-472- RBRANLSMEIZE 2019 4 6 A% 18 %5 6 8 J Clin Ped Sur, June 2019, Vol.18, No.6 ||| || |

»JLE R -

CDCS L 38 X6 #ft 2215 248 JY0 A s PR % T
PEAG R X

!

(#Z] B8 i) CDCSL e P 2 BE 4098 (neuroblastoma , NB ) o) 323K J % Lk R A LIS
R, ik P 4 4k (immunohistochemistry , THC) Az 25 [ % 2% 1 305 ( Western blot, WB) £ il

CDCSL r 4 22 Bl 2 Mg s LI 0 2 b (9 3238 AR IR JR LM 0 AR 2 45 A B RE R ) 98 1 IR 3 10
(INSS) SER L7325 i 8 /5 12 BT Shimada 5 B 7328 J NSE LDH J& 15 1E 8 £ 47 70 41, e 4 vh
CDCSL 19352 5% , T H Kaplan-Meier 71 Cox I51J-143§7 CDCSL. #5541 A G 2410 26 B AN 2
RS2, S5 THC B, 62 {3l 4 28 B 4f i I il AR AS o, CDCSL 3 3R 3k SRR Gk & 31 4
(50% ) ,CDCSL = ZEAE A IAZ N2k ; THC J WB ¥ 578 CDCSL 78 2 B 40 e v 22 525 i 115 4 il
P2 BE A 29 ( ganglioneuroblastoma ,GNB) , NB I GNB f4 42 I T 5L 4l 22 0 4 0, v] 75 B R B 4
FESFAS AN T 40400 s AN Z AL AE T NB %8¢ GNB 434k 22, T ME PR T i, 3 — 204347t CDCSL £ NB &
DU PR FRARRAIE 22 [ 19 2 508 25 S A g By s Vi 0 5 T R ¥RV 2 CDCS L g 2R3 1) LU A9 T ey, 22
FAHGERE (X =5.833,P=0.016) ; CDCSL £ I A4 9 11 ~ IV i g 2k e flids + 1 ~ 1A
IV - S, 22 AT G T# 8 L (x* =11.328,P =0.001) ; CDCSL 5335 LI/ MYCN #4541 5 F MY-
CN HEYH21 (P =0.038) s fGfa B4 g, B M L rh CDCSL 3 3k 8 14 L4 b fa AN A L
=9.378,P =0.002 ) ;Shimada Jig #L/32 vh R R 2H 22 R R AT 2H 528 CDCSL 23k 3 i 11 L 441
HE (¢ =7.839,P =0.005) ;NSE I 204 NSE 1EH# 40 CDCSL 23448 w5 1y Ho il 58 % (P = 0. 035 ) ; LDH
=587 U/L % LDH <587 U/L 45 0 5 Ho A iy CDCSL 38 1k 8 5, 25 S5 G126 78 X (4 = 5. 547, P =
0.019) . Kaplan-Meier A= {743 MR CDCSL £ A4 3 AEA7 10K (48.8% vs. 88.0% )T+ CDCSL %
TR, ZRAGI R (P =0.002) , FAZR Cox [0 Hr A& B CDCSL #5335 (HR =4.734,95%
CI:1.590 ~14.091) |l P& 73 391 4 I A IV H) (HR = 7. 444 ,95% CI:2. 187 ~25.339) 35 fE IR 25 (HR =
2.749,95% CI;1.454 ~5.194) Shimada JKF UFH £ ( HR =4.098,95% CI.1.493 ~11.250) ¥ /2 NB &
LTS fa s F 2 o HRE#E—PZ R K Cox MIHAMHI A FRRRBEA LI 257 (P>0.05) 4
i CDCSL IR AT AN 8 LTS fa e IR 3R AN R B Y % e s 25 40 I e A g i) — Bk, B
AEAEAI T IR IR CDCSL S b 2RI IR A 2%, Rt CDCSL AT AR Sy ¥ 7 1 S 7 it 28 B 240 B e 28 LR
ARG A R BRI bR S T8 19 3 TR W)

[X@iR] bR ; CDCSL; R, Se R WG, JL#E

[hE4SZES] R729 R392.7

Expression of CDCSL in neuroblastoma and its clinical and prognostic significance. Cai Yuanxia, Wu
Zhixiang ,Wang Yi, Wu Yeming. Department of Pediatric Surgery, Affiliated Xinhua Hospital, Shanghai Jiao
Tong University School of Medicine, Shanghai 200092, China. Corresponding author; Wu Yeming, Email ;
wuyeming@ xinhuamed. com. cn

[ Abstract] Objective To explore the expression of CDC5L and its influence on clinicopathological char-

DOI:10.3969/]. issn. 1671-6353.2019. 06. 008
WA FK AR IE S (545 :81572918) 5 H 5K [ AR FHE L4
(%5 :81874234) s [ 5 { AP R (45 :81672488 ) ; L it 1l it W 3
Rl (455 : 16QA1402900 ) 5 A5 M I i P B 2 e R AT A 5 HE S T (44 5 -

SZYJTD201706)
VB BRAL: I I 588 R 27 15 25 B B I 7 A 2 Bie /N LA BE (g,
200092)

BIS1EE : ZMEW , Email ; wuyeming@ xinhuamed. com. cn



I 5 s RiEE 20194 6 A% 18 %% 6 88 J Clin Ped Sur, June 2019, Vol. 18, No.6 -473-

acteristics in children of neuroblastoma (NB). Methods The expression of CDC5L was detected by immuno-
histochemistry (THC) and Western blot (WB) in 62 NB specimens. They were divided into several groups ac-
cording to gender,age , metastasis of bone marrow , tumor clinical stage (INSS) ,risk rating, pathological diagno-
sis, Shimada pathological classification and the results of lactate dehydrogenase (LDH) and neuron specific
enolase (NSE). Then the difference of CDC5L expression between groups was analyzed by chi-square test. We
also analyzed the overall survival rate between low and high CDCSL expression groups in 50 NB patients with
complete follow-up data using Kaplan-Meier and COX regression. Results Immunohistochemical staining
showed that CDC5L was predominantly located at nucleus of NB cells. Both high and low expressions of CDC5SL
were detected in 31/62 NB patients (50% ). Both THC and WB showed that CDC5L was more strongly ex-
pressed in NB than ganglioneuroblastoma ( GNB). Both NB and GNB were derived from neural crest cells,
might arise in adrenal medulla or anywhere along paraspinal sympathetic ganglia while NB was less differentia-
ted and more malignant; We further analyzed the relationship between CDCSL expression and other clinicopath-
ological characteristics. It was found that CDCSL expression level was higher in bone marrow infiltration group
than that in non-infiltration group (}* =5.833,P =0.016). The expression of CDC5L was higher in stage Il
— 1V cases than that in stage 1 — [[/IV —S cases (y* =11.328,P=0.001). Overexpression of CDC5L was
usually accompanied by a frequent amplification of MYCN and amplification status of MYCN was different be-
tween high and low expression groups of CDC5L (P =0.038) ; CDC5L was more abundant in high-risk group
than in low/intermediate-risk group (y* =9.378,P =0.002). According to the pathological classification of
Shimada , unfavorable histologic category (UFH) cases had a higher expression of CDC5L than favorable histo-
logic category cases () =7.839,P =0.005). The expression of CDC5L was higher in NSE-elevated group
than that in NSE-normal group (P =0.035). Cases with LDH=587 U/L had a higher expression of CDCSL
(x* =5.547,P =0.019). Both Kaplan-Meier (P =0.002) and COX regression ( HR =4.734,95% CI;1. 590
—14.091) showed that overexpression of CDCSL had a poor clinical prognosis. In addition, higher clinical
stage (HR =7.444,95% CI.2. 187 —25.339) , high-risk state (HR =2.749,95% CI.1.454 —5.194) and
pathological UFH type (HR =4.098,95% CI:1.493 - 11.250) were associated with worse clinical outcomes.
However,when the above factors were further analyzed by COX multivariate regression,no statistical difference
was observed. Conclusion A high expression of CDCSL is highly consistent with prognostic risk factors, ad-
verse pathological types and elevated tumor markers. Kaplan-Meier curves also shows that low CDCSL group
has longer survival time than high CDCSL group. Therefore CDCSL may be used as a potential molecular mark-
er of poor prognosis,poor pathological type and elevation of tumor makers in NB children.
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Table 2  Correlation between CDCS5L expression and clinicopathological characteristics in NB patients[ n( % ) ]

AILFFE 1% [EESu A4 X a PA{H
w v 15(65.50
BEEE Tin W e o
e B T 65,02 2505099
L e g 12345
S T T 50 :
FESE oo m s a7




-476- BRI JLSMEIZE R 2019 £ 6 A& 18 %5 6 # J Clin Ped Sur, June 2019,
b3k
LR o145 [E St KA X 18 P{H
Shimada FH 33 11(33.33) 22(66.67)
7.839 0.005
o B 4315 UFH 29 20(68.97) 9(31.03)
EH# 4 0(0.00) 4(100.00) .
NSE X 45 27(60.00) 18(40.00) - 0.035
LDHCUL <587 28 11(39.29) 17(60.71) S s 0,010
(/L) =587 22 16(72.73) 6(27.27) : :
" fa b s 34 11(32.35) 23(67.65)
feR e = 28 20(71.43) 8(28.57) 9.378 0002
% Fisher K& A A R 1k
P CDCSL ik & NB LA A K11 & B 5T, kI EaR R TS it242 225 (P >0.05) ,

B

TEAS BT TRY I PR 8 40 00 B e By P 45
B 1 LI AR R 1005 PR b CDCSL i 23k He A7l
B 0, 3 B /R CDCSL j 65kl REXT i LTS A
R, X 50 FlRE (5 S 768 1 L — 21T Kap-
lan-Meier A= 77264341, & B CDCSL & ik i) L
3 AEA7IE (48, 8% vs. 88.0% ) W] A% F CDCSL %
FRMEIL(P=0.002),

FLPRER Cox [H1IH 50 #7 & Bl CDCSL 5 35 (HR
=4.734 ,95% CI:1.590 ~14.091) Ilfi &5 H9 >4 T A1
IV ( HR =7. 444 ,95% CI.2. 187 ~25.339) & faik
(HR =2.749,95% CI:1.454 ~5.194) Shimada &
¥ UFH %I ( HR =4.098 ,95% CI:1.493 ~11.250) 3y
SEBILTUGMfER R R, HEiF—2ZHZE Cox 7]

3.

Lo CDCSL
’ _CDCSLAE
_mCDCSLES
——CDCSLAE-Z%
0.8 ~+CDCSLE-Msk
E]
E 0.6
Lyl
=
e
B 04
0.2
0.0
0 10 20 30 40

FARIFAAIE (F)
3 CDCSL7E NB (Ll AHIEA i SA AR HLR

Fig.3 Comparison of overall survival rate between high and low

expression of cdc5! in children with NB

&3 CDCSL ik R SE R 70 94 A Shimada g L7y RIS NB B LSET-HY BRI R FIZ IR Cox [mlF 7347
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