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Abstract Objective: To investigate the relationship between the protein expression of amplified breast cancer 1 ( AIB-1 ) and
tamoxifen resistance in premenopausal patients with primary breast cancer. Methods: A total of 206 premenopausal patients with breast cancer
were chosen for the study. The patients were diagnosed by pathology and were treated in The Fourth Hospital of Hebei Medical University.
The estrogen and progestogen receptors as well as AIB-1 were analyzed by immunohistochemistry ( IHC ). All cases were divided into two
groups: the group of ER or PR positive, in which patients accepted tamoxifen therapy ( treatment group, group T ) and the group of both
ER and PR negative, in which no endocrine treatment was given ( control group, group C ). Group T and group C were divided into several
subgroups according to their AIB-1 and HER-2 expression status. The disease-free survival ( DFS ) and overall survival ( OS ) rates were
analyzed using Kaplan-Meier methods. Results: All cases were followed up from 30 months to 84 months, and the mean time was 65 months.
A total of 58 patients experienced local recurrence and metastasis, while 36 of them died. The DFS and OS of 5 years were 71.84% ( 148/
206 ) and 82.52% ( 170/206 ), respectively. High AIB-1 expression was correlated with the histologic grade 3, axillary lymph nodes metastases
and over-expression of HER-2 (¢ = 12.573, P = 0.002; * =7.939, P = 0.005; * = 4.502, P = 0.036). The DFS and OS in the subgroup of
both AIB-1 and HER-2 over-expression were lower than that of the other subgroups (y° = 5.900, P = 0.002; * = 4.533, P = 0.049 ), and the
survival was lower than that of the other subgroups ( Log-rank test, ¥* = 8.903, P = 0.005; Log-rank test, %* = 9.405, P = 0.004 ). Conclusion:
High AIB-1 is correlated with worse clinical biological behavior and prognosis. HER-2 over-expression, as well as high AIB-1 resulted in
tamoxifen resistance for premenopausal patients with primary breast cancer. This condition implies that high AIB-1 may be an independent
predictive factor of improved response to tamoxifen and may not be a factor that can predict tamoxifen resistance.
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Table 1  The effect of AIB—1 and Her—2 expression upon DFS in different groups of 206 premenopausal patients with primary breast cancer

RIBITH (n=49)

PG IIETT 24 (n=157)

i 15155 651~ H DFS(95%CI) P X’ 15155 654~ H DFS(95%CI) P x>
Her-2 53k 1000 0.110 0.023  5.900
AIB-1 33k 12 0.412(0.44 ~0.83) 46 0.544(0.20 ~ 0.64)
AIB-1{Ik#3% 6 0.333(0.12 ~ 0.56) 28 0.821(0.61 ~ 0.93)
Her—-2 {k3#i4 1.000  0.135 0560  0.134
AIB-1 =ik 14 0.642(0.42 ~ 0.66) 41 0.854(0.66 ~ 0.98)
AIB-1 Ik 17 0.706(0.38 ~ 0.67) 42 0.881(0.57 ~ 0.76)

R2 20602 FLAREELA LA A E LA 5 & AIB-1 F1 HER-2 BY3RiA T OS BY 20

Table 2 The effect of AIB—1 and Her-2 expression upon OS in different groups of 206 premenopausal patients with primary breast cancer

RIGITH (n=49)

M EFEPG G TT 2 (n=157)

i F
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Her-2 i 315 0.627 0.422 0.049 4533
AIB-1 3Rk 12 0.667(0.04 ~ 0.83) 46 0.674(0.20 ~ 0.64)
AIB-11{Fik 6 0.500(0.12 ~ 0.56) 28 0.893(0.61 ~ 0.93)
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AIB- 1Lk 17 0.824(0.38 ~ 0.67) 42 0.929(0.57 ~0.76)

3 itit

I FLEWPEI SRR, AIB-1 B Rk LI S8 %
Fh IR 2020, an L AR AR | s R A4 o 1) % 2,
S5O T L0 Ao o R R RO sl AR A s A K
ARG R BN, G A2 0 I & AIB-1 8
i A R A 2 HL 22 5 8 3 (P=0.002) ; 7E IR 53
IR CLZ5 BHPE O T 3 MU 3 v, ATB-1 i 3Rk 32 ]
b 1 TR IR L 5 BH A 3 0~3 MUY R 3 (P=0.005) 5
It H 5 Her-2 (15 2R3k 5 1EAH I (P=0.036) 5 Ml IR
FUESE T AIB-1 9 3R PR S R Im R A
W2EA TR, o] AR A T L AR B TS A ST R o

B LRI R, 750 ER IL30E 7], ATB-1 1]
B8 VA 1 O 98 2 U s R s A PR (s B 2R ) 1 1)
A, LAREAR LT MR V5 5 AIB-1 S R A T g e 23
ER BHPE B MBS E SRR I 25 R 22— WF5E
SR« AIB—1 38 52 FE AL 28 PG A 5 7 S5 AR5 B L
FZVER RS 2R 25 B ™ o Kirkeg-
aard 25 OBF Y IR & B AIB—1  Her—2 Y4 755 635 H %52
MEEESRIRIT I B E 10 4R 4E 17500 45% iR IR
H 32 FREIGIT B 104E 1R R 75% , % g n]
REAIBLAE: : Her—2 85 A5 4 R 732 443k 323k vl LA i
MAPK BT #F ER 1 AIB-1 MR AL , ik s 1% 1k,
AT AR At 5 S5 TR 7 R, T L (1 At B 252k
MR AE R G5, i S SIS A AR K . ARYIEL
PR, ER BHPE H 4232 i 58 S50 7 i 48 28 i 2L AR
I FEE B DFS A1 OS 475 F ER/PR FAIMEAL, B T 4
B 5 AT DUA 280 U8 3R s 78 L R s S8 3 1 0
A IRLE A AR AR S IR 25 34 7R |, AIB-1 25
T A2 IR H R A B Her—2 /55 2235 5 1 ATB-1 25 H i %
ik R Her-2 i Ik W 48 2 pr P £ R
EHZ TR b2 SRR YT 2 FE DFS AT 0S¥
% T HoAth W 41 . f 4% ER/PR FIPEAL, A Go it 2%
St 2% AIB-1 A AEI i Her—2 15 35 2K P4 ER BH
PR S SRR YT AR, (8 AR 7 A s
Mif 245 , W45 55 Osborne 25" (98 25 AT A, H
HE— 5N H « HA Her=2 1 AIB-1 [l 5 2235,
JSCA K A B ) TR A, A S B 5 %
fif 24 .

2 I, AR SCIA K, AIB=1 A3 i Her—2 Y 5 34
B A 5 SR 45 A ER B A RS BT/E T, A i 4

LA 2L o SR B A RN B o A SE R 4 RIS
AIB-1 8 1 AR IK W W RIS A KA IR R B 2 AT
RIS 5 ATB=1 85 11 = 2 5 | [Al AR AT Her—2 R 3
I B 26 228 LR ST R A B ORI T 24, S
ATB=1 FZI AT LA 5000 At 555 S5 e 245 1[5 1, it
S HA H I R S

S 3k

1 Bouras T, Southey MC, Venter DJ. Overexpression of the steroid
receptor coactivator AIB—1 in breast cancer correlates with the ab-
sence of estrogen and progesterone receptors and positivity for p53
and HER—2/neu[]]. Cancer Res, 2001, 61(3): 903—907.

2 Massarweh S, Schiff R. Unraveling the mechanisms of endocrine re-
sistance in breast cancer: new therapeutic opportunities(J]. Clin Can-
cer Res, 2007, 13(7): 1950—1954.

3 Ryden L, Landberg G, Stal O, et al. HER—2 status in hormone re-
ceptor positive premenopausal primary breast cancer adds prognos-
tic, but not tamoxifen treatment predictive, information[J]. Breast
Cancer Res Treat, 2008, 109(2): 351—357.

4 Henke RT, Haddad BR, Kim SE, et al. Overexpression of the nuclear
receptor coactiator AIB—1(SRC—3) during progression of pancreatic
adenocarcinoma(J]. Clin Cancer Res, 2004, 10(18 Pt 1): 6134—6142.

5 I B FLAR I HER—2 K I 45 R [J]. AR5 B 2% 2 75,2006,35(10) :
631—633.

6 Torres—Arzayus MI, Zhao J, Bronson R, et al. Estrogen— dependent
and estrogen—independent mechanisms contribute to AIB—I1—medi-
ated tumor formation[J]. Cancer Res, 2010, 70(10): 4102—4111.

7 Alkner S, Bendahl PO, Grabau D, et al. AIB—1 is a predicitive fac-
tor for tamoxifen response in premenopausal women[J]. Ann On-
col, 2010, 21(2): 238—244.

8 Zhao W, Zhang Q, Kang X, et al. AIB1 is required for the acquisi-
tion of epithelial growth factor receptor—mediated tamoxifen resis-
tance in breast cancer cells[J]]. Biochem Biophys Res Commun,
2009, 380(3): 699—704.

9 Lahusen T, Henke RT, Kagan BL, et al. The role and regulation of
the nuclear receptor co—activator AIB—1 in breast cancer[]]. Breast
Cancer Res Treat, 2009, 116(2): 225—237.

10 Kirkegaard T, McGlynn LM, Campbell FM, et al. Amplified in breast
cancer 1 in human epidermal growth factor receptor—positive tumors
of tamoxifen—treated breast cancer patients[J]. Clin Cancer Res, 2007,
13(5): 1405—1411.

11 Osborne CK, Bardou V, Hopp TA, et al. Role of the estrogen receptor
coactivator AIB—1 (SRC—3) and HER—2/neu in Tamoxifen resistance
in breast cancer(J]. ] Natl Cancer Inst, 2003, 95(5): 353—361.

(2011—06—15 ki)
(2011-11—-05f&11)
(FJEEHXT)



