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[ Abstract] Background and Objective: The brain is one of the most
common metastatic sites of breast cancer. Brain metastases develop in
10%-15% of patients with breast cancer and are associated with poor
prognosis. The purpose of this retrospective study was to analyze the clinical
characteristics and survival of patients with brain metastases due to breast
cancer of different subtypes and to identify the prognostic factors that affect
clinical outcome. Method: A total of 89 patients with breast cancer brain
metastases diagnosed between October 1997 and July 2008 at Sun Yat-sen
University Cancer Center were included in this study. Among the 89 patients,
the number of luminal A, luminal B, human epidermal growth factor receptor
2 (HER-2), and triple-negative (TN) subtypes were 30, 20, 16, and 14,
respectively; 9 patients had an unknown subtype. The clinical characteristics,
pathologic features, and prognostic factors were analyzed both at the initial
diagnosis and at the diagnosis of brain metastases. Endocrine therapy for
patients with luminal subtypes was further studied. Result: The median age
of patients was 46 years (range 28-74 years). The median survival time was
8.0 months (range 0-80 months) , the 1-year survival rate was 32% and the
5-year survival rate was 4%. The time to brain metastasis differed according
to clinical stage at initial diagnosis, and the time for patients with the luminal A
subtype was the longest (P < 0.001). Multivariate analysis demonstrated
that performance status score >1, multiple brain metastases and without
whole brain radiotherapy (WBRT) in combination with chemotherapy were
associated with poor prognosis. Compared with the luminal A subtype,
features of the HER-2 and TN subtypes included early metastases, rapid
progression after first-line treatment (8.0 months vs. 11.0 months), and
poor overall survival (25. 0 months vs. 63. 0 months). The luminal A subtype
showed a tendency for good prognosis and slow growth. Tamoxifen could
improve the survival of luminal A/B subtypes ( median survival 24. 0 months
vs. 7.0 months, respectively, P =0.002). Conclusions: The prognosis of
brain metastases from breast cancer was poor, especially in patients with
HER-2 and TN subtypes. Generally, WBRT in combination with chemotherapy
was the standard treatment modality. Patients with the luminal subtypes
could benefit from tamoxifen.
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[# E)] TS50 BEIREE WERRNZ—, A
Wi e 3% & A2 F AE 10% ~ 15% , 1 i % 7% () L Wi S8
GR35 AWFSE H WAE T 4347 4 FiAS [R) S0 769 L g 3 1o 7
BEEWIGREER TG AR, FiE: BT 1997 4F 10
H 22008 477 H rp il K e B ia w0 JTA Y 89 ) v 4
B B IVERE, AL S4F A 1 30 4], S4% B U 20 £, HER-2
R16 ], = FIRL 14 45, 55 9 Bl s AL EE AR TE, Hr 4
Fofr L A0 i 2 3% £ WIS 5 B9 e R BRI L AR & o L
WA K G BE UG R RS, I D% G R L
BIPRAIMIRTT I T 9E . BER : B E R AARES 46 2 (28
~T4 %), BN G RS 04 B R 54032 B 99 B 25 DDA
X, T B EFRK (P <0.001), {7 BT i ] 41.0 4~ A
(6.0~141.0 41 H) , &l i A AFRHR 8.0 4~ H (0 ~80.0
M) AR 32.0% ,5 FAAERE40% , ZRESHT
B, PS PO RTF 1 40 Z R ER A AR T MO Ak
ITHRARTGRE., 5548 A BZLIVEH LG, HER-2 BUA
= BRI g I e B B kAR I ) R — 3R T S R
(8.01H vs. 11L0OAA ) (B (25.0 2~ H vs. 63.0 4
F) SRR, 548 A SR SR GRS TS I 1 i e, A B
ISRECE S A RS B BB FH AR (P AL A7 i)
24.0 MH vs. .04 H P =0.002) , 8518 : FLIRIEA AN 5L 78 AL 77
W4, 2o HER-2 RV =BAAI TG 2% . ¥R 97 LA &Y
AT . FERRHEESZ M E IR A AR .
KW IR RS IRIRRHIE; TS ; HER-2; =[]
HhE 5SS R733 HRFRIRAD : A
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FUIRIER & 10 2 s 0, FLA B0 R AR
BEE S W R 1Y 20 OB IR ST O R R L (AR
HER-2 43 Y88 SIR Y7 45 ) , 4 4% B 50 12 ) 38 2l
DS BE B A AR I A 7 M 90 i e 7% B ok i 22
ULo AREIRAY I 7% o5 4 L s A E Y 10% ~
16% , T 26 ) R IESE A I RS 14 2 2415 30% 1
L AR B A% JE o SR e, A FL g SR R AR A
RN FERNRZ —, FLEA AR A, 5
PR, MER 321K (estrogen receptor, ER) (AR %
& ( progesterone receptor, PR) . A\ 3 4= K [H 737
PR (HER-2) [A] i B A0 HER-2 3o 3% 35 J& 3L R i
FHREMEBAEREES . ST AT
AR ASEAE W AN RE AT R 1] A T R LR SR ik
HeRIRIT T-BL, AWTIE H LT 70 A [FE B EL
g ik e % £ 8 ) ek R g BERAR s B i i e s B
USRSt — 20 4 ey L 9 ik 2 7% 1) T35 A0
IS %

1 AHSTE

1.1 IRKRER
I 4E 1997 4F 10 H % 2008 4 7 H drilik2#

SRR BRI Y 89 1) 2L R 98 i % B8 S8 A Il IR
GOR, ARG — M 0 B2 W MR A 0 IR TN
0 e B B ) AR A7, B & ER(PRLOHER-2 RS
o 89 BB E B N Lok, WIS I B L A I 44 %
(26 ~67 %), 65 Hi(73.0% ) NALZR A4 . 78 1
(87.6% ) Fy it i 1 48 i, 2 191 (2. 2% ) iz g Pk
AN, 9 I (10.1% ) 9 B 2E RLR 1, 80 4
(89.9% ) A 2= /M %%., ERIZNH 12
G 9 B L dE B BN IR B AN 1 2 LR
.2 B IR 1 1A B A R L 255 R

A BB B I I IR B e B A2 e, o 0
PR HISE BRI & 22 D12 (AJCC) ZLARYE TNM 43
155 6 M, HER-2 JE R ik ik o f s 4 ik
+++ W IR 24 281k (FISH) + |, 5 (AR 5
222k (CISH) + ., MR Fyie 4 Ak 45 bt L o
3R 4 AR T A A (luminal A) 5 o ER FH
PEFI/BE PR PAEFN HER-2 BAE ; §:45 B %) (luminal
B) % A ER FiI/5f PR BH%: A HER-2 FH % ; HER-2
i Rk A E A ER AL PR B, HER-2 B ; =B
FUARE E Sl ER (PR FIl HER-2 ¥8HM:, T4 9
W e e AL S R, R E LA e SO A e i
251 80 i F 3 A7 4 B, Horp S48 A A 30 i)
(37.5% ) , 74 B %120 5 (25. 0% ) ,HER-2 i £ ik
116 f41(20.0% ) , =AML 14 (5] (17.5% ) . WiEH%
WA ImREEIR ARAE Sk SRR A5 (MRI) 5%
AL Z AR (CT) .
1.2 BTER

89 il B WIS IV IRy 12 5 3 ¥ — ek
Z TS EARRERZ A E LY T Z AT, S Bz
Z VERG RV OR 6 B2 THoT. 77 6 1 ~
M b 62 141] (80. 5% ) #2532 T L R RIA AR, 15
B(19. 5% ) 4 52 I A BR AR ;73 5] (94. 8% ) &4
52 15 BB B AR YT, DL S Sy SE a1 AR T
41 f4(56.2% ) , IR KERA 54226 19 H#](26.0% ) ,
13 5 (17. 8% ) $2 32 T F IR W WE | Pl 1k e . FH i
W R B U K A B U B 2R A L 25 iR 9T 5 40
B1(51. 9% ) Hz3Z T 5T BICT , ST BF by B BE + 1
X533 i (42. 9% ) A 132 TR BN 40 AR YT 5 1
5 HER-2 [HM: 5232 1l Bl ih Z 2R B 0i697 -

WS 7% Jm , 89 19 i i 7% f& & vh A7 21 1] 7
H(23.6% ) I RX A 8 R G R REAR, 45 T
B HEE RS RIE SCRHIR YT, LATSUR i 7K B 22 fi# fii
P HREAR o 65 1] (73. 0% ) 5835 4532 1 4 i i
V69T (whole brain radiation therapy, WBRT) , 3% 5
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AE X B iiinh o B G, S8 30 ~40 Gy/10 731k,
1 BRI y THAIT . 42 6] (47.2% ) 85 42 %
TS, R WAL 25 9 45 52423 (20 i,
22.5% ) R HEFMLIE (20 $],22. 5% ) EIRZE (13 ],
14.6% ) KA Fi i (16 41,17. 9% ) (7 74 flu i€ (12
11,13. 5% ) M4 (7 41,7.9% ) , f6I7 2 ~ 8 > JH
W, 19 I8 (21.3% ) $e32 T W Ar iR g7, Horp
15 2 B I5R 97 , 4 B2 55 7 Al i ) 751
CBRUTIR sty s ke pify e B AR DY SE3H ) ¥R 97 13 (i B3
(14.6% ) fe5z 7L mARY T, Horp 6 4252 1 il & 2k
BPURYT 2 Ul TR EIRYY,2 B2 T I
HBHTIRIT 3 B2 T ek 2 e/ & AR e iRIT .
AWFFE IO 7% 8 R T ARIRTT .

1.3 MESHEH

BEDT H B E T2 NSRRI, T A iR B
Vg 2009 427 H 31 Ho AAH 5407335 U
YRz H TR .

1.4 FitEHWAE*

K H SPSS17. 0 B AT S50 M. A AE oy
=% A Kaplan-Meier 32 31 #£ 47 log-rank 4556, &2
o3 Mrad i He ] KU A B ( Cox #528Y ) FEATAIFSE, i
SR R ¢ K96 BT 22 50 0T, AE S HUG 5 R
Rk, P<0.05 HERAGIHEX,

2 # X

2.1 [EHEENIGKRFIE

89 il fiki & 7% £8 3 34 Sy ok, o R 780 {51 &2
K/ ERTIEEEN 11.4% . SHBREAVZE
HIRE R/ A iy 6 Jeis (8] g s ] >4 20. 0 > H (0
~127.0 M) . BIRE R/ R 5 2 A0 o
(43 f4],48.3% ) , FH RS2 i/ B i (41 f51,46. 1% ) ,
25 f4(28. 1% ) e # 2 ik . 112 2 W2 ik 5 #
(R ALEF ] 30.0 A~ H (0 ~128.0 4~ H ) o BR 2 i
Wz R A, vieel T WBHEA 9 #l
(10.3% ) ty Bk 3% %, vh A2 B ] 66.5 4~ H (95%
C1:33.0 ~131.2 4~ H) s T 36 #1(41.4% ),
L1 7 B vh 7 B[] 34.0 S (95% CI:31.4 ~
S5L.2A4H) s B E 32 4] (36.8% ) , H Bk % %
H o7 ) 34.0 S (95% C1:29.4 ~55.4 A~ ) ; IV
B EA 10§ (11.5% ), 5 B 5% 7 v A5 15 [8]
10.0 ™~ H(95%C1:6.5 ~16.1 ) , 2R EAG 53
2R (P <0.001), #2255 19 o 4R
%46 % (28 ~74 %) ;Wi PS ¥4 1 53 (0 ~3 43)
5 —2k T2k AR UL K LS PR R A 1 R

FHor A 23 ] (25.8% ) .38 {5l (42.7% ) .14 i
(15.7% ) M 12 B (13. 5% ) . 2 Wi e ¥ ) 1 B s
FE BB A7 B 22 W2 il M JE (57 9], o5 64. 0% ) , Hak
S (55 41, 5 61.8% ) , Hi At 5% A% & A 4045 Jmy &R/
TEALIR L2 (43 f4],48. 3% ) JHFIE (34 151,38.2% ) |
Jak 52 ke (28 4], 31.5% ) | Bz B/ 4l 21 (18 i,
20.2% ) K FLAR (10 5], 11.2% ) Ko HiAth (4 4],
4.5% ) o AN[F)N Y FL R 5 2B 3E W U2 i 2L IR g A
1% W12 2 I B I s R) L —Z3R )7 I 1 R st )
GERFHATITFEL(FE]L),
2.2 WMEBBEENEFRR

Jr Ay A BT A8 2009 4E 7 H 31 H, h7 kil
Pid4l.0NH (6.0 ~141.0 N H) . ZREVIH L, 74
BB (83. 1% ) EFET, A 47 13 il (14.6% ) ,2 fi
Rlio B MR J5 (0 A AR A7 TE] 8.0 1~ A (0
~80.0 ™ H,95% C1:6.57 ~9.42 A~ ), 1 FA 17
% 32.0% ,2 AEHEAE RN 17.0% ,5 FAEAF R
4.0% (1), S48 A BURH BAEAAIN S HoAth 7 7Y
M 2R A G L (ER) B4 TR R 5
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Figure 2 Overall survival of patients with different subtypes

of breast cancer
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Table 1 Analysis of clinical characteristics and survival of 4 subtypes of breast cancer with brain metastases in 80 patients®

Age at initial Disease PFS after 1st Interval from Survival Overall
Group Patient diagnosis BM age free interval  line treatment  initial diagnosis  after BM  survival
No- (years) (Years)  omhe)®  (months) o BM (months) (months) (months)
Overall 80 44.5 48.5 20.0 9.0 30.0 8.0 41.5
Luminal A 30 41.0 46.0 25.5 11.0 46.5 8.0 63.0
Luminal B 20 45.5 49.0 24.5 10.5 34.5 8.0 58.0
HER-2 16 50.0 52.0 9.0 8.0 20.5 7.0 25.0
TN 14 44.5 48.0 11.5 8.0 27.0 8.0 33.0
P 0.027 0.293 0. 064 0.049 0. 025 0. 156 0.001

@ Excluding 9 patients without immunohistochemistry results; * excluding patients of stage IV at initial diagnosis. BM, brain metastasis; PFS, progression-

free survival; TN, triple negative.

AR A 22 S oG it m L (R 1) . X 4R,
HER-2 33 &A1 = [ 7Y 58 5 5 0 J U YR
At ) HR S S AE AR R, JUH HER -2 5 %3k
RIS 2% .

2.3 MWEBEEMEH MEER

PRI R AT, PS P43 12 Wi ik 7 7% B[] 4]
12 8 G R B[] Wi A 7% B0 H LA TG A B A
B MRS IRTT 07 A TN AT R AT
ERR-R I IR AT SER RRT A A A 2R T
X AR WS AN R B Y 2 B 47, ARG /N T 55 % &
B A RBFA PSR L a2 R Iege i L

ZHZ TN, PS W4 i B kLB H il
RIIRTT 5 20 A TC N 4 AR T X AR A7 0 52
PS P¥53 0 ~ 1 43 BRI Rkt 1232 2 OB &
A7 L2 N 43 MR ST B BB TS BaF (R 2) .
2.4 BERRENAFETHN

PR MAIE T R I 3R 2 AR PR 1 SR A B
Lo AUPFEXFEREE (G A BRI B ) i#E 17
THMIRIT SEUS 0. S5 R4 PS 4R 0
~ 1 43 1) T 45 1R L B 9 ki B A R85 s Ay, e 32
T A S SR T REMGE AR A . R AL 54
AT BB UG A B S, B2 T R
B RS X A AE I TC I s, LR 3.

A X0 R 422 52 At B H 25 4l B IR T Y 30 441
BFHE— LT T 40 30 1 R E S A 5 O
IRIT R ALITE A 25.0 4~ H (2.0 ~60.0 A4~ ), H:
H 25 f51] £ ARG 7 3k 5 A AR T ) R Y B IAR
I7 o 14 BIFERT B N 20 G T i th R R/ %,
Ak s i) 18.0 A~ H (2.0 ~54.0 4~ 1) ;16 fi)4%
B4 Bh N AR R YT Ja — BEI ) AR &/ 6 RS 1522

B K/ e AL 15.0 4~ A (2.0 ~50.0 A
H) o KM R, 32 i 5 8 2507 i B
HAE AR AP BRI S2 B B 2RI I R T A
(25.0 A vs. 6.0 1 A) (1 3) . ZHE T
7, NIRRT SR R W R UGS A R . B
TEREAEA BhIG Y7 v R Al 55 8 05 i 548 AR, 4k
Sefdt IS S ATIRA LA ARAR (K 4) o

100 —LI—‘
80 I

P=0.016

5 60T
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s
=
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Figure 3 Tamoxifen treatment in patients with brain metastases

of luminal subtypes with previously used adjuvant tamoxifen
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L5, I TRESEE R A FARZRE, B BGRB8 R A R
HREANRE R MAEA G PR, 0l R EAETE TS dl R RSB N IR R 30 5 o] R AR R 2 R 4
WD T, KB ER  HER2 SRR R BRS84S b R, HER2 it %
IR R A I B A DUR TR RE SN, 12 R AT B R LR R S 22, A B RS
TR B RE S RN, R FLRE R AR RS ) — A IR R O R

R2 87 GIELRERENERTST

Table 2 Univariate and multivariate prognostic analysis of 87 patients®

Median survival P
Prognostic factor Patient No. 95% C1 - -
(months) Univariate Multivariate
Age (years) 0. 159
>55 39 7.0 5.9-8.1
<55 48 9.0 6.0-11.9
Performance status score <0.001 <0.001
0-1 67 10.0 7.5-12.3
>1 22 3.0 0.3-4.8
Subtype" 0. 156
Luminal A 30 8.0 3.9-12.0
Luminal B 20 8.0 4.8-11.2
HER-2 16 7.0 4.4-9.6
TN 14 8.0 5.6-10.4
Metastatic time 0.019 0.677
Initial or first line 24 11.0 7.8-14.2
Second line or later 63 7.0 5.7-8.3
Interval from initial diagnosis to BM 0. 046 0.143
>?2 years 52 9.0 6.4-11.6
=2 years 35 7.0 5.4-8.6
Other sites of metastases 0. 026 0.355
Bone or visceral 70 7.0 5.8-8.2
None 8 18.0 4.1-31.9
Other site except bone or visceral 9 13.0 0.0-30.8
Number of BM sites 0.023 0.034
Isolated 40 11.0 8.5-13.5
Multiple 47 7.0 6.2-7.8
Treatment <0.001 <0.001
Symptomatic 21 5.0 2.8-7.2
CT or WBRT alone 29 7.0 5.5-8.5
CT and WBRT 39 11.0 8.5-13.6
Capecitabine 0.032 0. 448
Yes 20 11.0 6.7-15.3
No 67 7.0 5.9-8.1
Taxane 0.036 0. 463
Yes 20 15.0 7.4-22.7
No 67 7.0 5.9-8.1
Endocrine therapy <0.001 <0.001
Yes 19 24.0 25.5-60. 1
No 68 7.0 7.6-11.3

* Two patients were lost to follow-up; " excluding 9  patients without immunohistochemistry results. CT, chemotherapy; WBRT, whole brain radiation

therapy; BM, brain metastasis; TN, triple negative.
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Table 3 Prognostic analysis of clinical characteristics and treatment in luminal subtypes of breast cancer with brain

metastases in 50 patients

Prognostic factor Patient No. Median survival %l — —
('months) ('months) Univariate Multivariate
Performance status score <0.001 <0.001
0-1 38 11.0 3.6-18.4
>1 12 3.0 1.9-4.1
Number of BM sites 0. 089
Isolated 20 11.0 8.8-13.2
Multiple 30 7. 5.3-8.7
WBRT <0.001 0. 004
Yes 37 11.0 6.7-15.3
No 13 4. 2.9-5.1
Chemotherapy 0.167
Yes 21 11.0 9.5-12.5
No 29 7. 4.5-9.5
TAM <0.001 0. 002
Yes 14 24.0 None
No 36 7. 5.4-8.6
Al 0.738
Yes 6 7. 0-18.6
No 44 8. 4.8-11.2

WBRT, whole brain radiation therapy; BM, brain metastasis; Tam,

&4 30 HIAT

tamoxifen; Al, aromatase inhibitor.

EREMATHSEANERRENETER

Table 4 Prognostic analysis of clinical characteristics and treatment in patients with brain metastases of luminal

subtypes with previously used adjuvant tamoxifen

Prognostic factor Patient No. Median suvival %l — —
('months) ('months) Univariate Multivariate
Performance status score <0. 001 0. 004
0-1 23 13.0 0.0-31.9
>1 7 1.0 0.4-5.6
Number of BM site 0.011 0. 062
Isolated 12 25.0 None
Multiple 18 6.0 3.2-8.8
WBRT <0.001 0.075
Yes 20 13.0 0.0-38.3
No 10 4.0 3.1-4.9
Chemotherapy 0.415
Yes 12 10.0 4.9-15.1
No 18 6. 3.9-8.1
TAM 0. 001 0.016
Yes 8 25.0 None
No 22 6.0 3.7-8.3

WBRT, whole brain radiation therapy; BM, brain metastasis; Tam, tamoxifen.
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TEARWTSE PSR Ve B A B MR YT T vk
e FLNRIER I e B 0 ST S LR . PS 14 JE 2
IR R TS PR, B B T R AR AR A L,
I R EPPAl B T LR EIRIT T R E S %
1T 22 e R K UV B 7S e 2 240 3 9 L o e A= 28 1
9, BOR AL BT S0 ) 58 5 A T 2 KRS AR
Ui, AT R i — 2P AT T AR B AR E W)
AT A BRI ARAHARIG

ARWFIE I, A 0 TG B A0 T 1452 ) g
it m, —BOkUL, AF 2 FLIRE B HE R
WUGRTEbR . BUWNA T B E T AR/ T 35 %
RmfEEENRZ — (X KA W5 N FURE
BEMF AR —E AR, A5
N AR AN R TR IR e RS B A 1 — Al S S A
O AR K B[R] AF i 58 3 ) A A7 A
TE2E 5 ABAREIY /N T 55 2 1 B3 A BAr ny a3,
JE R AT BEAE T« AR08 K 0 S 2 R R 0 A A 72 T e
2% ARSI R MU A PR 5518 50 , T EL PS
REWARXS R X —E R R T R E TS
A B ETEEA MM I B, BN RS
R E PR 22" (EAHT IS A 22 0 2404 G
it e Lo

FLIRIE IS 7% 1) T 2097 T EA 20T A
I7 VNS IARYT AT MR R SEAAGE 1)
SRR . ARRESE o UK, BTG 42
BAIPRCR I AE(P <0.001) o 3T T H4FK , 42l
7 — BN A S i 5 7% 98 1 AR METR T T B, B AT LA
B2 B BHL L E P 2 4003 i R, A il 240 T AR
R B E AR TE BT i 2 RN OT 0 JRy R ]
Ak 90% ~100% ., Tifkyy i ATAT 4. H i
AT R BRAE T 155, 3 il ik e Bt ) A
REFE AR A 7 2451480 s LU, RN =6 40 1L A8 PN K
B Ak P-WEER 1, 5 8 mK 24 S D RE 45 AN AH
R kY7265 iz A g A 5 FER, 6 T B S 1 1
i J B (R 245400, SCATATE X Ji e A S AN BURK , s R 2
HIART T E M IR 2 . B AT ST AL
Y7 AU AL TE T80T I 1 e B IR, 25 45 )
HEASTN, HACT? S 45 il 4 B HAb R0 A 2T B
TEALIT 259 h, R 55 7 2 O AR Ok B 5T 1 B
AT B A 5 R R & BT R R R
o

H1 T BRI D AR RE IR YT L AGE
] 55 A8 B (stereotactic radiosurgery, SRS) HIF-AR
IRITHEAT 30T, X BT R e AR A — BT AL

I 4 38 /N o3 TSR T T R B an o e
(Lapatinib) %t HER-2 4 2L i 8 i % #% 28 3 16 97
OB SRS G TR I I 5 B s b
HEAFATA 10.5 ~13.0 AN A P2 AT AT 1
BB EHZ TN J1IRT7 JG 3-8 T A R K i A4
iF1E] (80.0 1~ 1) o

HATIAK , P IIR Y7 RSN , AN 2 LRI il
HMBEEWEIEIRIT . 8 HNY D, b8 oF
Al LLEE o o A B B, X LA 98 i RS AT — T
R IR ) 50 o A R 2 R
GV 355 2R K T A BT B R SR, (R AR B 3R
B TR AN . B A 243 4008 K ke 67
WP ER T —EEE . R T &
UG R (978 2 98 4k ) B (Fulvestrant) Jf R B 2F
I I S B o A N BSR4 2, AR ST 45 5 il At
T ST e A R L MR I e B R TR L G
WHIBAYT TR R S 2F . (TR A5
A BT, DL E25ie — 2 iR, %
JEEIEIGIR TR iz B s B i oz e
ST F 4 B AGST SR IS A 2 AR IR YT, 264 2
~5 A A BT BB IS IR 9T U B IR e
KEAR /NSO, — S DL A R i — 20
BT, AT AU BB AR DR U L,
I, 252 b BB SRR YT I AR R — R AT
X Z HT R YT UG s REEZ AL E SRR YT B E
AIRZ R AT # W , FE 332 58 J5R
JYHTERAE T X AT B — MR R R . 53k FEA
WFR AR — 2 R (14 ) 27 9 40 IR YT
TR I PR 2 8 IR YT e TR R A I
HER I B R SRR A S S ok 452 i 5
—J7 T, Z BN IR RS IR S 2 R T
B (AFE =R HER-2 1) 2 75 10 B M fth 255
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