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clinD3 2% 3k (14 A1 5 P46 56 0 5 2 1 HLOA TE AR 56 v e 43 3100k 0.332.0.377.0.308 (P ¥
0.000), CyclinD1 Ik 235 M1 5 22 35 83 10 rp (7 2 A7 1 T B2, TTHE T2 22 5 (P=0.264 ) ;
CyclinD3 Ik 335 [B 3 A h A AR AR IR g Rk H I AR K, 2 R A G238 L (P=0.001),
[453£ ] CyclinD1 Al CyclinD3 315 A fig 15 NSCLC % 441 3¢, fHAE NSCLC % & 15 54 §% % W4k
A EEAT R CyelinD3 & EEAEF , TR R ITAG NSCLC Bt W47 R KBS 5%
EiE e

FE AR L, BN ; CyclinD1; CyelinD3 5 f2 3% 40 24k 2%
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Expressions of CyclinD1 and CyclinD3 in Non-small Cell

Lung Cancer Patients and Their Significance
XIA Jing-hua, LI Wei-miao, WANG Xue-jiao,et al.
(Tangdu Hospital ,PLA Fourth Military Medical University ,Xi’an 710038, China)

Abstract ; [ Objective ] To investigate the expressions of CyclinD1 and CyclinD3 in non-small cell
lung cancer(NSCLC) and their significance. [ Methods ] The expressions of CyclinD3 and CyclinD1
in 271 cases with NSCLC and corresponding normal tissues were detected by immunohistochemi-

cal method ,and their correlation with clinicopathological features was analyzed. [Results] Posi-
tive staining of CyclinD1 and CyclinD3 was observed in cytoplasm and nucleus,and the expres-
sion of CyclinD3 was higher than that of CyclinD1 in the same case. The positive expression rates
of the CyclinD1 and CyclinD3 proteins in NSCLC were significantly higher than those in the cor-
responding normal tissue (P=0.000). The expressions of CyclinD1 and CyclinD3 were not signifi-
cantly correlated with gender, age , smoking history, tumor size ,location and pathological classifica-
tion(P>0.05). There were no significant differences in CyclinD1 expression(P=0.102,P=0.987, P=
0.827),but were significant differences in CyclinD3 expression (P=0.001, P=0.002, P=0.011) among
NSCLCs with different pathological grades,clinical stages and lymph node metastasis. The protein
expression levels of CyclinD1 were positively correlated with those of CyclinD3 in NSCLC, adeno-
carcinoma and squamous cell carcinoma(r=0.332,r=0.377,1=0.308 ;all P=0.000). The median sur-
vival time of patients with low expression of CyclinDlwas not different to patients with high ex-
pression level (P=0.2640). The patients with higher expression CyclinD3 had shorter survival time
compared with those with lower expression patients (P=0.0005). [Conclusion] The expression of
CyclinD1 and CyclinD3 might be associated with the occurrence,development and metastasis of
NSCLC, which can be used to evaluate the malignant behavior and prognosis of NSCLC.

Subject words :non-small cell lung cancer;CyclinD1 ;CyclinD3 ; immunohistochemistry
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Jit 9 2 ™ A N SIS A R % M R 2 —
HEREREE KR ZMyTFE SRS, 2—12
PRI | 22 2 U 3 A o 200 ] 300 2 80 7 Jie g 1) o A
Jesd AR A O EAE A, Hrh A A A D
(CyclinD) & J7 3 G/S e e gy H 2R % I 1, Bk
S5 Z R0 MR i kAR R EAR G, CyelinD1 J2 H T
W5 fie 22 9 40 M J 300 2 1, 2 0E S92 — ol Jir s L R
HOEPR 25k M) fe S0 5 00 BL9E D A e
I >0 LMRER AR 22 i R 1 AR R SR VAR G [
WA T CyelinD1 i £ ik 5200 NSCLC 5 2 A
B 5 {0 CyclinD1 5 NSCLC W5 5% & (1 #F 57 45
RRGE 4 — O SEARR , CyclinD3 114 2 P8 76 i I
9 2k A v Y A P Bk B A2 B T ORIE S E R A,
JCA R st A% 2 IR DR 2 A AR 22 U R — A
FIAF 5T A5 . Usuda 28598 4D CyclinD3 7]
A& 5 NSCLC & AR 5 T 2 A MR 4510 MAEAE
4L, AR SCKE I NSCLC H CyelinD1 1 CyclinD3
FHFL, HFHE NSCLC &4 K J& % V1M E
CyclinD K FJ & ) 115 A s 4 32 L3584 4l

1 #REHZE

1.1 FRASRIE

4 2006 4F 3 A F 2011 4F 12 A B0 % E K
= JEHB s Bt W v SR BT R UIBR 19 NSCLC 20 2 & 9
FEE AL 271 ], e 40U HCA 55 Sem
PLb U B AG A R IE W R S I Z . i R R
REBIARIEZ AT | BT MO ia Ty . Hoh Bk
204 i, &Pk 67 B, AF 1% 30~81 %, AR L 61 % ;
4G WHO 021225038 439, Idia 115 1) (i 1k 9
i, 44k 83 Bl A 434k 23 i), 98 156 191 (5 4
k6 i, rh 434k 102 B AR5 fk 9 48 1) ; 47 bk EL 45
A 149 0] Jok L A5 A 122 ) AR 48 = PRt
FE R B (UICC) i TNM 2 145 e, T 491 69 1 | 11 11
101 41 T 357 98 51 IV 3 9], ASHF 5% £ 1k 45 )Y 42
B K2 AR I AR B2 O s b e, T AR Bk
HRJE¥WEZLE B maERES,
1.2 & #

EnVision™ 5 25 ¥ 4 2 40 AL R & B 7 48 %
K23 7] DAKO 77 il o CyclinD1 & FIHT1A A GeneTex
T Ak BUEPEPUIA | CyelinD3 2 H BT R Cell Sig-
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1.4 SitFameE
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225381, CyelinD1 CyclinD3 7E NSCLC 41 21 F1 1E %
N4 Ik 1 22 5P T Wilcoxon(W) R 56 ; 76 21 41
FRAPRY U R L RS b ) e K 25 4 ] Mann-
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S p it 263K 22 2 Kruskal-Wallis H B A6 56
W 2238 A B C R Spearman FRAHCA %, DA or
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Note:a,d:adenocarcinoma(Envision x400); b, e:squamous carcinoma(Envision x400); a,b:CyclinD1 positive expression;
d,e:CyclinD3 positive expression; c:CyclinD3 negative expression in normal tissues(Envision x200); f:blank(Envision x200).

Figure 1 Expressions of CyclinD1 and CyclinD3 in NSCLC tissues

20 o A AR A I 2L CyclinD3 YL sk +
CyclinD1(Figure 1), CyclinD1 #1 CyclinD3 #£ NSCLC
HBH MR 518 66.05% (179/271) .86.34%(234/271),
AR IE H A S P R O3 ) 2 4.05% (11/271)
12.55% (34/271) ; CyclinD1 CyclinD3 7E I % | 5
H B2 5h 66.09%(76/115) 91.30%(105/115) |
66.03% (103/156) .82.69% (129/156) , 11 )i 1E # £H 21
BHPE R 2 B & 4.35% (5/115) .9.52% (10/115) .
3.84% (6/156) 15.38% (24/156) , % 45 it 2% 7y #r ,
CyclinD1 #1 CyclinD3 75 fili 5 2H 23 F1 1E & 2H 21 h &

IR EA B EMEE S PR 0.000(Table 1.2),
2.2 CyclinD1,CyclinD3 7E NSCLC I K5 5 A
RIEMERM

CyclinD1 CyclinD3 FiE7EAN[RIPE I A 1  W AR
AN NS S A B B i TR I L 5 b e5 e e o =
5 (P#5>0.05) ; 7N A1 B R 4L 1], CyelinD1 %35
LG 1242 5 (P=0.102) , 1fi CyclinD3 Fik 2 F
i3 (P=0.000) ; 7£ NSCLC IIfi K TNM 4331 21+ , Cy-
clinD1 () 3k J6 2% 5% (P=0.987) , CyclinD3 ) £ ik
2P (P=0.002); TEMKE5HER 5 R A

Table 1 Expression of CyclinD1 in tumor tissues and normal tissues

Normal NSCLC Adenocarcinoma Squamous cell carcinoma
tissues - 4+ 44+ Total VA P -+ 4+ Total 7 P -  + 4+ Total 7 P
- 92 151 17 260 39 66 110 53 8 12 150

—-12.840 0.000 -8.468 0.000 -9.672 0.000
+ 0 0 11 11 0 o0 5 0O 0 6 6
Total 92 151 28 271 39 66 10 115 53 85 18 156

Table 2 Expression of CyclinD3 in tumor tissues and normal tissues

Normal NSCLC Adenocarcinoma Squamous cell carcinoma
tissues - 4+ ++ +++ Total Z P - + ++ +++ Total Z P - + ++ +++ Total Z P
- 36 92 103 6 237 10 43 48 105 26 49 55 2 132

+ 1 4 27 1 33 -13699 0000 0 1 9 10 -9.184 0.000 1 3 18 1 23 -10.186 0.000
++ 00 1 0 1 0 0 O 0 0 0 1 O 1

Total 37 96 131 7 271 10 44 57 115 27 52 74 3 156
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1, CyelinD1 (9335 6 2% M (P=0.827) ,CyclinD3 % %k r 43 512 0.332.0.377.0.308 (P ¥ % 0.000), HJl

K 2% S0 2 (P=0.011)(Table 3), HAEAEIE A JCE (Table 4) .
2.3 CyclinD1 # CyclinD3 £ NSCLC AL/ HER X 2.4 CyclinD1 #A CyclinD3 FiZ#EE 5 NSCLC £&
L X R EGFSW

2¢ Spearman FkAHOCKS 50 , 76 5. NSCLC | B i | % 28 film # ik CyclinD1 # NSCLC &%, A

FE 20 CyelinD1 # CyclinD3 85 R IABRAHOCR A7 I | 2 23 4> J,243 # ik % 35 CyclinD1 1)

Table 3 Expressions of CyclinD1 and CyclinD3 in different features of NSCLC

CyclinD1 CyclinD3
Groups N
- + ++ 71 P - + ++ Zh? P
Gender
Male 204 71 113 20 30 76 95 3
-0.625 0.532 -1.896  0.058
Male 67 21 38 8 7 20 36 4
Age(years)
<61 139 46 82 11 20 52 66 1
-0.274  0.784 -1.144  0.253
>61 132 46 69 17 17 44 65 6
Smoking
Yes 173 56 97 20 0274 0784 27 64 79 3 1792 0.073
No 98 36 54 8 ' ’ 10 32 52 4 ’ ’
Tumor size(cm)
<5 139 50 81 8 13 60 63 3
-1.593  0.111 -0.315  0.753
>5 132 42 70 20 24 36 68 4
Tumor position
Periphery type 94 29 56 9 0532 0.594 9 31 52 2 1637 0.102
Central type 177 63 95 19 ' ’ 28 65 79 5 ’ '
Pathological types
Adenocarcinoma 115 39 66 10 10 44 57 4
i -0289 0.773 -1.244  0.214
Squamous cell carcinoma 156 53 85 18 27 52 74 3
Differentiation grade
High 15 9 5 1 7 7 1 0
Middle 185 59 112 14 4574  0.102 24 74 83 4 26382 <0.001
Low 71 24 34 13 6 15 47 3
TNM stages
| 69 23 41 5 6 32 29 2
101 1 2 41 2
I 0 33 o8 0 0.136  0.987 > 33 14.575  0.002
I 98 35 50 13 6 31 58 3
v 3 1 2 0 0 0 3 0
Lymph node metastasis
Yes 149 55 74 20 20 42 80 7
-0.219  0.827 -2555  0.011
No 122 37 77 8 17 54 51 0

Table 4 Relationship of CyclinD1 and CyclinD3 expressions in NSCLC,adenocarcinoma and squamous cell
carcinoma tissues

CyclinD3
CyclinD1 NSCLC Adenocarcinoma Squamous cell carcinoma
N - + 4+ T P N - + ++ +++ p N - + ++ +++ P
- 92 24 39 29 O 39 7 21 11 O 53 17 18 18 0
+ 151 10 52 87 2 0.332 0000 66 2 21 41 2 0377 0.000 8 & 31 46 0 0.308 0.000
++ 28 3 5 15 5 10 1 2 5 2 18 2 3 10 3
Total 271 37 96 131 7 115 10 44 57 4 156 27 52 74 3
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Figure 2 Relationship between CyclinD1 and CyclinD3 expressions and survival of NSCLC patients

NSCLC &3, i A AEmf B 25 A~ H P o 4
FERF AT, JE g1t 2% 22 57 (P=0.264) ; 138 fil & 3R ik
CyclinD3 (1§ NSCLC &% , P AL AE AT E 2 19 S H
133 ik #R ik CyclinD3 9 NSCLC & # , i A f7 i
[ 4 39 4~ H ik %3k CyclinD3 i NSCLC & 5=
3k CyclinD3 # A7 i 7] W 0 48 K, HoA Gt 2%
# 5 (P=0.001) (Figure 2)

3o #

20 A 390 2 O UE 0 B AT A i T Bl Y A it
i, 4 S 1 2 A (Cyelin) & — 28 X0 40 fifg Ji) HA A O it
P RME A, CUESE CyclinD 76 IR 09 & 9
EEEMEH, A=W A . CyclinD1 CyclinD2 Al
CyclinD3, CyclinD1 1 CyclinD3 43 %] fi 295 4~ Al
292 N FERRALN A 53.1%~63.5% ) HE R 5¢
SR, EL A B AR ik 57 SO B RD 7S 0 T BE S0
CyclinD1 F1 CyclinD3 7£ 7~ [w] 2H 2R 40 Jifd v 52 B &
RS, Ya 52RO & BLTE B ot %Gk Cy-
clinD1 59 B A { TE 5CHE {0 CyclinD3 i £k H 5
AT R AE A A OGP . HAT, CyelinD1 il Cy-
clinD3 7 NSCLC A& A= & J& v iy /5 I i R W1 aff , A% S
IO A 2 20 24k 2 vk o AT A,y B HAE
NSCLC Hi9EH .

ARMEFE 271 ] NSCLC 4141 CyclinD1 23k fHE
FH 66.05% , 5 C A WE 2 G BOEF AL
4.05%W B w, BASIEES, #2R CyclinD1 /&
NSCLC 4 ZUHUAH B IF # 48U 25 7 & 1, CyelinD1
Al 8 5 NSCLC 9 & £ M % . CyclinD1 3£ ik 7
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NSCLC £l R L el h ¥ e gt it2= 22 5, B Cy-
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W AR B TNM 43 30 00 18 v i b o, BLAT Ik 0 25 4 RS 1ip
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5 NSCLC 1 % e A H K |, Betticher 46 L # 1 Cy-
clinD1 id F ik J& NSCLC &4 i — A5 4r FFi 4k,

CyclinD3 7£ NSCLC 4 21 1 3% 35 (19 FHPE % R
86.34% , 55 1E W 4141 (12.55% ) B B & , B AT Geil2#
25, 8 CyclinD3 J& NSCLC 44U B 1E # 41
24U 25 5 8 A, CycelinD3 1] 88 5 NSCLC 19 & 4= M
5%, CyclinD3 Fik7E NSCLC B & ARMES] AERE %
N NN PR VA W& o i RS ER S B W
T2 5% H CyclinD3 35 5 I PR AR AR
ANAH G AENRG FRL I3 G A v AR 434k 20 i v 33K % B
FEEE W, B CyclinD3 78 NSCLC %) 2 35 3 J 15 41
JfL o A AR B B R DG B B 4278 CyelinD3 5 &35 Al
AEfE #E NSCLC 4Hi 134 58 5 434k . ZEIE R TNM 43 1]
B8], CyclinD3 & 1k 1) BH 14 5 5 B I R TNM 4339 (1 3%
T 3R 5, 0F — 25 LB CyclinD3 #8535 1] fig 24 iF
NSCLC 4 g5, vl e 42 v 4l i 1R 2 556 %
7E NSCLC 42Uk W 4556 % 40 CyelinD3 &3k 4
RN BE P 5o B AR RS A Wy, S — 2 U Cy-
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