94) 55(28-83) 55(25-94)

453 Menopause status 0.56

Pre 190 (42) 111 (41) 79 (44)

Post 263 (58) 161 (59) 102 (56)

Tumor size 0.051

<2cm 188(42) 123 (45) 65 (36)

ER >2cm 263 (58) 147 (54) 116 (64)

Unknown 2(0.4) 2(1) 0
Node status 0.92

Negative 232 (51) 139 (51) 93 (51)

Positive 188 (42) 111 (41) 77 (43)

Unknown 33(7) 22(8) 11(6)

Grade <0.0001
OS 1 136 (30) 105 (39) 31(17)

2 111 (25) 64 (24) 47 (26)

3 200 (44) 99 (36) 101 (56)

Unknown 6(1) 4(1) 2(1)

Histology 0.009

IDC 397(88) 242 (89) 155 (86)

ILC 17 (4) 14 (5) 3(2)

Others 37(8) 14 (5) 23 (13)

Unknown 2(0.4) 2(1) 0
ERa status <0.0001

Positive 340 (75) 231(85) 109 (60)

Negative 96 (21) 29 (11) 67 (37)

Unknown 17 (4) 12 (4) 5(3)

PgR status <0.0001

Positive 299 (67) 204 (75) 95(52)

Negative 137 (30) 56 (21) 81 (45)

Unknown 17 (4) 12 (4) 5(3)

HER2 status 0.88

Positive 54(12) 31(11) 23 (13)

Negative 357(79) 210(77) 147 (81)

Unknown 42(9) 31(11) 11 (6)

Adjuvant therapy <0.0001

ET alone 177 (39) 123 (45) 54 (30)

CT alone 86 (19) 24 (9) 62 (34)

ET+CT 154 (34) 103 (38) 51(28)

None 31(7) 19(7) 12(7)

Unknown 5(1) 3(1) 2(1)

ERa, estrogen receptor o PgR, progesterone receptor; IDC, invasive ductal
carcinoma; ILC, invasive lobular carcinoma; HER2, human epidermal growth
factor receptor 2; ET, endocrine therapy; CT, chemotherapy.
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Figure 1. Kaplan-Meier survival curves according to TP53/NP1 mRNA expression levels. Graphs show DFS and OS curves, respectively, for all breast cancer
patients (A and B), ERa-positive breast cancer patients receiving adjuvant endocrine therapy (C and D) and ERa-negative breast cancer patients (E and F).



Table 3. Univariate and multivariate Cox regression analysis of factors associated with prognosis in all breast cancer patients

Variables n (%) Univariate (DFS) Univariate (OS) Multivariate (DFS) Multivariate (OS)
P value P value P value HR (95% CI) P value HR (95% CI)
Tumor size
TP53 I NP <2cm 188 (42) 1 (Reference) 1 (Reference)
>2cm 263 (58) 0.002 0.034 0.13 1.46 (0.88-2.47) 0.83 1.07 (0.58-1.99)
Node status
mRNA Negative 232 (51) 1 (Reference) 1 (Reference)
Positive 188 (42) <0.0001 <0.0001 <0.0001 4.46 (2.72-7.48) <0.0001 3.96 (2.17-7.51)
Grade
1and2 247 (55) 1 (Reference)
3 200 (44) 0.08 0.043 0.56 1.20 (0.65-2.21)
ER status
Positive 340 (75) 1 (Reference) 1 (Reference)
Negative 96 (21) 0.001 0.0002 0.06 2.18 (0.97-5.12) 0.09 2.41(0.88-7.14)
PgR status
Positive 299 (66) 1 (Reference) 1 (Reference)
Negative 137 (30) 0.02 0.012 0.91 0.96 (0.44-2.00) 0.63 0.79 (0.29-1.94)
HER2 status
Positive 54(12) 1 (Reference)
Negative 357 (79) 0.08 0.03 0.19 0.58 (0.26-1.34)
TPS3INP1 mRNA
2 High 272 (60) 1 (Reference) 1 (Reference)
Low 181 (40) 0.005 0.0005 0.043 1.68 (1.01-2.77) 0.014 213 (1.17-3.92)
469 m i R_ 155 HR, hazard ratio; CI, confidence interval; ERq, estrogen receptor a; PgR, progesterone receptor; HER2, human epidermal growth factor receptor 2.
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Figure 4. Kaplan-Meier survival curves according to miR-155 or miR-569 expression levels. Graphs show DFS (A) and OS (B) according to miR-155 expression
level and DFS (C) and OS (D) according to miR-569 expression level.
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1 Chaluvally-Raghavan P, et al. Cancer Cell, 2014;26:863-79.
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