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[Abstract] Objective The aim of this study was to conduct a systematic review, and if possible meta
- analyses, of biological tumor markers described in neuroblastoma and to evaluate their clinical value for the
screening, diagnosis, prognosis, and monitoring of patients. Methods A well -defined, reproducible search
strategy was used to identify the relevant literatures from 1990 to February 2007 within Cochrane library and
the three on-line bibliographic databases Medline, Embase, Cancerlit. Results A total of 536 papers study-
ing the use of 208 different tumor markers in neuroblastoma were identified. Small sample sizes, poor statis-
tical reporting, large heterogeneity across studies, and publication bias limited meta-analysis to conduct but
the area of prognosis. There are 13 markers including MYCN, chromosome 1p, and multidrug resistance i-
dentified as potentially important prognostic tools. Conclusions This systematic review has identified some
general problems in particular poor and heterogeneous reporting across tumor marker studies up to now. The
review also highlighted some of the prognostic markers in neuroblastoma, which should be considered in fu-
ture research and need to conduct better clinical interpretation and enable more appropriate evidence-based
reviews in the future. In order to enable bigger sample sizes collaboration of cancer research groups is need-
ed, standardize methods of analysis and reporting is the most important methods and criteria during the col-
laboration.
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Koike. K Membrane—type matrix metalloproteinase—1 expression and activation of gelatinase A as

prognostic markers in advanced pediatric neuroblastoma.
BACKGROUND: Recently a novel membrane-type matrix metalloproteinase-1 (MT-MMP-1) was discovered to be a specific activator of

progelatinase A, and was correlated with tumor invasion. To the authors’ knowledge, no information regarding the expression of MT-
MMP-1 has been reported in childhood malignancies. In this study, the authors attempted to elucidate the specific mechanisms that
underlay the invasive behavior of neuroblastoma (NB) cells with respect to the expression of MT-MMP-1 and its determined prognostic
value, especially in pediatric patients with advanced Evans’ Stage IV NB. METHODS: Thirty specimens from surgically excised NB
(mainly Stage IV) were collected retrospectively. The total levels of progelatinase A (68 kilodaltons [kD]) and its activated form
(62 kD) in the tumor lysates were quantified by gelatin zymography. The expression of MT-MMP-1 was estimated by immunostaining with a
monoclonal antibody (113-5B7). RESULTS: Progelatinase A and the activated form were detected in each of the 30 specimens. The
gelatinase A activation ratio, 62 kD/(62 kD + 68 kD), strongly correlated with the high levels of MT-MMP-1 expression found in
specimens of advanced tumor stage. In the patients with advanced Stage IV NB, the activation ratio was strongly associated with
unfavorable clinical outcome; the 5-year survival was 88.9% in the patients with a low activation ratio (&It; or = 26%) versus only
21.2% in the patients with a high activation ratio (&gt;26%). CONCLUSIONS: Gelatinase A activation correlates with high expression of
MT-MMP-1 on NB cells and is associated strongly with advanced stage and poor clinical outcome. These results are consistent with the

notion that MT-MMP-1 expression is an important prognostic determinant of the biologic behavior of NB.

3. AP CHIT Combaret V.Bergeron C.Brejon S.Iacono I.Perol D.Negrier S.Puisieux A Protein chip array

profiling analysis of sera from neuroblastoma patients.
Neuroblastoma, the most common extracranial solid tumour in children, is characterised by highly heterogeneous clinical

behaviour; patients are stratified into risk categories according to a combination of clinical and biological markers. However,
identifying non—invasive prognostic markers predicting outcome independently from current risk-stratification features remains
critical for better disease monitoring. Using the SELDI-TOF-MS technology (surface-enhanced laser desorption/ionization time-of-
flight mass spectrometry), we found a serum biomarker that strongly correlates with prognosis in neuroblastoma patients. Subsequent
peptide mapping identified this biomarker as SAA protein. In support of this observation, high SAA levels were detected by ELISA in
the sera of patients with poor prognosis neuroblastoma. Based on this finding, promises and limitations of the approach are

discussed.

4. FALRSC 5L pbh3 155 A RIUnc SHATE #4128 BEAI M8 A= e R IR R ML 2008

AHFFEAGE BT SEUncH4 ] 1 B 5 FLAT AL U 36 1 P 10 0 2 A O b

B 28 A 3R T AT R Unc A, F63 (03 5 S 2 DR AT V6 SR AR R DO, 53 L LA TSR, 70 A A bl b i
BB M5 (7)o (EBURI EAAAENT , 413 okt 3 R /AT W VR PEDS3 22, T bR (D53 SR R £ K T V4 FLAT pB3 4 £
{19 1 109 1925 T R AR RN o TSR T-UncBAl G HEPE MBI p53 6 B IUTTFY, LU R BUS 53 S50 RIA T 45 46 Sig
7.

MR ZOATHURENR, R B PRS2 e, 135 S A ST B T 41 2 SR 20 AT USRI A IF S S IR Lo RO B2 AT 2% e R4 3
R S TR T R, T 2o AR D R B IAIE S R 724 30t — S 7 28 R ORI R AT 06 T AR A (0 B
el LEMARGR AR AR, UncHR e A ZEATNe trin- L8 11 50 WA K SR A6 7 AN AUBLAEIT . SML SRRSO, PR RAL L/, HLAAST
SEAMFINe trin- L2 A, TA0HE SEUnCBHAL DK (57 3634 15 S B R R R 4 ST AN S AR I 26 AN LR T, DT A A B S ) S O R 2. T
Zo RN Fp53IEIH (9 A« UncSHAJEDH 958 28 BNe tr i n- | DR I RF 8L 6T 180 T s IR 10 2 e, TEAED53. UncBHAJEIRZfE, HihINetrin-126 1
UL CEFR A 1 A o T IR 2 R B AT T PR A Un o SHA T (7R [ 5 30 7R T M43 T 7K P J6 o 2 R SR 010 2 2 R e L)
o R RACT AT BB AR AT 11005 T 2

ik

L R4



http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Sakakibara%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22M%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Koizumi%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22S%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Saikawa%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Y%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Wada%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22H%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Ichihara%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22T%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Sato%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22H%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Horita%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22S%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Mugishima%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22H%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Kaneko%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Y%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Koike%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22K%22+DBID%3aNSTL_QK
http://d.wanfangdata.com.cn/NSTLQK_NSTL_QKJJ021637499.aspx
http://d.wanfangdata.com.cn/NSTLQK_NSTL_QKJJ021637499.aspx
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Combaret+V%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Bergeron+C%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Brejon+S%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Iacono+I%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Perol+D%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Negrier+S%22+DBID%3aNSTL_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22Puisieux+A%22+DBID%3aNSTL_QK
http://d.wanfangdata.com.cn/NSTLQK_NSTL_QKJJ021048716.aspx
http://d.wanfangdata.com.cn/NSTLQK_NSTL_QKJJ021048716.aspx
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22%e7%8e%8b%e5%bc%98%22+DBID%3aWF_XW
http://d.wanfangdata.com.cn/Thesis_Y1300769.aspx

Iy IGRTORE: LIS R A2 REAN ISR CDNA,  JLr [ PEARZE BEANART56/], EvansiE T 1. THWIRIVSIYL, SPZEARRS 43, 8 H 5 e 2e BEam
Jusie2fl, Evanssr WEIDWAINVIY, FALEI T34, 7H . MRS R D REHEES FEDFRCDTS, BHSERIIA~142, T
AR, 18 o MRIAR AR AMIR A o FRAKIE T H ATt EL ORI T T 0 28 REAR IR AR AR, SR AT I RF & FUAA G4

2. RT-PCR: R FH e S S 45 W S (RT—PCR) 2 A6 32451 41 28 BEAT 8] c DNAKR AR 1 Un e 5HA K 5 [A] R M) Unc 5SH1-3 (FmRNAEA T 21 52 BRI, LAYID
WARAUNCEHE IR I R A 20 BEAN AR P IR AR B2 bR AT L 35 16451 RAE A28 REANHOIRT L 16450 M I 20 REAR MOS8 LLGAPDHON Py 22 i

3 PENE RSN PCR: 11881 J5UR AR REANMUIRT bR A CONA T 1 465 56 Bfte A8 BRUE IIZRE o Bl s 2 R R 8 RVRFIAE S 23 530 I N 38 5 SG 1 s f
PCR 5 W P EA T SE I PCRYT AR I o AGH I 25 SRAUEAT bl i 22 22 BT ) % UncBHABRUncBH 1/ 3HEHIREAT 5 fik o

4. Kaplan-Meier EA7MHT: 45 IR YR B UncBHATE R — B th A AT AE 47 00T

T SR Ay

I IR NE RRRVEU20S K SAOS24H s Z 7EDMEM: FRl P15 5, s 40 i 3R H1299 J2 N\ Ah 8 BEAH o Jd 40 g 22 SH-SYSY 2 7ERPMI 164085 7R3 1
Figko RFRAEPEAT10 % AR RIS, 50U/ml 87 3% Je50 u g/mlBERE 3% MEAERT'C . 5% COZ TPk BE (MR FRA h Be 9%, i v 2 B IR &
4380 % AL B AT 900 o LI T BE V(I ) BEFH £ 9K 1 1 mol /LI 2 32 1A A S 15 77 SR AL i

2. FRiF G SRR FAALipofectamine2000: G YA, EH129940 [ v % Y4 A p53 Bk sl JE 45 FOkL:  CEU20SAM I 4% %4 A s i RNADS 3 KL 4%
JEORL; EH1 29940 M e APGL3-p534k 5 X ORI MIpS3 JTTHE, 4 By )y 10: 2 MAAH D Yk A Ui W A2 R

3y AIMLAEAESHT: KFU20S. H1299 FeSH-SYSY4H LA X 103N/ LA ARl T-96 LA, MERER T, AR5 358 T2RIEL wmol /LB Rz o 7EFT
FFRAETLE SRR TP, AT w LR, E3T CREIRMIN SN 1hr, SRISBNEIFRX,  B570nmd% K R (#0. D. .

4. RT-PCR: ZMUAFIGALII 7k, 75 Seuedn i il idRnessy Mini Kit4EICARNA, FEFHBEHLE 1 4H SuperSeript 1% e EIcDNA. £ PCRY™ 1Y
I3 RERA I H LD 57K o PCRY™HE )28 1. 5 % BRI RE I vk 7y B 5, FR 2B .

5. AT (Western-blotting) : WCAEANMILEvA | X PRSI Vi /5 /1 SDSAN B4 i 4% o P P 2 AL S ol o2 2 A9k T2, ML AR (& e 4
N BARIBINEE T 10 2% SDSTR M E NG Ik 43 B0, HEA8 EPVDRIBE,  JH70. 3% IR - W (0 TBS Asf RIS S B, 20 N oo ik s i A i the, DRI, JF
FAHR. “Hi/EH, fEECLRZ WA,

6. TEREMESIH: ZEU20SHIHL 29940 iy b % Y N\ 23 TR (peDNA3) B Unc t 5HARIA JTORE (peDNA3-Unc t5H4) 48/ J, 1400 1w g/ml GAL8[KI% IR FEHEAT
VARG, T2 PG emsa ittt Wk TEREHH o

7. SOCHEBGRNNE: HI29940 I LL5 X 1044H i / LI T 129LA P W BE T A . e ek R L% 100ng PGL3-J3 515k, p53-RE1, p53-RE2, p53-
RE3J¢p53-RE4, 10ng Renillas¢)t s Mbnic 4544 5 25ng p53-flagdik Fiki. & — (e 4 i & i B A 510ng, AN Ak hpeDNASITURIIFTTE, %4448/
IR, RN 12 X 5 e A AR G AT 5 MR M R, RSB IR S IO A i

8. Yt G TIVE AI TR {EH1 29940 L ¥ Yy 2 IOR sl p 3R IK JTRE, - % Yo/ NI J A ILAE 3T C 4 555 1 % M (R 5 33000 A T8 R S, #48)
ST IR G €80 J5 i 7 4 T 3 A S B4 KB R 200-800 AR 1 J B, 1 B A8 R WA TR / £ 0 BT A B JIE Wi o A S SR I RS LA 16 LI L S 2 A
FH B 5w BB SHUARIEA T TR . UM A 100 u 19EHR4R (451 % SDSRI ImMBRFRAUAN) VEHE o FHE A T A 0 AE R A IR/ B 1 A I 4265 °C A/ NI 451
TR, A C R B A RGEK AR L/ . RETIQIAqui ckPCRAEAKAR I (Qiagen) 4liAk L FIZIDNA.

9. VLA AN AR YA T e YT LR # 3SAOS24M L, ST 1w g/ml ADRALFEAS/NI, WCHEAL R IFAIMAE A P4 AN, PBSHTUE, —20°C 70%
K e, #V% Tphosphate—citrated{™, ZURME 15408, Propidium IodidoffifDNAZL (S, F£10 1 g/ml Rnase AFWGHIRNARGAEF, W54b S N304
Al A A SRS 00 40 JRUDNA 5 45t 3 2 1 Ce 11 Quess t K 1 b R A o

SR

— AT

1+ UncBHATE REPEANEZR REAN MO FAT R 223k I FIRT-PCRYZTE 1645 K4l 2 REAT R DNAJT 1651 S 4o 22 R 41 a9 e DNA RS Un SHER e e 5% 11 ek
R BRUnCBH L/ 3 /437 [ PR 26 BEAR ISR DA R IR (R mT 8, I 11881 JEU 41 28 RE AR i J88 cDNAF EAT 5% 5 5 i S PCRASIN - 45 L 1 7 Unc5HAE [
PEANZE RN IR AR A A 22 R AN R T AT Rk, MY RSV EE X M Une5H/ 3 oL R ik 22 31 o

2. ER PR BEAN R P Unc SHATR 23K 5 KRR TG ARG : (6 LI8GANZ BEAI MBI AR LAD,  WMES6MI, P2 AE I 043, 8, Ttk 2 fE
AfIRIIL62M, SFIAAFIINIY34. TH, Gk FAFLER, WiUnc5HAFIE 5K AAE B DA G o

3 FESGIE L ATMYCONY™ 34 (¥ 28 BEARFIRT 17, UncSHAR) i Ak 5 R S L KOUII R TR AH DG [RDRE &5 10 7 M ol 20 R0 KR SO MYCN™ 34 211 4o 2 R4 i
IR L AP SR B Une SHAZE 5 KW TG AR G o i WIUCSHAE — AN 28 BRI MIRT (1 00/ 5 7 SE IR

T SR Ay

1+ UncBHATE 41 A5 128 BRI MR 40 M A 12 YEU20S41 Y 55 S SH-SYSY I SR AN, UncB5HAI Feik g i Al & AL T,

2. UncBHAMZHRERO T IE 7 1ps3 LRI T k. 7ERTRE 3 A 3 (MDNASRG R Ty, H129940 1 p534ik, MIEARE SUncSHA Rk HARE T T e
TERGIkD 17 15 p53 L fEMU20S AN S 8 fE S Bl . LA, FEU20SAIML o i Bt 53 3 AT (1) 2 325 DU BELIKTE 7 Bl 45 35 -7 T2 Dy i AUnc SHAK) Py PE Rk

3+ UnchH4JEp53 I s HARIEIN . £EUncBHAN & 1 LR 1 R ILAINIESE T p534s &0 4 I A74E

shig:

+ UncBHAYE KA 28 REAN R 1 A7 i TP 20 R A0 R o i 2k o

+ FhUncBHAZE I 54025 REAN R 11 K TR AR G .

+ UncBHAJE B Y [ 46 28 REAR L J6g T9f s HE Ao

+ UncSHAWS Shs REAN MR AN MR T, e o A MO T 113 1p53 1
+ Unc5H4 i p53 15 £z (1 sl [y KL 1A o

5 iF SCER (145)

L FoRT ik, AR REEHL OB JE T S [y Ui 28 R A0 IR IR 2 TR0 4 RS 00 B ek R S DI 038 3] = i

RN LM 2008 (2)

[SITNEOCIN R

A http://d. wanfangdata. com. cn/Periodical lcxewkzz200801002. aspx
FAUEH]: R REIMTE Bt (ennzsfxy) , AT : 6131588-4970-41e1-be85-9ed30126b4c2
NARIR]: 20114F4 28 H



http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22%e9%99%88%e6%96%b0%e8%ae%a9%22+DBID%3aWF_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22%e7%8e%8b%e5%ae%b6%e7%a5%a5%22+DBID%3aWF_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22%e4%bd%99%e6%8d%b7%e5%87%af%22+DBID%3aWF_QK
http://s.wanfangdata.com.cn/Paper.aspx?q=Creator%3a%22%e9%83%91%e6%a0%91%22+DBID%3aWF_QK
http://d.wanfangdata.com.cn/Periodical_lcxewkzz200801002.aspx
http://c.wanfangdata.com.cn/periodical-lcxewkzz.aspx
http://c.wanfangdata.com.cn/periodical-lcxewkzz.aspx
http://d.wanfangdata.com.cn/Periodical_lcxewkzz200801002.aspx

