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BEHREEICBITATIA LTy — 3DERFHEIEL
BIZFEIBORN

SUURREEIMESEFRAHES B (R | I THESID)
w o0 #® W

94 L+ 7% —3 (decoy receptor 3, DcR3) 1, MEBEIERT [tumor necrosis factor (TNF)] SEE7rIU—ICEL, M
BRI BV TIEERIC DRI DBETHIRELRO S Z EFMLN TS, 2 DMETEW L Fas ) & ¥ (Fas ligand,
Fasl) 2% L CFas (CD95) &#E&T2Z &L, TRV AT A RORAEGRT & LTHEAT A, ABIFETIE, BY
faANEE (astrocytic tumor) 23T, DeR3 MHEF OMIE DA% LRI PCRIEE V), DeR3 mRNADRERZ ) TV Y 4
L s B MIES, (reverse transcription, RT) -PCREEZ vy, & 512, FasBEHEB & U'FasLE H 05 H & Gk M
VT, FREIRE L7, FAAEAR L) #5die 57 Flo BT RIES (RARRLAE 7 71, SBR BARIAIE 1651, RIS HIE 34
Bl) Zat& s L7, DeR3METFHIEIE, RANE (76) T31HbELT, BREREMAETIZ16FF 0 1# 6.3%) 12,
MAEBIEETIE 346 7 F (20.6%) (2FR&H7z. DcR3 mMRNADRBE, MEEEEETL VBWEEICH 2. 2615,
DCR3 BET B % &1 2 ¥ — M0 B% & mRNASSHLR X % MBI L7z (p=0.02). Fas&H b B L N R R e S R B
FBLOEIHI bR o7eht, SBHREMEETIE 16835, HhIEMEEHE T 34BIH 21z BT, FhEREE
W ST % 3o 72, FasL B[ bt EAIIIE 7 BUrk 361, BT RANNLIE 16 61 91, AEIRIE IR TIE 34 H 29 Bl BT
TG b T 5830 % B85 /2. DCR3 BB T % 80 7o WAE NS 2R NE 7 61 5112 Fas DB %, 61l FasL oD [t SIS % #2
B BEE ), BAVRAIEEIC BT, DeR3BIETHMIEE &t DcR3 D ¥ RSN Fas/Fas LR BBAIITE & B
CHEET L2 Lk ), EOERLICEE L TWa Z LATRRENT.

Key words decoy receptor 3 (DcR3), glioma, Fas, FasL

PMERIEIE (glioblastoma, GB) it RIRMEHEHE (World Health Y B EEEED—DTd b Fas/APO-1 (CD95) DREFADRS
Organization, WHO) fMEBEWEMENEICHRS N, FHH N, %7 EEEOEEMEIC Fas 0 RBAFROLNE I L
HHRED A TIELSREIFETE R VWERESTHL. -0 kY, EERRIEOMIATEZ BT B Fas/Fas ) 7~ F (Fas
JEA o LTI I 0 & TR, (LaEmRE, SRR Ligand, FasL) ZOM 5 &R L. EARBFETE, 8
% SO ESIEFEFITOIL TV B A, FORMBHRBEHILKA RIS OB b FasLORBEF RO THE Y #7,
LLTELODTRETH Y, BWREEROTHEFHRILN L HERENE % &0 C, EYEIES 31T 5 Fas/FasL O [k 3
L EnaY?, ThITOMEICLY, MERFEOEEL DEWREN S ERICH L TR A 288, 5E, —2 0
BEHAC L, EROBETFREVERICESE LTINS e LT, MBS L ST BEMEILED) & /SERIE Fas & 83
HELTETWS, MEEFEEATH D LERRRTRER THbONEL, EEMEA FasLE BB TEI LI, &
(epidermal growth factor receptor, EGFR) D& {7 T gD 9, BRSO EMET S Y, BEM{toREL LTHRESN TV
T EMERET & LCpS3 RIETOREF e pleT 171 m,

R %+ — ¥ 4afRERF (p16 inhibitor of cyclin dependent 94 L& 7% — (decoy receptor, DcR) -3 i+ EHHEIEH 1
kinase 4a, pl6/INK4a) # & F2 0, WMEF M KE (tumor necrosis factor, TNF) Z%fE7 7 3 ) —IZ&L, Fas&
(retinoblastoma, RB) ;BETF PPN EHE, 47 RTEEF T BEAMITFasL L &L, FasLE AT A7 R - A2 EET
— ¥ 4a (cyclin dependent kinase 4a, CDK4) #ETF DHEIR W~ BHF L LTHE SN, EREVZ 21, #RED Olif
MDM2 (murine double minute 2) H{ZFHIE™ ™ & h S 22 K4 T DcR3 D R{E THIRATFE®H 51, DcR3 ik Fas/FasL
ShTwa, FIEEEC, BRBEEOTRMACHELRLT EHLETHRL- Y AOEEICHES LTV S A HREATRES 1L
R — 3 A B MEAIER £ T A, Tachibana 521k, 7o, BE, BE4 RIBECERMRAET, DRIOFERL TR —
BN (C BT A b — ¥ & (BHESE, apoptosis) V&R L AT ATFED USRS ST, L L, DeR3

FRL124E 11 A 27 BEAT, FRISFLABHXE )
Abbreviations : AA, anaplastic astrocytoma; BG, betaglobin; CDK4, cyclin dependent kinase 4; DcR, decoy
receptor; EGFR, epidermal growth factor receptor; FasL, Fas ligand; GAPDH, glyceraldehyde-3-phosphate
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BIETIRE PRETIRIZLALRENALNT, ZORMER
FEIE (astrocytic tumor) 12 BT AMSHIT L A CHBEIh TV
Y

KR CIIEMBRES x5 & LT, DeR3BEETDOWEIR
DEFEL LEEMPCRIET, F7/:DcR3 mRNADEEEY 7
¥ 4 LEFERENHEEE (reverse transcription, RT) -PCRIEIZT
MET L7, 2512, FasB & U FasLEH ORI E RIEABILE
ErAVTHRIELE.

MRB L UHE

I. ##EA

1984 4E 70 5 2000 4F F T |2 & IRK S BRI E i I5E B i dt
B X OBE MR I ORI B S A7 5T B o0 BRI R
gL Uiz, HERASSN00M I WHO O INIEE 748 (1993)
VIZPEo 7o, MERIZEMMIE (low grade astrocytoma, LGA)
(WHO BB EMESE L) 76, B EMRIE (anaplastic
astrocytoma, AA) (WHO BB EME S T ) 166, wiRlgs
& (WHO BB ESEEMEVE)UHTH 5. Wihod b
RS T AL ICEERIITHEE L, — 130 CICTREFL,
RNADFHIZHE L 7, S MRS I, %85 R L LT
Fe FICTERLEER, 774 VICa8LL.

I. $EBIHPCREIC & 28{=TF1EIB OB

1. DNA D

FEEEA D 5 O DNADMY &, Neubauer 5, Hruza'™ 5
DFEIFEo T, 4% NT RV AT LT FTEER, /857
BB LAES 4y mOYF 2 HERE L, EEARED
SRR LIZEENTVAZEEFHALL. 1ERD D R
OEFF IHEFH, REQCYFZATA FIFALNGH
BLT, FYVYEACTHNAT 74 v 2B otz Likx
BTk, 99.5% ¥/ — ) (FEFEEE, KIR) ZmR THEEE
S, BEEBIholo, MERESIEORESE (P
T, ®) 26 L, 10,000 rpm, 5490, 4 COE LD
2@AT- 7. EEEBTL®E, 99.8%7 & b > (FIBH2E) 20
%, 10,000 rpm, 24+, 4 CTEOSHEL . EiFETRA
IZlE%, S50CTI0MIRRER S/, TuFF—¥K
(QIAGEN , Hilden, Germany) #MNZ, 55 CT3KMRE%E%98
CTIFMiREsSET 77T F—E¥Ke ks, —%
& 1) 260 nm ORI ZWE L CDNAREREIE L7,

EE LTREADDNAR Bz, DNAOHIE XK M 5
ml 2RI L, FiRT4,000 rpm, 107FELGHELA. HREE
(1 v SERRB) #FFEL, QIA amp Tissue Kit (QIAGEN) % Fw
TDNAZMMB L. —#%E L ) 260 nm DEEEZHIEL T
DNABRETFTE L.

2. 75 4 v —DER

DcR3BEFOIEERFII Y/ b T — ¥ _— 2 (Genome Data
Base, Baltimore, USA) ¥ 721&, P02 65|H L7z ASHE
HELLTR M- 7OV (beta globin, BG) EIEF % Awv
7. 8PCR7IA~—L, Y ABIUT Vv FEyATTA
T - HIENE BRI, T4 E—-Ya vt s
TagMan™ 70— 7 IECEO L W EH L7, DcRIBETFOE

JI

¥ A7 4<% —1&5-CTTCTTCGCGCACGCTG-3, 7> Ft
A TT 47— L 5-ATCACGCCGGCACCAG-3 % L, Thb
@ & Bt Amersham Pharmacia Biotech & EE L 72 (GRF).
DcR3EEF D TagMan™ 70— 713, SHBD U R — & — sk
BELTT A, FREOI IV Fr—HBELILTELL
5-(FAM)-ACACGATGCGTGCTCCAAGCAGAA-(TAMRA)-3 % it
H L, 4&H % Applied Biosystems Japan (T¥) (CRFE L. |
BIZABGHEHEFO LYy AT 5 4% —iF5".
ACCCTTAGGCTGGTGG-3’, 7> FE Y AT T4 v —i5-
GGAGTGGACAGATCCCCAAA-3 % {3 L, TagMan™ 71—
713 5-(VIC)-CTACCCTTGGACCCAGAGGTTCTTTGAGTC-
(TAMRA)-3' %M L7z, 794 <—D&IE Amersham
Pharmacia Biotech (2, TaqgMan™ 7' — 7 & i % Applied
Biosystems Japan I &3t L7z,

3. ERAPCRIEE

DcR3MIZF DMIER |2 22912, Holland 5“0
TagMan™# 3 2 b ) —OHEHICHE-SE, ABI PRISM 7700 & ~
4 v AF 177 % — (Applied Biosystems, California, USA) %
HWTIR L7z, PCREUB I, HilHH L7-4 & DNAD S
L2 ng ¥ —EOREOHE L LTR . USRI, RN
500 0M 75 A % —, #WIEH200n M O TagMan™ 70— 7,
TagMan™ Universal PCR Master Mix (Applied Biosystems)
L UBHBER R EMASRE 30« SR L /2. PCREUGIE,
50 CTC240Mz 141 27bndhe, 95 CTI0TMOMEN:E
T, 95 CT158, 60 CTIHD2AT v TR 1470k
LC40[EEIRL 72, 7 — ¥ DIEHTIE Sequence Detection V7
7 =7 (Applied Biosystems) % fi\>, MIEEYEZ ) T4 4
LIZHH L, RONBHTDNAOMPREREZNE L. T ORE
# DcR3MIET, BGHEETFNOENFNIZIT, DRIMIETD
MPEEBGEBETIIHNTAILE LTHHE LA, FERENPCR
EEREIZD & 3EITTY, ZOTHEEL AW,

DcR3EETHIEDOHE R, BEAN12FIODNAZHEE L
T, DcR3#(ETF & BET O PCRIGIEREY R ML (DcR3/BG)
DFIE (X =1.02) B L OHEHE(F# (SD=0.18) &Rz, KIT,
B L —FORLBRET2ELLICHBLTVW2B8%E
BETHIE L RE L, % ADDCR/BGENETEH T NWAHER
R (2.55D) & M L7, Blb, 1.5XX +2.55D= 198 bh L% #HE
THEH Y & L.

. #3RNADSEE & EFERIRT-PCRZE

Chomezynski & WD J7i:1237 &, ISOGEN (= v K ¥ ¥—
Y, BE) RV T, BB SHERNAOTMY, Rt
7=. DcR3 mRNA ORI X AL 72812, ABIPRISM 7700 ¥ —
7 XY AF 47 2 % — (Applied Biosystems) % H T,
TagMan™ 4 3 2 b)) — 2 & B EERNRT-PCRIEZ T 72.
RT X Jis & First strand ¢DNA synthesis kit (Amersham) % FVT
To7z. Thbh, 60ngDHERNAZHRE L TT v ¥FanF
- 7T AT L LTHEBEEREICTDNAZFRLL.
DcR3IDPCRT T 4 < —¥&, TagMan™ 713 — 713 3CHk® L b
FIA LA, £oMEEgLE LT, Z)EVTVFe F3-1) VR
TRk #ERBESE (glyceraldehyde-3-phosphate dehydrogenase,
GAPDH) Pre-Developed TagMan™ endogenous control

dehydrogenase; GB, glioblastoma; LGA, low grade astrocytoma; MDM2, murine double minute 2; PBS, phosphate
buffer saline; RT, reverse transcription; TNF, tumor necrosis factor; TRAIL, TNF-related apoptosis inducing ligand
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Reagents (Applied Biosystems) %[l L7z, RUGii%, DcR3
DHELEES0 n M D75 47—, #REAT200 nM ¢ TagMan™
11— 7, TagMan™ Universal PCR Master Mix (Applied
Biosystems) # X BB R K E A ERE 30 « NIHREL 7.
GAPDH %, 206D 75 4= —& 70 =7V ) a—ar

’

TagMan™ Universal PCR Master Mix (Applied Biosystems) 3
L ORHE R A EINZEEF30 « LA L2, PCREIGIE,
50 CT20Mz 1A 7 00dh L, 95 CTLUTEORELE
Ty, 95 CT158, 60 CTIHD2ATy T2 1% 1470k
L C40 MG L7z, 7— ¥ Off#7id Sequence Detection V7

Table 1. DcR3 gene amplification and mRNA expression, Fas and Fas ligand expression in human astrocytic tumors

Tumor type D Age Sex Location DcR3/globin  DcR3m/GAPDH Fas, IHC FasL, IHC
Low grade astrocytoma 3778 31 M RF 0.50 222 - -
3728 15 F RF 0.43 1.33 - +
3726 32 M RFT 0.68 2.65 - +
3569 7 M LPO 0.97 2.79 - -
3472 42 M LF 1.01 2.92 - -
3442 18 M RFT 0.60 2.78 - -
3420 65 M LF 1.11 NE - +
Anaplastic astrocytoma 3800 46 F RBG 0.53 1.37 - +
3793 24 F LF 041 1.97 + +
3769 44 M LFT 0.94 1.40 - -
3748 29 M LFP 0.95 1.30 - -
3733 51 M RF 0.48 2.20 + +
3625 36 M RF 1.09 NE - -
3459 35 M LF 0.78 NE - +
3394 43 F RF 0.76 NE + -
3067 7 M LBG 1.42 NE - -
3011 25 M pons 1.19 NE - +
2981 57 M LF 1.61 NE - +
2976 34 F R,LF 1.26 NE - +
2866 62 M pons 1.39 NE - +
2864 25 M RF 2.52% NE - -
2666 24 M LoOP 1.28 NE - -
2307 50 M RP 1.37 NE - +
Glioblastoma 3822 51 F RO 0.84 NE + +
3801 52 M LF 0.61 2.13 + +
3792 78 M RP 0.85 3.05 + +
3757 66 F RF 0.96 521 + +
3753 72 F RF 1.03 2.51 + +
3747 34 M LF 0.60 1.32 + +
3722 66 F R,LF 1.07 1.62 + +
3705 57 M LFTP 2.25*% 2.18 + +
3678 70 M LFT 1.13 14.69 + +
3677 72 F RT 0.61 NE - +
3658 30 M LT 1.00 NE - +
3626 66 F RT 0.71 NE + +
3616 55 F LT 1.14 3.09 + -+
3562 22 M RTP 1.08 . 110 + -
3521 8 M RT 1.33 NE + +
3499 39 F RT 2.02* 9.72 + -
3425 64 F LF 0.71 NE - +
3367 41 M LT 2.35* NE + +
3355 48 M RT 2.12% 3.24 + +
3352 73 F LFT 2.21% 7.92 - +
3290 59 M RT 0.88 1.26 + +
3119 11 M RBG 1.75 NE - +
2986 68 M RT 2.13* NE + +
2974 63 M LT, BG 1.41 NE + +
2969 31 F LT 1.04 NE + +
2917 70 M R,LF 1.02 NE - -
2878 73 F RFT 1.16 NE - -
2855 55 F RF 1.37 NE - +
2826 80 M RTP 5.36* NE - +
2786 51 M R,LT 132 NE - +
2776 79 M LFT 1.02 NE - +
2616 42 F pons 1.95 NE — -
2602 65 M RT 1.07 NE + +
S1 56 F RT 1.37 NE - +

DcR3, decoy receptor 3; DcR3m, DcR3 mRNA; globin, 3 -globin gene; IHC, immunohistochemistry; FasL, Fas ligand; R, right; L, left; F,
frontal; t, temporal; p, parietal; o, occipital; BG, basal ganglia; a, alive; —, immunonegative; +, immunopositive; GAPDH, gliceraldehyde-
3-phosphate dehydragenase; NE, not examined; s1, specimen from associate hospital. * Case of DcR3 gene amplification.
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Fig. 1. Genomic amplification of DcR3 in astrocytic tumors. Lane 1~7, seven astorocytomas; Lane 8~23, 16 anaplastic astrocytomas; Lane

24~57, 34 glioblastomas. Data are means of 3 experiments.

Relative expression level of the
DcR3 gene (DcR3/GAPDH)

®

L

[ J
Low grade Anaplastic
astrocytoma astrocytoma

Glioblastoma

Fig. 2. Relative expression level of the DcR3 gene in astrocytic
tumors. Significant differences were not detected between
each groups (p=0.16). Bars indicate the mean value. DcR3,
decoy receptor 3; GAPDH, glyceraldehyde-3-phosphate
dehydrogenase.

b7 = 7 (Applied Biosystems) % f\y, #IEEWZ) 7L ¥4
LT LT, RNEFEmRNAOWEZHE L. Zo#
{£% DcR3, GAPDH ®# #4247V, DcR3 mRNA D #IEE
% GAPDHIZ3t§ A e LCRHEL . FEEWRT-PCRIZH
BARIZD E3EFT, FOFHEEMER L.
V. &&Eafits
L EEERLEICHT 204
$iFasHifs, #FasLI{EiZid, $ik b Fas/CD95E./ Z O —
F ALK (77 RA1gGl, 7u—YAPO-1, ¥ - Yx)8», H
#), BLUHE F FasLAY 70—+ VvHifk (Y4 #, Santa-
Cruz Inc., California, USA) % Fiv: 7=,
2. RIEMME A
4% /N7 RNVLT VT FCEER, /774 VICEELT
E&4ymOWMERERL, V52 a—FAYITRATAFTT
A (Fa Ty, FE) LBy HitERSEL FUL

10 ®

Relative expression level of the
DcR3 gene (DcR3/GAPDH)

A B B | T T T T T T T T
02 04 06 08 1 12 14 16 18 2 22 24

Relative copy number of DcR3 (DcR3/globlin)

Fig.3. Positive correlation between the relative copy number
of DcR3 and relative expression level of the DcR3 gene (g
=0.468, p=0.02). DcR3, decoy receptor 3; GAPDH,
glyceraldehyde-3-phosphate dehydrogenase.

> (A R HVCH/SS 71 L, 0.1 MPBS pH7.4) T
Ve, 0.3%BEMLASERIA ¥ ) — )L CTAVEE LA Rk~ L F
FUY—VrRESEL. MEMORIELD 2D, HFas®/
s —FVEHEORERBICIZ01% M) T Y (pH 7.8)
(Sigma, St. Louis, USA) {2 T37C, 1545 HIBBME % T o7z,
% 7o HiFasL AR O RIELEITIE, 0.01 M 7 T > BHRE T (pH
6.0) BT, 120CTI54MDA— 7 L—THEETo7, 01
M PBS (pH7.4) T#e#ik, FEERNRISIIHOLD5%AF A
3 )V 7 (Difco Laboratories, Detroit, USA) % iR T 1 ~ 2B K
Sz, RICHARRASER DAKO) T, HiFasE/ 71
—F ALK (APO-1) 3545 IZHIR, HFasLELfk (N20) 1250018
IHRL, Cho—Xkfifk%4CT—REE &7, S5t s
Yot F (L ZREi4E (Vector Lavoratories Inc., Burlingame,
USA) 2 ZBIRTIOFBRIC &Y. TEY V- EFF v
¥ & ¥ — ¥ 4K (avidin-biotin-peroxidase comnlex) # ¥




SN RRE B2 BT 5 DR3 O {5141 & 8 BT 121

0.005% @A AK Fh10.02% ¥ 7 3 7 X F ¥~ (Sigma) ML LZ WEL, TOFEEETECTHAML 7. BrER 10 %L 1,
ENRMLESE, N NFVY U TOHYAL % 4T 5 72, HiFasE / 10 % K OER % F NN, B EH L.

O —FVHik (APO-1) Oftka > bo— vk L CId %, V. EEtEROARE
JLFasLR ) 7 10— Fuifk (N20) oo bo—vk LT DcR3EIEZFHIMEO MBI IZ D WT, LGARE, AAZE, B L
OERA A A, F2BMa Y bo—Lid, —kPikrin GBEEL 25T, y et v ThBRT 247572, $7-
TLDE L7 DcR3 mRNA DA BE 12OV TId, LGARE, AARE, B
3. SRR A B O R X O'GBH#IZ40T, Kruskul Wallis#iE 247V, 5% ki % 45

- EHUAD BRI AR Z o W TIEE I L £ & & 20015 0 55 Y & L7z, 72 DeR3MALE 710 & DcR3 mRNA D53 &
MR 3 T2 35\ T2 2 10016 O Mila b o By e B % OB %, Spearman DNERAAB O#E & 4TV, 5 %Al % 4

2 aey oW
|'u‘€'%'b“\, g.-

Immunohistochemical staining of Fas and Fas ligand (FasL) in control specimen and human glioblastomas. (A) In contorol liver,
imunoreactivity to Fas is seen in the cytoplasmic membrane of hepatocyte. (B) Fas expression predominates in the cytoplasmic
mbrane of glioblastoma cells and, (C) absent in vascular endothelial proliferation (v), and necrotic tumor tissue (n). (D) FasL
munoreactivity is seen in the cytoplasmic membrane and the cytoplasm of basal layer of tonsil mucosa (E), (F) A large number of
oblastoma cells are immunoreactive to FasL. The scale bars at the bottom indicate 40 , m.
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£ 1T LEH O DeR3 #E{ZTFHIE, DcR3 mRNAJEH, Fasi
Y U FasL O S dis AL SR M th DR E R T,

1. DcR3EETFIHIEDHZH

qe= 2 A PCRE: A IV T DRSMIGTHIRZ M4 L 72 (D)
. R RNEEE 57 B 841C DcR3/BG D EAE (FEHI 3705, 2.25;
FE1 3490, 2.02; SEH13367, 2.35; fEF3355, 2.12; JEHI3352, 2.2%;
72151 2086, 2.13; #E512826, 5.36; JEHI 2864, 2.52) £, HEIET
HiES ) LHE LS. SBICBITARKRIE, LGATEDTT fiduR
(EFHIEEI 2 <, AATRIZ 16509 1B (6.3%) 2, GBHEIL34
FEh 76 (20.6%) (DRI MIZTFHIBEBSASNLL, BRHET,
DcR3 BREFHIEO BRI FREIRD Lo 72 (=
0.13) #%, 4512 GBEHZ BV TRIZT-HIRO BT W NS
Hot (1),

I. DcR3 mRNA O RIRE OREMR

gee= B RT-PCREEZ IV, DcR3O mRNAD W R %
GAPDH 244 2 & LTk, LGA6HI, AA5HIE L U'GB14
Flo) £ R O mRNAFEBLE & 43T L7 (102). DcR3 ) mRNA
DRBE (DcR3/GAPDH) &, LGATETILFWit245, AART
121.65, GBEETIZ4.22TH Y, HAENHEEEIRDL )
7-7%, GBEETRBAML W BVEIIIZH -7 (p=0.16). E5HIT,
DcR3EETHIENIEE & L2 DcR3/BG i &£ DcR3 mRNADFE
B oO#iE L 172 DcR3/GAPDHE & @I, HRHEEAHHRBINE
%&b (p=0.02) (X 3).

M. Fas# & U FasL 33RO RE AR L2

Egay ha—V2BWT, FasBEEIEIICHFHINE QMR
{2, FasLEAROERMEBR T LEMBOMBEIC, &
FUBHERIE L 3D 72 (D4-A, D). #EFIZBWT, FasEH
12 LGA (7THIW) TRHEFHERH T, AABETIL 16 FF 34
(18.8%) 12, GBEETIL34 %515 214 (61.8%) 2 B\WT, JEEH
Ta Mg R # D -(F4B, C). FasLEHE, LGAH®
THEIRIG (42%) 2, AAREIZ 1661594 (56%) |2, GB#
3429060 (85%) IKBWT, IEBEMROES & UHREIZHE
HEBEDz. GBED DR3BS THMIREBO - 7H R TE, 5
B4R =BV TEL DIEBHR S Fas BHERFLTH Y,
F 7+, 6%(85.6%) T FasLDRBIAIH b L7z,

% S

EHBRREZEOR»THR D ENEOEVIREBFEIIBY
B EEETOHIEIE, EGFREAET, CDK4MR{GT, MDM2i#
ZFLEEIZBATHEMOATWS, hTh, EGFREETFIL,
GBIZBWTH /3 DEFNEET-HIEN A 51D, CDK4
#15%9-0 MDM2 2 10% M T IS EEFRHIEERD L 833
B~ GBIZBIT A EGFREETO &I 12, HENREZTHIR
HIRIEEEEEIIALNAZEFINTH D, EGFREET
BEAED O A RERTUIBVTY, 10%BEOHIRET
HbH. BEBRIIBITAREFOREELY, FEOREGTR
FICERT DI LR THREY. ATRIIBVT, GBT
13 DcR3 DB F IR 21% & S E 1cEo 5, EGFR#
EFHEIRIZR C GBI 2 BETRE L £ b ik,
W&, TNF77 3 =0 &>TH 5B TRAIL (TNF
related apoptosisinducing ligand) 23§45, BEREEHEOT I A

L+ 7 % — (decoy receptor, DcR) 25R24 10, Z®MDcRIBL
U'DcR2IZTRAIL L &4 LT7 R b= AT 51%8E %24
FTHEHEINTVDE?™®, DRI DR2IFKMZ &t E <
DIFEHEBIZZH L, TRAIL 46 QMM Y 7TV Z R L)Y
THELTWVAEZELLRTWE D™, —%, Pitti 6 ™,
Fas/FasLZ A2 AT A7 HEb— A% HET LA EY
(soluble)DcR% # 1 — = ¥ L, DcR3 & dnd L7z DcR3 W4
F-E35000 kDaDTNFEHMEK7 7 3 —H—BAT, Fas &4
Bz FasL & #&& L, FasLE AT AT7H N A2 WET LS
FrLTRESNA®, x5z, [fife KIBEOKS0%T
DcR3 D {E TR A58 b, DcR3 mRNADRB L @ADL
7 LoT, HEABOEMEETIIDRIEZEBTLI LICLK
) FasL#%[HE L, REROFasL % A L7 ISR R % HiE
FEOTIR VAL LTWA, ZNIZH LT, Baib'iEDcRI
mMRNAZSIE B MsnE, Kig, U3, fEBICIHTEl
BEEHTE, §, 8, KB TDCRS & E AR
2RRECAMER B LAEN T, METHIEFIELALS
BhidorzZ b, MILSRIERIC BT B Fas Bt A A
IR TER G 2 LS, DeR3EH O BB ST LB T
WL ARTER, LIl ET 2 0TI R W LT TWa,
L2 LA E oL T, BMAERIEEICE YT, DeRINY
(TR, MM & 4RI L, GBO#21% il bk,
7 A LEERART-PCRE: % Hvr 72 DeR3 mRNA O %3
b, GBTLNELIAHOLN, WEIZILA %M RRED
b7z (p=0.02). DcR3 mRNAZEI & HH:RE & O MILRIL, GBI
DFHFLGARAABEL D EVENERLL. ZoZerb, B
A RS 12 5T, DeR3BIET- O RBUE DeR3MIZ-FHIIRI
RELTWD EELX5NE, DRIBET-HIF L mRNA TR
mzE, BEMMRESEORD BEEEORVARREER IO LN
7=7-%, DcR3ZEMBMAEFOEMLICBVWTER L &HT
Bl TWb EEZ bR

Fas 3 & UFFasL O SREMBILE MME T, Fas &M REIL
FEVFEBATHEN L, FasLid@PHL LoEFTHBAHLN
7z, NG IC BT A Fas/FasL ORISR O BRI M L Tl
R R EAEE L, =20 E LT, Fas %I4T 5 HHE
) v REk%, AT FasL % B WOl 2 L, SR & Y
BLnIZEPEZLNTWAY, LA L Bai bO#Enw,
HAFEDOEE TIZ/E APas #HB LTV TH, DcRIMER
TAHZLIZE Y Pas/FasLE N LT RE—=S A9 Lave
W) BTEEEE AR S0, EMIESIZ B\ T Fas/FasL O A5
BAZHT 5, EWENLERBRELTEZONL LI L
o7 FFEIZBVTY, FasB & UPasL# HBLL T A48
BHIENHBIZ, DeR3EETFHMIES &L U'DcR3 mRNA D38 %
Mo TWBIONFFEELL. 20X BEFHIZBVTHE,
DcR3 ASFas & 858 #0012 FasL & #5& L, Fas/FasL % 4 L 7-#li
ErEMLEDLI LWL, EEOEMMIZES L TWATTE
MDY EZ b L.

& Ed

BN RERES7H (BARRETH), BIEREMILE 1665, W
FRIBSEME 34 61) 12817 B DCR3EETIEIE, DcR3 O mRNADFE
Bl, Fas&[, FasLEAORRE, #heh, FEREMNPCRIE,
RN RT-PCRY:, REMMILEEICTRET L, BT O
w17,
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1. EMFRIEE 765 84T, DcR3BETIHIRE D .
EOTHRBIEIEIC BV TIE, #4921 % DES I DeR3 HIET1
B,

2. EMIFIE 66 , ERREMIE G B X UHRIEE
JE (14%0) »DcR3 mRNASTE IS, SHEHTORKHENFER
EREORP o2, MRBFEECERENLIVBEACS
7z,

3. DeR3BEFHIRE ST 2 ¥ —HORK & mRNAS I &
IFEEICHE L7 (0=0.02).

4, BMMAEE I BWVWT, FasEAIMBBERTOHR
NRENE L, FasLEHIZEMBRIEENE  0EFITHA L
sz, WEIREIE T, DcR3MIZTFHIBER O 7B 5H]T
FasZH DFBL % 8%, 7617 61 CFasLORBHEAA LRI,

PED#R LY, EMRERICBWTIE, DRIBETH
% &t DcR3 D SIAY, Fas/Fas LKA IEHEHMIIFE & 85
AINCHET A EcL ), EEOERLICHELTWAZ L
AR &,

Eol B

WERZBIZHID, WG MMM EIED & LRI THES
CIRERAWEERLET. £/, FWARORTIRL, KIEMEOH
BMEB D £ LARBE O W, K WP, 2o UICRER
FOMERIC THDE TR AR TF BRI L0 S RO R T E
T.O8HI, HREMENETHE & LA SRS BRI O
BFRICR R L £9. RBFATRIE, BAREHRASHFHIER M
Bl AR5t C-2 (WRRE 5 12671346) 12 & h B & M7z,
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Abstract

Decoy receptor 3 (DcR3), a secreted member of the tumor necrosis factor receptor superfamily, and known as a negative
regulator of Fas-mediated apoptosis, is often found to be amplified in human lung and colon cancers. In this study, DcR3 gene
amplification was examined by semi-quantitative genomic PCR in 57 human astrocytic brain tumors, including 34
glioblastomas, and DcR3 mRNA expression was examined by real-time semi-quantitative reverse transcription-PCR in 25
astrocytic brain tumors, including 14 glioblastomas. DcR3 gene amplification was detected in none of 7 (0%) low grade
astrocytomas, 1 of 16 (6.3%) anaplastic astrocytomas, and 7 of 34 (20.6%) glioblastomas. DcR3 mRNA tended to be
expressed higher in glioblastomas than in low grade astrocytomas. A good correlation between DcR3 gene amplification and
mRNA expression was found in 25 astrocytic tumors. Expression of DcR3 mRNA in human astrocytic tumors was dependent
on gene amplification. Immunoreactivity to Fas and FasL was observed in a large number of glioblastoma cases. These results
suggest that high DcR3 expression with gene amplification is responsible for malignant features in high grade astrocytic
tumors, and that this may be attributed to escape from Fas-FasL mediated cell death.



