T [ e AR VAT A% hitp://www.biother.org

Chin J Cancer Biother, Feb. 2018, Vol. 25, No. 2 < 177 -
DOI:10.3872/j.issn.1007-385x.2018.02.012 . |[{‘f, R&}T jﬁ .

HER2 FRMFLARFELE L MICA/B SRIEE K BENTHE T
FRH, NNAEE MRS, FnE R (R EARFHEFRMNARER IFE A, 7T d #91 450003)

[ =] a5 AR EAE KK T %24k 2(humman epidermal growth factor receptor 2, HER2) BH 1A 3L Bt i 41 41 b 3= B4 4UHH
HYEE G K1 2584 95 8 9 A FI BOIMHC class I chain-related protein A/B, MICA/B)[1) 1A /K7 5 B4 T2 4= 473 (disease-free
survival, DES)FISC R o 7 &k « AR 7 BERF 20 NN BEEE B 2009 4F 1 H £ 20104 6 A HER2 [ 5L e 9 55 20 L7 A it e
26 151 b S AR 100 491, S 358 AL G (kG I8 55 20 23 1 T 4L 43 MICA/B (3835 7K, 5%l Kaplan-Meier 2 7% B 28 70 M7 e 5 B2
Il R HEARFHE AT DFS [1996 R o 48 R : MICA/B 15 55 21 21 2 B4 (0/26) s FLARIE 4141 i MICA/B A %K 92%(92/100) , F i
FIE N 65%(65/100) s MICA/B 1E 1 ¥ARI R Rk R T 1L~ (77.55% vs 52.94%, P<0.05), {E T1 HH 15 R IA R 5 T T2~T4
(75.00% vs 52.27%,P<0.05) ; ER \PR [H {4 CBE 401 0> 1%) 2 MICA/B 7 %A R . Z G T ER PR BT ZH (ER : 52.38% vs 74.14%;
PR:51.35% vs 73.02%, 35 P<0.05) . MICA/B {13 1A 5 B35 MR 70 1 ER VPR [R5 K i K/ 56 (3 P<0.05) , 5 AR
WY 20 B B 7 % To ok (33 P>0.05) . ol ﬁem 7 2H.(90.6% vs 72.2%, P<0.05) B AR B 7176 97 41 (78.4% vs 58.8%, P<
0.05)MICA/B m %54 6 FE DFS ¥ B & & TR E A Y . 25 . HER2 FAMEFL IR 4L 4 h MICA/B &1k 5 535 11 DFS S5 V)M 5%,
AR BB TR T TR TR 5 -
[RSEIA]  MHC 12R8EHI5CER A A/Bs AR A K N 75244 25 LA s 0 AR A7
[(FESES] R737.9; R730.5 [SCHEAARIREE] A [XEHS]  1007-385X(2018)02-0177-05

High expression of MICA/B prolongs disease-free survival in patients with HER2-
positive breast cancer

LI Jingyan, LIU Guiju, MEI Jiazhuan, LI Ruijun, ZHAO Jizhi (Department of Oncology, Zhengzhou People’s Hos-
pital Affiliated to Southern Medical University , Zhengzhou 450003, Henan, China)

[Abstract] Objective: To investigate the relationship between expression of MICA/B (MHC class I chain-related protein A/B) and dis-
ease-free survival (DFS) of patients with HER2" (human epidermal growth factor receptor 2) breast cancer tissue. Methods: Twenty six
cases of corresponding para-cancerous tissue and 100 cases of HER2" breast cancer tissue that preserved in wax at Zhengzhou People’s
Hospital Affiliated to Southern Medical University from January 2009 to June 2010 were collected for this study. Expression of MICA/
B in these tissue samples was detected by immunohistochemistry; and the relationship between MICA/B expression with clinicopatho-
logic features as well as DFS was analyzed with Kaplan-Meier survival curve. Results: The expression of MICA/B in adjacent para-
cancerous tissues was negative (0/26), however, it was highly positive in cancer tissues (92/100), and the percentage with high expres-
sion was 65%(65/100), the difference was significant (P<0.05). High MICA/B expression rate in stage I was significantly higher than
that in stage I[-1II (77.55% vs 52.94%, P<0.05), and the high expression rate in stage T1 was also significantly higher than that in stage
T2-T4 (75.00% vs 52.27%, P<0.05). High MICA/B expression rate in ER", PR" group (with positive number >1%) was significantly
lower than that in ER", PR group (ER:52.38% vs 74.14%,PR:51.35% vs 73.02%,all P<0.05). MICA/B expression was correlated with
clinical stages, the expression of ER, PR and tumor size (all P<0.05), but not associated with menopausal status, histological grade and
lymph node metastasis (all P>0.05). Over-expression of MICA/B was closely associated with much better 6-year DFS rate in patients
no matter with or without targeted therapy (the targeted group: 90.6% vs 72.2%; the untargeted group: 78.4% vs 58.8%, all P<0.05).
Conclusion: Over-expression of MICA/B in HER2" breast cancer tissue is closely related to DFS, which may be served as a potential

prognosis indicator for patients with HER2" breast cancer.
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A: HER2 (positive); B: ER (positive); C: PR (positive); D: Negative control
1 HER2,ER & PRJT‘HERZ BH’&?LE?EQH Arh oIz (><200)

A:High expression of MICA/B; B: Low expression of MICA/B; C: Negative control,
D: Negative expression in adjacent para-cancerous tissue
2 HER2PAMEFLBREZLE LA s MICA/B HIZFRIATEIL(x200)
Fig.2 Expression of MICA/B in HER? positive breast cancer tissues (x200)
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Tab.1 Relationship between MICA/B expression and clinico-

pathological features in HER2' breast cancer patients(n)

Clinicopathological MICA/B expression
features N High Low r
Age(t/a) 1.734 0.188
Pre-menopause 29 16 13
Post-menopause 71 49 22
T stage 5.594 0.018
T1 56 42 14
T2-T4 44 23 21
TNM stage 6.653 0.010
I 49 38 11
a-1v 51 27 24
Lymphatic metastasis 0.733 0.392
NO 40 28 12
NI1-N2 60 37 23
WHO grade 0.113  0.737
I-IT 52 33 19
I 48 32 16
PR 4.809 0.028
1% 37 19 18
<1% 63 46 17
ER 5.069 0.024
=21% 42 22 20
<1% 58 43 15
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Fig.3 Kaplan-Meier survival curves of HER?2 positive breast

cancer patients
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Tab.2 Cox univariate analysis of DFS for HER?2 positive breast cancer patients

Targeted treatment group

Untargeted treatment group

Index HR(95% CD P HR(95% CD P
MICA/B protein 0.379(0.247-0.695) 0.007 0.419(0.293-0.792) 0.021
Age(t/a) 1.032(0.735-1.869) 0.498 0.985(0.615-1.713) 0.398
TNM stage 2.157(1.037-3.915) 0.027 1.805(1.115-3.512) 0.043
T stage 2.320(1.345-5.112) 0.031 2.517(1.138-4.330) 0.042
WHO grade 1.040(0.837-1.825) 0.291 1.275(0.609-1.672) 0.084
Lymphatic metastasis 0.975(0.776-1.831) 0.091 1.004(0.835-1.732) 0.125
ER 1.785(1.371-3.007) 0.013 2.224(1.031-3.946) 0.024
PR 1.905(1.373-3.897) 0.021 1.578(1.113-2.975) 0.037
#<3 HER2PAM AR B E DFSHZE R Cox DR
Tab.3 Cox multivariable analysis of DFS for HER?2 positive breast cancer patients
Targeted patients group Untargeted treated group
tndex HR(95% CD P HR(95% CD P
MICA/B protein ~ 0.441(0.205-0.746) 0.001 0.535(0.324-0.898) 0.009
TNM stage 1.971(1.214-3.247) 0.003 2.124(1.087-4.923) 0.002
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