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L. —# 5k B A 46458 47 $lFe/ X R4 TTP 24 £ TNF-a mRNA
M3 F INF-a F Z RN GLEBH Tk, @3 ) Biuakeshs4s
A —Fr LB A A TNF-o nRNA ¢ DA BB R — 9 AR M EKRY L&
MOHf o fik, JtiZ TNF-o mRNA &4 ARE B &, E4riZ B Wige /A TTP
MAATAREZGRBEAGEFHS THFasHIRE AR b4 TNF-
o mRNA RREZA, AR L) HEREZONRAKFHEAZHLSHR
AAEGFN T AIRB O FARFRATIE, AR ) Shit 5 g
ABEEOFT THEAFOAAKPILKRESREMREFZGHEAKRE
B1Le-d .

2. RAZK 1R TE, ROETHIR: a) A TP A
AT TNF-o 8B REGEAST, Fiaisd %544 TNF-ankNA 89 £
A Sh 4k, VAR b) # T TNF-a 69 ik K P H 344 * TNF-o 8K
ERGHA D RAEGEA T RS TNF-a 9K FHATHE, LA C)
R EEBNABDTRAEAEZH THEFHAEKRPREEBRGR
BEAOHRAKRFEHLASY.

3. HRAIER 1 AN FTE, LA THRIR: ) #ArE4s
45 3K TTP VAR TNF-a S # RZ TNF-a %2 TNF-o mRNA 3°5% k8%
FRBRW—HFomic ik, AtaFs e Tl EaARY
A B4y TNF-a mRNA RAEZ 4 ARE A&, L& b) #H I TNF-o RIRiH
FORRAKRPEEEGREBREANES TE/GEAEIKRER
B, AR c) it B5EEBGNEMARAELANEN THESGREARFILE
A INF-o 9 R A K REF G RANNEDY.

4. BRAARF TTP RER SHEI 7k, LOEEA LB,
R ATE TTP AT EAN KRG A BB P HHE.

5. dmBRANBRATENFE, LOETHIEK: a) Ak TTP
RBLELUEMNT, HAFEAKRPRFHEDHSER TTP M4k
B, AR D)RMETTP &5,

6. —FERAKF TTP oRNA KPR G4kt Fk, LaEkA
— K F R RBRRARG L HE S F 44 TTP nRNA,

T. B AER 6 TR E, ROETHFER: 2) BAFEAIK
FRAF SR RNA W9 A A S 5T R 69 TTP & cDNA X, cRNA H H £
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5 TTP &) mRNA £ 469 H LA TTP 5 oRNA W9 B RSB R A WA T
fig; b) B RA TR FEp4e RNA EPiFE, BE.5 6P, RNA BMEP
RA KM AT TTP cDNA X cRNA 5 & A AT 20 S RNA 2 %
#) 7 & R 2 TTP-mRNA &% .

5 B. A A ER 4 2 T HEE—RAEMF L, LFPAHEAMRER
FTEEAYLETREBZAR, FTEEAREVFLHWBTRG TNF-
o FERFERE.
9. JwRA|ZR 8 BN Tk, AFHERARAZSCERAI/ R T
BEAR A .
10 10. AR A ZK 9 B e F ik, XREATAHESERRFZ /RS

BRGRMESHREK, SWHFEERG, BEESILAE, KHPAL
MR RBFe/ REFE G BERLLE RS PR ERRRZ
B .

11 B AELK4 2 THEE—RAEGFT X, FATEHNE R

15 FAEFEIEZRG 5T EAK,

12. AZFEHBREGR TTP HRARLSEREL TTP &
mRNA Z #M4§ cDNA 3.# cRNA R HEH K.

13, Je#EK 12 FTE QA HEHNER TR LTI 4 /R
TTP 454 % TNF-o oRNA mifFRR G TNF-o S EH B F I A &,

20 14. e BRAZRK 12 FFEKLASBEFER TH T SEERF/ XK
SERG G H BT R E, \

15. i F| 2R 14 IFRNIESHAEFEZHTHRAE, LFAE
SRR/ RS ERG R R ARK, SHPBEEIHRG, BEHR
SR, KRB A F) K B e R B B b e b R R B L4 R A e AL

25 BRERITBIIKRSE,

16. deARF| B R 12 A GG HEFER THE BEERG NS
M 6 R

17. @F 2 —FHRAZR 12 FRGUES WA RERGHF LT
BEXGEAR, HEMNIBY A G .

30 18. EFFHARAAERL 4R 5 FEFTEHLHEMNE, 04
ZE oy —FF R TTP 83k,
19, —#E FHATRAAEZR 6 X 7T HEAFRHBTHEANE, £
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B4 E YV —AeG &4 TTP #) nRNA #) cDNA K cRNA RHEH K.
20. TTP cDNA #7455 4 A AT T PCR &) TTP nRNA R EW 5
EP A&,
21. TTP cDNA #TA W3 HHEH—FE B T LA RKLRKLET &
5 TTPABEREGAE.
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ZEOUHARSLEET Y
A FARY s BB % KA S PR 4 0 1 4E A

5 BWARARE
AEXABRERNTFEIRGoa-TNF(FBEXRAEEBA F-a) FERE
VHELSRELARGER RGNS, ALXAHR—F T R I —FF %7
BEHGMNERRELIARZEREERF EFERYANARYREF H AR —
it LA R G INF-a £ B AR GAHAB Y F ik,
10
BAEE
INF-a R—FTAdF 2 X2 mpRBRAGARGBRETF, LR
HAEmBBLELNB G TEIHAFLETERL, GHHBERHK
ERAHTUANFEFEH G EHBR, TNF-a —AIAD EEFTHE
15 FAALAAAESRBIHGER, R, EHASZRRRATANH2
RN TATWYREIFRNER (Traceyetal.,Ann. Rev. Med 1994;
45: 491), 2R FHET INF-aRIBHAGEARRS QEREE
HzZME, RAFRAEZRZHELALEF, RFFHLFHH O
20 MAZTEXEH X HZE SR TINF-ankNA (Bader et al., Proc.
Natl. Acad. Sci. USA. 1994; 91: 11831; Giroir et al., J.
Clin. Invest. 1992; 90: 693;Giroiret al., Am. J. Physio. 1994;
267:H118.) . FEA LR AN INF-a FEZ LARFARKIHALDY
PR RR G ERYG, et RBRT OPEE Mauri etal.,
25 J. Intern. Med. 1989; 225: 333; Basaranet al., Angiology.1993;
44: 332), FRAEZ LS Matsumori etal., Br. Heart J. 1994; 72:
566), f&3hHMH (Kapadia etal., J. Clin. Invest. 1995; 96:
1042), S EFH# 21 (Lefer etal., Science. 1990; 249: 61;
Herskowitz etal., Am. J. Pathol. 1995 ; 146: 419), ALK
30 5 (Matsumori etal., Br. Heart. J. 1994 ; 72: 561), AR KH
Fofn s ) % 38 (Levine etal., N. Engl. J. Med. 1990; 223: 236;
Torre—Amione etal., Circulation. 1996; 93: 704) , %® TNF-
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AOESEFTURARAELXTRTOLAREEMALXE R RFEH
.

i ARty INF-a LT RAEGSEARMN TRAEBHOERRAA L

B, XM A/ R HRE T CBEERE 6 INF-a TEA AR TR

5 FBYAHABRYETRA TN/ FHsk/H s (Nakano et
al., Circulation. 1998 ; 97: 1392), AP A4, BHEZEHAY
#EAR B BR ) R4 T S BE R X5 6 Sk o Boop e By SRS e 4 F G AR
P, AR TE —REPHAREFERIHELR. F—RENGa
JE 24 0, BAF AR FaH (SVOP), HTHRIHEHKK, L2

10 ZERBTAHAAGHFHEAAENGORTESRS. RTAXRRAFEZHN
ASh, —G R Bl iR A BRI S48 (LPS) & hifF i —AF
— R AR4 % o 3 (SWOP) .

A8y kT, iINOS (T #3649 NO-—& &8 ¢4 & ik 4kih 4 & SWOP

WEZGAZBAT. INOS KAETAH INF —a S, RARTIUA
15 @i LPS #5349 SWOP X 5347, TNF —a #9 & A HIAA & SWOP & & Ff
FH., B, INF-raKFHRGHTESHSELRSG TNF —a &
TR EN ARG QIEEFART BRI/ RS BERG o/ XA HE
ERGF ARG BA &7 RE,
Ebrt THEZ EAKAEGAERERI, BT EMEGEDERRS
20 4KP3H) TNF-a 69 K-F, G5 66 3R & TNF- o K- 89 40E- 3 & 7 ik vA
BEMNFLEHTHREL BN ARG HAMRG T %,

AERF R —FHHEBZUALFTAEVFHSWNBTRF INF-a
MEEMRENER, ERNERTRIZGR=_EWHARKKEETS
(TTP) , vAZ TTP #) cDNA A& cRNA , LA H#-TTP Y HiA ALK K.

25 TTP (Lai etal, J.Biol. Chem. 1990; 265: 16556), %= F] &
4269 Nup475 (DuBois et al, J. Biol. Chem. 1990; 265: 19185)
VAZK TIS11 (Varnum et al, Oncogene 1989; 4: 119; Varnumet al,
Mol. Cell. Biol. 1991; 11: 1754) B —AJ Z N A ¢ 33 kDa #95%
G, L TAALBENTHREKXR Lfp-36 (Taylor et al, Nucl.

30 Acids Res. 1991; 19: 3454) %A, m XA H L 24T AN
FTHRFEARLEABAMEHARKE,ZFP36, A H 245 TR &4 19q
13.1 £ (Taylor et al, Nucl. Acids Res. 1991; 19: 3454).
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TTP R —H S ANREZ O FHERTE CCCH 5 XN B EHHY
A mEYBEE (Varnum et al, Mol. Cell. Biol.1991; 11:
1754; Taylor et al, Nucleic Acids Res. 1991; 19: 3454; Gomperts
et al, Oncogene. 1990; 5: 1081; Ma et al, Oncogene. 1994; 9:

5 3329). skéh, BEEGOLRFREASRF In” HLeF I AGRTEMCH
mpe4% F (DuBois et al, J. Biol. Chem. 1990; 265: 19185), #
TETRE—AHXEAT. £RXRILEHRA L5 ZL A ARG R
% MmO R B A T BB ik 4 4 RERBRER LA R TTP A B @i /R ¢4 H 1
(Taylor et al., J. Biol. Chem. 1995; 270: 13341), —F¥~T

0 AEEZELA@mET YA,

REHARCOZEF TP LAER MR FAI AL TNF-a B4R
(Carballo etal., Science 1998; 281: 2001). TTP #9.&& %38
$ ¥l & TNF-a 8955, TTP TElL TNF-a mRNA £4-F &) 3 3] K%
T &) —ANF 4 AU 89 (ARE) 24, XAF R T A4£4F TNF-a mRNA &

15 FRAEL,

A W0 97/42820 F 2R T A TTP 445 M T 575 TNF-a
TERMXO AR KR HBIKEESLSIE, & E BB (cancer
achexia), KMNEBEMH AP XF, FIBATHIR G TTP KFk%
I X R IR R A R T iR AL 36 TNF-a A4 & AG40E-H &) 7 ik

20 BREMNAKRZEFZEHEA TNF-odERBRASELR.

W0 01/12213 &AL T HA4E4H 54 AU 8974 (ARE) &) mRNA 5-F &
WIRAVE R 0 7 ok, e, F)# %M TNF-a ¢ mRNA 9~ F & -8 69 55 3 A
BIH —ABAEmE - EX@EANEETF (R TRETEBRRY
#) &) mRNA - F M o 77 ik .

25 EERATUEVH,MBTHEM INF-a *EERREOEARRXEA
EaMARRE (FleaEaf RRT SERBR/ RS ERY ) 94
AR TTP 8 H L £S5 K 4o,

£ ik

0 AR E @RRB—ABRRE T, JTAHBA A M
TNF-a = F #4684

KERHF—A B O RRBE—FENEH AR REAREH E
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T E LI INF-a FERBENER (Floa et RRTF o
PR R Fe [ RS R ) ARG R Fikf /XA TFENEZTRGH
HER 6T MR R k.

BEREANF —ABARFTEF, TTP cDNA #7 4 8445 5 TH#H A Fi&

5 334, ATATFITPoRNA R FHE—RAFPCREGF T, £ HH
T TTP mRNA K492 ETHA FTRRUA TG R BAZXGSH T L,

AZXRANHE—FTHEHNRRBELARS TNF-a S0 EM
od, AR BiTHF Fo/ RS TTP 24 % TNF-a & nRNA, +e+TiL
5 TTP mRNA £ X #5945 — TTP 44k R A A B. TTP mRNA & cDNA 3 cRNA

10 RAERBEARAEENY, IB4ACEALLRURTAY KL F kit
BEHASHARSH X ESH T,

ERA—ANBRFEY, REAFTRIEA LGB F/ RA
3 TTP 4£4-% TNF-a &) mRNA A AR S R TNF-o T W%
MALE- & .

5 BEAERAYH —ABRRFTEY, BE—ANEAFEFERNAD R
EFERERAREARGRAREN £ ol m TNF-a FEk
REGHRR (Bl B FRRTFSRERf/ R CBIRG ) GAKRY
FikFa | AR TR BHERG ARG 5.

AEPH#—FTHEHUBRKLEETUELTEARY B FZ A &

20 k.

P B & 8 2L 9
B 1. i#if RT-PCR AR ¥ S J &5 TTP mRNA,
1. 8h FiEiEsT R (BIMFFK)
25 . 4h FEETR BIMAFKR)
3.16h F# iz UGrRFK)
4.8h Fi#Ez OMHFXR)
5.4h F#E GMFA)
185 kR &9 RNAs A} F RT-PCR 247 . 1 A 47 & 7 sk =} RNAs #H47 &L
30 HF, MERAREARLYH TTP BT HEYNERMAM T8BH4
A 5| # 34T PCR.
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K AR

AEXRHEHRAARLETHARG RIS LRARG:. EH=EW9H
ABRANEYG TP EARESHAR T AEATRDKRAEZEARAEE
Z A —H AR MM F XAATERAT RBREFG(E.1).

5 Ede kA, WA Ao/ RS TNF-a &4 5T A
AR THRPACLE DI B O 55/ F ok E, MEH,
TTP fdESEY TNF-a & PRI BAA R AL KRG EEH,

ENERKSHAEEFEZSHEF TTP BEAEUBARX TTP &
X BF 5 (Taylor etal, Nucl. Acids Res. 1991, 19 : 3454) A

10 RE%EFF (44 Cnenbank A 515 M63625) 8T HFHAK L KX
BaEh A TAHA FTHARG A/ REFEVHFLSRLBLAR G
TNF-o FERRENER (Slo@isfaf R BT SBEEAR, SHERYG)
Fo/ B A TG HFEIZHG B HANABUABREN L ER G E
AR T HEAR TG KR F k.

15 K& QPRI HSBERG” RO R AR XRG R RS
AR, SUHREIHRYG, RERSIE, RAXLLHESHEBR/RE
W ERRE LR SPRERARBEZ KR,

EHRBARLZAG—AHLE X EZHEP T, AE TTP cDNA ¥4
KEFIBBEANE] AN EEHABADRBABAERYT (E—NMREBEH RS

20 FHI3w SV40, CMV, X—ANFEFHEBITF Bk tet FXEL) HE
#TF), BRABABFAH N REMIFLH I EE, zeozin, HE
, IALCHATRETEMRNHF. IR ABARBLIHRAENF
EA AL Mm% B4 H9C2, COS-1, COS-7, HEK293, HEK293 EBNA,
CHO, BHK HeLA R E/l&ymmie % vl &3A cDNAs B it m A bk £ #

25 AEmRA, BIXFFE, TUAABFINLEIRAEZ AEH R

&R B3 T Hlde SV40, CMV R ks it —/~ TNF-a X E R —ARE
ABEGE MBIk X F B, CAT, B-FIIEF 5 A& TNF-a mRNA &
VR ABFR R —FRSRMREE —ANAAE, BB TF AT TUR

30 4§ TNF-a( mRNAGenBank A% 5 X02611 #94% 1197-1350 ) <#& ) ARE
(& AUHAH) . ZBRAFSIEFT Ak BEMRAFR, EXL2TEATF
F— AR, TURA KGR Ol RT3,
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AHEUABRBE —ARKBZE, BEEZTHATERTATHR
TTP F WM B R .

AN, B TTP AL BEY TNF-a A B RREKE
RETHRA, MERAFABRREFHALRG—A|LRT.

5 XA — AP ETHATHRAEEAEIHH/ ARG TIPE S
% TNF-u # oRNA W2 F TNF-o R AGKES, L aEHET
KP B a) BB WIERE TTP AR TNF-o S # R A& TNF-a f 2
TNF-a mRNA 3’33 A &8F KR —F 45 (L e Sy TARARBRAR
B A4 TNF-o mRNA R ARE K E&) 9@mME, LA b) HAR

10 TNF-o RBREFOHEAEKFALKEKREE EZALSDRAESEHS
TFHRGHEEKFE, AR ¢) HELEBREGWARGEYFHT
BAGEERFIBR TR TNF-a YEALEIBAEEZGHREAGLS
.

AR KA BE -T2 I EEABEERRESRHE AKX

15 RAEEZTHARBREA KA TNF-o 902 G HE LT AR INF-a 4
AATAAROCOE AN TREL B GE S, FRFOMEHA T
A7 TTP MW H .

iRy TIP ZH OB TAALR S AL E G BRamfeta i
HARGHERGREALBA LR E k.
20 &5 68 37 %) Fo / RS TTP B4 F TNF-a X 3% i mRNA #9 37K 3% &9 ARE
AW EBELAIETZ nkNA, FEBE 5B ZFEASYHMLER £5
8 INF-o S REZH KT T,
FERET - ARRRLYTARACETHIER: ) FHFHad
A EAEEBEX AT L TURESE TTP HAAETARAR
25 BEEORBERAGLEFTHRASEREAEN TNF-a nRNA ALY
ARE F (%9 TNF-u mRNA #) P RBFMFR G5O R EMBRN
Lmpr SHiifk, AR D) AZREZTOHAERFBRKERFERS
HENA S R E KT, AR ¢) Bk b R4S WN R
AR EBRIBRETGHRLEFAHLED.
30 AEPHL —AHA AR EAACETIIFR: a)f TNF-u &
BEREGEATARE TP A A THATELSHE4A TNF-o nRNA &
Fom LR, VAR b) B TNF-a M REKPHBLF K TNF-o 894

10
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FAREEREEASHH TNF-o 84 F KPR, AR o) kit 5 R
SENSHEHHERRAKPAARKEBR SRAT G 6 RAKPE QLS
.

W ¥ BAR A 6 XIS IR T A B W Hl A/ KA TTP ) B A I )& M

5ot bdheiiE, SRFEFRAFH—F oM.

E—AENP/ALHARGERLARHERERZTHRE S FH
iR G TNF-a FEREENER (Ploa i@t AR F SRR F/
RCERG) AR REINANRETEZRTRREEIRGTH LAY
FTEF, TUREBERAEANARFTRFHEDHERAAZECRATEA

10 334 TTP X TTP-mRNA,

Hlda, TTP #9RTABLEA R TTP MK SH SRR E
TTP #9447 M.

TREETUBL R G TR TR, XEFEFOHELES
M7k, FOFELFARTEAZTGHRERAR, RAgHLERZ,

15 BLSTA (B§BE % B BWRKE), “Z9HE” R BEMMAE, RERLZMM,
R ERF, RETHRARERLE, ZEY#HKE, #50RAEKE,
AMRE 2 RE, REASTRE, FALEMNZ, (HFHXRBAAZTEL
EZRE, FF.

Bl T AER A TH T RGF R TRERE: ) ERBL4E

20 #hL TTP 4854 TRAFENMM T ERO LD R ER-TTP &)
FAREERR, b) £ BLSIA R LW —F 5 %M TTP 4 £.

R F A AA TR RIAFIT G TR T AR P B A-TTP &3k, &
TR TAZ—FHAHHERALE, L TAELHS HEHELL
ME. AEATALREGHRALERL T WL, UL, "SRR VC. &

25 BZRAKELTURA RSB RAFiL., RAGFCREAETHFATUAE
HREEERODEET AERAKOAKRTHERAFHEL. &
AAFRALA M ALIERNTAE, FAFBRE, KR4, F4a%h, #
BEEa, #%B%8, FFX-_BUAREAK,

TAARER, FoNRAEATAEIHRLLLE - MFLALS

30 B EmKTARRNAL, MFLAAFRHLERSGDNALETAEL
BRAELZREIRZLEFAAEAGARGAEABRR D, TR AF
RAASH TR AR AR, FRAX BN, —FFAr s,

11
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skod, PYeE i A ¥ B,

AR, B EKAALESHTHA TIRCE K. 2HEA0A
BEEREZGTEAG —EALFEA, AFEBAFEAAR S IR PH
WEORGTERAEYHE. 2 HWEAAZTHEHAETARIRRZF

5 AARHE., ATHCHEDEANSHOIEXAE, RALTHBAR
REFLEAEES.

HH—Fikf, TABLERE —REE B LARE 4K
WTHRRBITT. EEEGHBERRDALETRFEARE-BRESD
BY, EBESRA T VA5 R B VA F A —F T Ak A W B f 4L F IR S, H

10 4o, BIHAKEH, AT, RANEFT XN 0AERD. THAFE
AR ERFRERRSHOEP-FIETEH, FHLANE,
DA B VA BBk P B R B
AR BEARAAR K oE LS ENIFLTHRATRLAY. %A
ARAR O GRERRATUZBRAFRFTSESRAGLES. XF7EH
15 &k ek Kennedy F A7#:£.Clin. Chim. Acta 1976,70: 1;Schurs
etal., Clin. Chim. Acta 1977, 81: 1; Shihet al., Intl J. Cancer
1990, 46 : 1101; Steinet al., Cancer Res. 1990, 50 : 1330,

TR TFEEREY TP KA BETARA LA EREALZE (4]

4o B. coli, HKRFMmA, Cos @mfie, STO mie R AEamie, LML T
20 ARAELHK (Fl4= Ausubel et al. (eds.): Current Protocols in

Molecular Biology. JohnWiley & SonsInc., New York) ) il &

7 XAK. A —AMRicHslde His (6), GST, FLAG REHBh%&

GRS R ETHE4 cDNA BidAF AT ke (BB T

B, FOUBRRTHEERCGE)), B, RRAGNEHNE, WRkIFH
25 FHRAOLNHELIFERRLTA THALERS.

TR, EA LR RAAR OB ARETAARTRT
A4 & TTP,

R AR BRE BB ARAR R GBARTRAHER TRB G4 E
P TTP RA BELSEH A ARKRARY TP 892 LK. (BN, o,

30 Green ¥, ALBRAMFRLPREFTEL T “SALBROFHET” ,
Manson, ed. , % 1-5 W, Humana Press 1992;Williams %, £ DNA
A2 RiKER%, £, Glover F (eds.), £ 15 R, ¥EFKXF

12
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b RRAE 1995) .

TTP ¥ R @A —FHAEN PR E, H4EHN B R RAR (A
BB RA R ERARALRRITL4LAN. ATFLEBAGEKRRAMT
AR S KA e TTP I A —Fo 5P LRKEOE RIS LF

5 BELSEONHREY. EREERTURLKHANFRAREL P —
2. WREFESZKYG—FLE “FREEMY” , L TAA AL SR
HEBE-AXSTFEAL Bl RLBLLES KL, Fhbiaks
(BSA) R #4 MA%) A F hg#.

RESABERALREL, 4, ¥, B, L, &£F, 2L,

10 LFERGFEHW P LI, R RELAMEY —F - Isigh? #hitk
CTUARRA —NEMAELGRA KRG RA. e, £ VO
91/11465, vAZ 4 Losman % &) Int. J. Cancer. 1990, 46:310 ¥+
TERARTEBB T L5 EREFANRAYGEEHR K,

TG FER, TAEFR-TTP G LERE. T TRHRAEREY

15 BEFADERATABLRARETEARRAR RPGBRAKF L,
%)%=, Kohler %, Nature 1975, 256 : 495; Coligan ¥ (eds.),
NREBEFFE, 14, 2.5. 1-2.6.7TH (JohnWiley & Sons
1991), Picksley ¥, “#i/A E coli P AR U BAHELETAY
A, ” DNA £ 2: X %%, %M, Glover ¥ (eds.), F 93 W

20 (FEXFHBRAL 1995)).

MhmETX, £ARRATEIRA —4F TP AL HEHAD
Rmikid, SRy —hFHFomiELEiAkLs ZHEE, REMRE
AR B-Hemie, &4 B-HReabTlgmien 4 gm
Mo, LEERIRBMIL, RETAFEAHNREGRAEGFALLED

25 %, REFBEFEHNRRUEARG AR ABITNERBERDT LB
AR, Hlde, KEAH—FR TTP HRATE AALLERE, A
PAERKTEL —HABA, ET#EH R AT HEZRER
FRIBHOAFRK., EEMHBRY, ANBH/UARTFELR B G TR
FANERGERTORE (ASANREAUARBHAR B RAK

30 FDNRARA. BAR DA TRESBRANAREARFHARK, &
PRTHRATAFRARKBGLE.

ATAERAR DR FEREFARKRG T EOHRE, £4d Green

13
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%, Nature Genet. 1994, 7 : 13; Lonberg etal., Nature 1994,
368: 856; Taylor etal., Int. Immun. 1994, 6 : 579 ¥,
BiE— R CBRTURNERBRANT 5B RARLALE LR
R, ARG BEFEARCERATHTRE A TOFRBERBRYFEFE
5 3, RTHMEE#GE) , RAETFIXBREN (AN, #ld Baines F,
“RIEHEEH G (Ig6)dhshtk, ” 4 TAEBFEF %, F 10K, F 79-
104 ® (The Humana Press, Inc. 1992) ).
ATENABRLHATERGAREAZTUE Y FH450ETH
Jm TNF-a @ fF B B E &R (L @i RRT S AR/ XS R
10 4) AAMRRERA TENEEREZRGHRB AT HONM. —FH
KO ERE, HATEARFERGLEDHESRTANIUBERTHA
3 &K F 4 TTP-oRNA,
Hlde, TTP mRNA AR TARB FTREFRATR : a) FAFEA
AR A KT A RNA &G A &b 5T A R 44 TTP 4§ cDNA X cRNA & it
15 KEGETALSRS TTP ¢ nRNA XA 2 X EHAFLH TTP nRNA #48)
B b) Wit R F AR Fksl4e RNA fpifsk, BE%EpiE, RNA B4R
P RE LA T TTP cDNA X cRNA 53k A P 204 4E L 69 32 RNA 2
X Tk R TTP-nRNA 452,
ERERHGFIGFiET, TTP cDNA 74 B 5 T4 B F&4T A
20 FREFPCRAEZZTIP oRNA 8514, £ WA ST TTP nRNA K-F 4
RETHERATHASH T EUERNE B RAG T,
BRAK, 33 “cDNA” & “cRNA” #MeyABiT — A FEHM
—/~ mRNA BERRH Ak 69 $.4% DNA %X RNA 4F. —& LT, 5 oRNA
—3R LA TR T B L FER.
25 TR E/HEEEAHA AT, AXEFHRTHAEAN TR
R AERMREERAATHEATELBRZA.
ERRFHHEAEARBHEEZESBALY TTP R AHEHTHY
ERAETF SHEERF/ R CERGA/RA TRERBEEIRGGERT
FRAAET AR, #lde, A3 TTP HIARKE R4 TTP YA KL
30 RARARIARA BAARBATE ST, A4 TTP 44 % TNF-a nRNA 5 H
iR G TNF-a 8§ > €.
AERENLHRE “ERR R EERARG—HL5HHF (ab’) o,

14
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F(ab)., Fab’, Fab, RE XM, REMH T, Sk h BTE 4
TEFLARANGHRRERLES. ZAERAFCETERERRLESY
ARURAEABILZZK, FlbhBETEEARNSIK, W EERE
ST ERMRE “Fv’ RE. AT URTHTERAL S Kt
5 FhEABWEHALBERLST(“scFvE&A” ). BEMSZTERGR
ABAEEM ARG R RA R,
AKiE “ABRMTAKR” YR ETAES, LT RELLBHAKG LA
REARCARSAEREONERABETEREBEALRTER,
BHRATURL LR FHAE T, S THZHAER, RFAHE
10 4 TTP ke h B, XAk R BT AR #lde itk e & KBEHEA .
BREGT RRFEZ GBI ERINE G B AR ETHIER
RBRARR., A—HHE, A FEOBETIHRERAKRES
AR BTARBE—F 5S R, #4FTH F (ab’) ., A —F LR
FI ST A% A Wit — F B A R, 3. 5S Fab’ B4 F B, TAHHEHF,
15 ENMREEAREGEFTET o RENHRD) GRPRARET. A
—F ik, A ERGBHTHWE, AT HLRE L WA L46) Fab kA
BAB—/N Fc RE., XEFXOHET, il 28 F 4
4,331,647, Nisonoff %, ArchBiochem. Biophys. 1960, 89 : 230;
Porter, Biochem. J. 1959, 73 : 119;Edelman etal., in Methods
20 in Enzymology Vol. 1, page 422 (Academic Press 1967) ¥. &
TRAE A E Tk, Pl EEsTUBRENE -4 K
B, #—FPWERE, AL CHE. ©vF. EHEBKR, REFA
BRGSO ETUMAEREMRANGRAE L. i, &F WAAV
40 Fv A&, IHLEASTALFEMRELSY, L2 AT
25 Inbar etal., Proc. Natl Acad. Sci. USA 1972, 69:2659. *T4%
P, TERTAEE A5 FH —sidk ik 58 30 F 3 H fl 4o
KB ZB (]RN, #l4, Sandhu, Crit. Rev. Biotech. 1992, 12:
437) .
Fv FERTAGHE VWil AR Vét, ATl kT, &
30 RPBRRELHEEY (scFv) RAIHRB-ALALHARELRAL
—AFREFRERENG VAR V. EHE4S DNA FHGELAKE R &
W, BEAARBAZ—AMEBREAY, MEIA—ABEZEBRSIP

15
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B. Coli #&%. FUNBEMRAR—NEANANERE, EFA—A
EBEFZREBAV EHERLR. £ scFvs FERNFTHZLHEMEA
#4= Bird etal., Science 1988, 242 : 423; U. S.Patent No.
4,946, 778; Pack etal., Biol. Technology 1993, 11 : 1271 ¥,
5 FARBEHS —FABER—FEB AL I ARZEN S K
(CDR). CDR % Ak ( “B-begiRR 845" ) TABidH L LR X A
& CDR 8K B kA7 . XA KB 44T 2Ll 1342 F) R 4B 4% X R A )
BUAEAE F ARG MY RNA &RTER (RL, #l4e, Larrick
&, Fk: BEFFiE4E 2: 106(1991), Courtenay-Luck, “# 3%,

10 BHRAXARKE, AL ALBERAKRT: £ 5, T AREKHEM, Ritter
% (eds.), % 166 W, Sl KF B4 1995, AR Ward ¥, “H4k
A BREREX, ” B2 ABHRAY: BREULAHEA, Birch %,
(eds.), % 137 W, Wiley-Liss, Inc. 1995),

M AH—FikF, —FR TTP GRETAK A —AMARKEGFELE

15 ik, AR EALBRAARTAEIRAZAHRZENILERETEG
FURBHRTEREBEIATERYRAES, REER AR A
ABRAT AMEAHHERK. #AKOARLE LA RAL
BB THRENEIAERZRAERMAAXG A, ATALERALER
FHTERG—EKPE AR #ldecd Orlandi F Rk, Proc. Natl Acad

20 Sci. USA 1989, 86 : 3833, AFTAFARMAMEALERKHE ALK
J%i£, 440 Jones &, Nature 1986, 321 : 522; Carter %, Proc.
Natl. Acad. Sci. USA1992,89: 4285; Sandhu,Crit. Rev. Biotech.
1992, 12 : 437; Singer et al., J. Immun. 1993, 150 : 2844 and
U. S. Patent No. 5,693,762,

25 — AR E R R F TR TTP &) cDNA & cRNA A5 X £
—3 4. 4tF DNA & RNA 346 KRR R AL R A RA L QBT
ot — SRR AT TARELBEERA LKA L, XFHG
Mgy DNA 3 RNA R — BB AT L LA L4, Gl THE HAEMK
#] ATUGEN,

30 X 4545 K A5 45 89 cDNA 3 cRNA T4 A F5 TTP mRNA % X5+ B
w5 TTP ¢9 4 &,

BT A BRI S AR AL, BT 544 MBI DNA &

16
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NGt kM EMNE S, RAXFRNHALEFRCIER. PBS FigAE4
A4, DNA B RERARB—ANF RGBT E.

Yo b AT #1449 cDNA. cRNA. kR K B EFRMErE, TILE
FTARAFHBEARARER, LIS, EESHIMNFAL LG L

5 OERKR@E. BERES. ARARGGHERE,

BRARN, SRR EFT RN TREAT R ETERGBR
R F R R RA BB F Rk, Lipofectaminee (GIBCO-BRL,
Inc., Gaithersburg, MD), Superfecto (Qiagen, Inc. Hilden,
Germany) #= Transfectarno (Promega Biotec, Inc., Madison, WI),

10 AR RAH RARAG IR AR L ISR RZEHr cDNA XK cRNA 4
AR, —EHAMmA, 5 TTP nRNA Z4R4) cDNA 2 cRNA &4
% TTP mRNA 5+3 4 TTP t9883F, L4 RTUAR G TNF-a 8§ > 5, Xk
JE R R T Bk L3k i & E A48 ATUGEN. B8R4 49 DNA 4
BEHARBEHFRARHE LivF,EXB%5F 1994,1: 7; Miller

15 and Vile, FASEB J. 1995, 9 : 190),

KERIANHILS BB T EERFARAHART LES
, Rty —kr 2 A FTRBAGBRAKCEEAFARTENFEAR
RE@MBRABMERANNE, RXATAEX B Z2EAGEBERE
SRk —RAER .

20 AEPHEGBRABRBREETAZN FLITXAANLHY
BEFEPTHEIHRK., XZHEY “FRFETHEIN” EHEX
REHFIRELCHTERGHH, LA, TREXIHMH, 5
BBABAR—RETEKERD, FRFBEIEMIRG LS F R XK A
FENFRXE5aHashraesicapRMatn. aEALL

25 ARABHUABRYARBSNERFARI AT EEGAMR, EkX
ARIBAE — B AR AR FT B So b ARAE

AL BEARTAKR R, FZ2FH (B, #kA), B
AR ES, BEBEENES, 238k, Kb, EHRGAEARAFF,
FENERIEBRRGA DY ETRRETATHAE, F8, T2

30 B—BKRA, HEFAHEFROPERERILRENS, AR
AR B, 2 FXFFUIE@EL.

i i 4w b AT WG RIS 7 R AT E R 0 S, U TTP #ysk R i

17
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RETHREZvR, FE2FMLHEFX (B, #hFX), 22NAAH
A, BERAESN, A TESH, 2ABER, KIMNEIR, HGRL Y,
MR FEBRK,
BRTBNHEHFTX, RAARMEHHEHTRAREAEK, FH
5 ARRBREMBEGHBALY, Hleh R, A, LA, B, BX,
AR, BEFR, &R, LA, BRA, FF, EHELAETE /N4
BHHEARNENELAANTHOMNABXAESRESY. o EATE, &
LHEYTIL I, AREAARESY, TUHEF ETHESZHERK
oA, P RAETROKLCER KM, HEERM, 4K, 4
10 A, HBMNEF. KEAVFHERASDOMB IS Bk, REAWE
TARAEHHHB X, FHANFRFAMNE, AKXFRZRENER,
AERRFR, OAHBX, £EHZIHET FARKTRFHEKY
ARFERA—FAAN. LEERAY “EL2TMLH” aBAAA, K
T, MAA, BEA, #RARERBEARALEFTX. *1THEI#H
15 WHRAEG—FFTUEITHFETRERA —FEBIAFEBRKLELAKE
e @HE, FRHwL, £BEHF 3,610,795, EFZILEHKTIA
HASRE. FENEDTAAETHFETEIUEATY, LRAHE
FH—HEH., L2 “BEFIETELH ERELITZLEDFLEREC
B REHGHH, LR, TUHRI S —RAEANMERA X
20 FHH, FRFERERLRABRAADFREIUNBENFTXNEZLY
wohr st ean TR EHA. BRRALAMEGELHE
TALERLPHENSHH BTN ERANEEANEH 2 A A
T, ARHEL (B, GRA) RENERTFLETEZHNE
REBFN T RIRMTEFSIB L, Gl oKL ERLSYGENE, F
25 #, KE, —KEE, M3, BFHR, ABFHERUARER, FR
F, BAWER, LHRAR, FTFTRARABRBRAR TR GHEAE
HERAMARS T RTE.
B, £E7FE3HE (KA) HEASHRRLDT, KEXPHAEY
EHLSHEBFARG IR EAKXLY 0.01 £ 100 ng/kg K E,
30 RikAH 0.1 £ 10mg/kgARE, BRAAEAGHR, 2HETUAEAK
£ 0.01 £ 10 mg 697F 1o,

18
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= 36,45
R HBATRE, FH, ARBLBERABTRPEGE_F
B, BANBRNEMHACTEEARINKE, RAniTEkLL
WM TFAARARDREE S 4 ARSERAE, REFRE 4P, 8
S EA16 0w, FoaK (RHRA) FRBTAKRSRAE. BREBRXEF
%, RAMAEFTOCARE G BANOCNARGER BRI, RE
SRR ATAL. KNALETHARZEXZA T ARNRNEGEEE
H ¥ BEF EF &) mRNA, TS BES RNA 347 RDA ( A £ 2R 4547) .
VA EBORIT AL RN F — AR, EFARLEEGER (BT Hh KB
10 B ) PHEN RN UK FREFWE —HR (LA “BER” )+
0 5. B EAARAE SRR R K04 % 6 28 EILE RNA,
MEERMLLE T HATHE S (Pharmacia, LKB, Freiburg,
Germany) . 3B 4| ®egL98 $14& A 5 akzk (DYNABEADS, DYNAL,
Norway ) 1BBE&5E d (T) 4% Poly (A)-RNA(DYNABEADS, Dynal,
15 Norway). AT AMABREGMREF, AR EAALFMAHRS
BEA(B IR ) AR ZAKH B A B GREB) 4 oRNA R ReH & —
AT, R FZ )5 (cDNA & % %, Gibco), 42/ Dpnll |4k
M4k cDNAs, £BEHBETLE, ¥FHFEAK NG RATEL RDA A
#4732 % (Hubank, M. and Schatz, D. G. (1994): Nucleic Acids
20 Res. , 22, 5640-5648) (Frohme et al. (2000): Ann NY Acad Sci. ,
910, 85-104). # TSR EXZEHFATRAN S 2 R 3, Lk
% it A DH5So B. coli ¥ & pBluescript IT-SK+. i@ it#7A4 PCR ¥
AR EGEARGR TRESH. R AL EFRGIFELRF
#HATFFIME (AL WEBAY%, USA), 4%/ BLASTX A & BLASTN 4-#7
25 RIREATER AT 6 DNA =B G &G F) R 1.
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