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ABSTRACT Objective: Expression and clinicopathological significance of S100 calcium binding protein Al4 (S100A14) in
different molecular subtypes of breast cancer were explored to provide reference for identifying new molecular typing markers. Methods:
Breast cancer tissues were taken cases for radical mastectomy patients from January 16, 2013 to 22 May 2014 at the Cancer Hospital
Affiliated to the Xiangya Medical College of Central South University & the Cancer Hospital of Hunan province. Using
immunohistochemistry to detect the expression of S100A 14 in 254 breast cancer tissues, with emphasis on differences expression of the
protein in different molecular subtypes of breast carcinoma and its correlation with clinicopathological factors, Kaplan-Meier analysis
was applied for the relationship between S100A14 expression and prognosis of patients with breast cancer. Results: The positive
expression of SI00A14 in four molecular subtypes of ER+/PR+/HER2+, ER+/PR+/HER2-, ER-/PR-/HER2+ and ER-/PR-/HER2- breast
cancer was 38.5%, 47.1%, 75.5%, 80%, respectively. The expression of the 4 groups was the highest in the ER-/PR-/HER2- type and the
lowest in the ER+/PR+/HER2+ type, and the difference between the 4 groups was significant (x>=32.997, P<0.001). The relationship
between S100A14 and clinicopathological characteristics of 254 cases of breast cancer was analyzed. The expression of SI00A14 was
significantly negatively correlated with the expression of ER and PR (all r=-0.353, P<0.001), and was significantly positively correlated
with postoperative recurrence of liver metastasis with breast cancer (1=0.134, P=0.040). There is no significant correlation between the
expression of S100A 14 and the clinicopathological features of type ER+/PR+/HER2+ and ER+/PR+/HER2- type breast cancer (P>0.05).
In ER-/PR-/HER2+ type breast cancer. The positive expression rate of S1I00A14 in axillary lymph node metastasis group was
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significantly higher than that without axillary lymph node metastasis group (x*=6.768, P=0.013), and S100A4 expression has a negative
correlation with postoperative pulmonary metastasis (r=-0.272, P=0.044). Conclusion: The expression of SI00A14 in breast cancer with
different molecular subtypes is different, and its high expression is associated with metastasis or recurrence of breast cancer with different
molecular types. It may be used as a candidate marker for molecular typing of breast cancer.
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Table 1 The basic clinicopathological features of 254 cases of
FUIRIRE 5 PR SR AR AL R L 735 23 B R R LR N 23 breast cancer patients
ST AR T UL S 0O 0, AR 2 1 T o

(ertrogen receptor, ER) | 2 ## 2% 5% 1A (progestrone receptor, PR),
NEFEAKNE T2k 2 (human epidermal growth factor

Tumor diameter(d, cm)

_ d< 2 em 80(31.5)
receptor-2, HER2/CerbB-2)%5 4332 AR Fe 1A A A 44 1L 43 g A [
AP . Luminal A % Luminal B %Y HER2 [HP:# | FEJRAEAI LA 2 em<d< 5cm 165(65.0)
RS Z MR B9, 2011 4F,  [EBRFLARE 2 BUR d>5 em 93-3)
Ki-67 fE R ifehnz —, A Ki-67 X LA F /- BUAfF7E Axillary lymph node metastasis
i AR TR AT HAE 3 2 B 2 B R H eI LU no 118(46.5)
TR ZEFRIRENR, KM S100 4545 4% H Al4(Protein yes 136(53.5)
S100-A14,S100A I EARFIZLRE TR b F R A A 25 S location
ARGV HE— 25K I S100A14 75 [7] 43 0 760 2 i 32 5

Left side 121(47.6)

R 364 BTG PR BRI S, B 7 % T4 SLI A 5 T
R B bR S . Right side 133(324)

Clinical stage
1 MR 5% ik

Stage I 34(13.4)
1.1 —Hg1ER Stage II 140(55.1)
gk 2013 4 1 7 16 H % 2014 4F 5 7 22 HAE PRI R Stage Il 78(30.7)
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Fig.1 SI00A14 Expression in breast cancer with different molecular subtypes
0 S100A14 7£ ER+/PR+/HER2+ BYZ| JRJE AR £ S100A14 Expression in type ER+/PR+/HER2+ breast cancer
0 S100A14 7£ ER+/PR+/HER2- #Z| BR4Z= A K% S100A 14 Expression in type ER+/PR+/HER?2 breast cancer
o S100A14 7£ ER-/PR-/HER2+ B Z| PR A A FR 1% S100A14 Expression in type ER-/PR-/HER2+ breast cancer
© S100A14 7£ ER-/PR-/HER2- 43| fRE AYFR X S100A 14 Expression in typeER-/PR-/HER2- breast cancer
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Table 2 Comparison of positive expression rates of SI00A14 in breast cancer patients with different molecular subtypes

S-100A14
Subtype Negative Positive s P*
ER+PR+HER2+ 48(61.5) 30(38.5)
ER+PR+HER2- 36(52.9) 32(47.1)
32.997 <0.001
ER-PR-HER2+ 13(24.5) 40(75.5)
ER-PR-HER2- 11(20.0) 44(80.0)
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S100A14 FHPEFRE B H ARG IR %0 W5 F S100A14 B RJE 5 (=0.134, P=0.033)2 IEAH5¢, 5 ER PR(¥ K r=-0.
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Table 3 Relationship between S1I00A14 expression and clinicopathological characteristics of breast cancer patients (case,%)

S100A14
Clinicopathological features negative positive s P
(n=108) (n=146)
Age of diagnosis (age) 0.484 0.516
50< 69(63.9) 87(59.6)
> 50 39(36.1) 59(40.4)
Surgical site 1.338 0.256
L 56(51.9) 65(44.5)
R 52(48.1) 81(55.5)
Histological grading 0.154 0.801
grade [ - 1I 8(7.4) 9(6.2)
grade III 100(92.6) 137(93.8)
Axillary lymph node 5,006 0.367
metastasis
pNO 51(47.2) 67(45.9)
pN1/2/3 57(52.8) 79(54.1)
Tumor diameter(d ,cm) 0.044 0.899
<2 37(34.3) 43(29.5)
2<ds 5 69(63.9) 96(65.8)
>5 2(1.9) 7(4.8)
clinical stages 4.305 0.283
[ 18(16.7) 16(11.0)
Il 54(50.0) 86(58.9)
111 36(33.3) 42(28.8)
v 0 2(1.4)
ER 61.672 <0.01
negative 24(22.2) 84(57.5)
positive 84(77.8) 62(42.5)
PR 61.672 <0.01
negative 24(22.2) 84(57.5)
positive 84(77.8) 62(42.5)
HER2 1.917 0.204
negative 46(42.6) 75(51.4)
positive 62(57.4) 71(48.6)
Menstrual history 0.919 0.365
Postmenopause 39(36.1) 61(42.1)
Premenopause 69(63.9) 84(57.9)
Ki-67 0.418 0.561
<14% 25(23.1) 39(26.7)

> 14% 83(76.9) 107(73.3)
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Table 3 Relationship between S100A 14 expression and clinicopathological characteristics of breast cancer patients (case,%)

S100A14
Clinicopathological features negative positive s P
(n=108) (n=146)
Relapse 0.389 0.618
yes 6(5.6) 11(7.5)
no 102(94.4) 135(92.5)
outcome 2.246 0.264
death 1(0.9) 3(2.0)
no-death 112(99.1) 148(98.0)
Postoperative lyr.nph node 0.141 0.701
metastasis
yes 3(2.8) 3(2.1)
no 105(97.2) 143(97.9)
bone metastasis 3.046 0.143
yes 1(0.9) 7(4.8)
no 107(99.1) 139(95.2)
Mediastinal metastasis 2.725 0.180
yes 2(1.8) 0
no 111(98.2) 151(100.0)
lung metastasis 0.724 0.576
yes 2(1.9) 1(0.7)
no 106(98.1) 145(99.3)
live metastasis 4.546 0.040
yes 0 6(4.1)
no 108(100.0) 140(95.9)
brain metastasis 1.357 0.425
yes 1(0.9) 0
no 107(99.1) 146(100.0)
Chest wall or pleural 0.630 0.463
metastasis
yes 4(3.7) 3(2.1)
no 104(96.3) 143(97.9)
Pericardial metastasis 0.724 0.576
yes 2(1.9) 1(0.7)
no 106(98.1) 145(99.3)
adrenal metastases 0.743 0.389
yes 0 1(0.7)
no 108(100.0) 145(99.3)

2.3 S100A14 RIEERE S FEEZSEIGRFIESFMEEMNE IS A0 9 MR S EaH% A g8
X Ki-67 388 IR A2 % 545 iR 4 AR R e B (kB8 5 5%

5 Bt S100A14 F 35 5 ZL MR % MW Fh 4> F W B B B YURFEE IR SRS IR M Bk i BE
ER+/PR+/HER2+ # ER+/PR+/HER2- %! ER-/PR-/HER2+ %I . & .OEFER)SF 455 078 : 7 ER-/PR-/HER2+ BUZLME
ER-/PR-/HER2- Il AR5 BREE bR (6] A AH DG I R BRFE R OSSR T 25575 R 35 1 S100A14 3R35 28 1 /& T TS bk I 45
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